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OnensBaiy 3BeHa — ChbBeT o MeauuuHcka Hayka (CMH) kbM AxaneMudHus
cbBeT Ha MY — Codust 1 Komucust 1Mo eTuka Ha HayqHUTE H3CIIEBAaHUSI KbM
Menunuucku Yausepcutet — Codus (KEHUMYVYC).

Cnceras Ha CMH
Ilpeoceoamen:

1. IIpod. I'enka MBanosa [lerpoBa — Tamkosa, adhH — 3amecTHUK-PekTop 1Mo
Hay4HaTa aeiHocT Ha MY — Codust.
Cekpemap c npaso na 2nac:

2. I-p Auroanera Mopnarnosa Kocrosa — MII “Ilercko 3apase”.

Ynenose:

3. IIpo¢. n-p Anacracus boxxunosa Unuesa-Ilactuposa — M®, karenpa
“AHaTOMUS, XUCTOJIOTHUS U eMOPUOTIOTHSA .

4. lpod. n1-p Pamocnas Anekcanapos ['epues — M®, kareapa “Dusnonorus”

5. Hou. n-p LiBeranuna NBanosa TankoBa — M®, K1 o ennokpuHosiorus u
repontosiorus, Y CBAJIE “Axan. Ban [lenues - EAJ]”.

6. lou. n-p Bopsiaa ITetposa Jlenuiicka — M®, K11 mo nedposorus, YMBAJL
“Ilapuria Moanna” EAJI

7. Qou. n-p JIunus I'eopruesa Karposa - @AM, karenpa “OO0ImecTBEHO IEHTAIHO
3npaBe”.

8. [ou. n-p CHexanka 3anpuroBa Tonanoa-IIupuracka — ®IM, karenpa
“KoHcepBaTHBHO 3b001€4YeHIE”

9. [ou. ITnamen Tonopos Ileiiko, dD, kateapa “DapmaleBTHIHA XUMUS

10. dou. n-p Aupu Anxen Actpyr, @O, kareapa “Dapmakosorusi, TOKCHKOJIOTHS,
(bapmakorepanus’”

11. Jlon. 3axapuna AxrenoBa CaBosa, @03, kareapa “MeauuuHcKa negaroruka’
12. JJon. o-p Bacun ITucer Kocros, ®O3, xarenpa “IIpeBantuBHa MenummHa”

13. Y. xop. [Ipod. x-p Pagomup ['eoprues Pagomupos, BAH, “HUuctutyTt no
HeBpoOHoorus”

14. Ilpod. Anbena Bopucosa Momuunosa — BAH, “HUuctutyT o 6uodusnka”
15. TIpod. a-p 3narko Hukomos Kbisaues - BMA

16. lou. n-p Jopa Huxonosa [Tornosa - BMA

17. n-p Anppeii BenuucnasoB Kupos — penoseH nokropant B M®, xarenpa
“MenuuuHcKa XUMU U OHoXumus’
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Cobcras Ha KEHUMYC
Ilpeoceoamen:

1. Ipo¢. n-p Camka Pymenosa Ilomosa, nm, 3amectark pekrop Ha MVY-Codus,
pBKOBOomMTEN Karedpa “MeauuuHCKa eTMka W mpaBo” Ha @akyidrera 1o
00ILIECTBEHO 3/paBe.

Cekpemap:
2. n-p 'maka BosiHoBa beksaposa, 1M, Pexropat, otaen “Hayka”
Ynenoge:

3. Un. kop. I[Ipod. n-p Muna Brnackoscka — M@, katenpa “Papmakoriorus u
TOKCHKOJIOTUS”

4. Ipod. n-p Kamen Hukonaes L{aueB, M®, kareapa no “Knuanuna naboparopust
Y KIMHAYHA UMYHOJIOTHUS

5. Ipod. n-p Arrenuna Mnuesa Kucenosa, ®/IM, katenpa mo “JInneBo-4enrocTHa
PEHTTCHONOTHA ¥ OpaJIHa JHArHOCTHKA”

6. Mou. n-p Xpucro XKenes Xenes, M®, karenpa no “Ilennatpus”

7. pod. Mnusna Mnuesa Honkoa, ®D, katenpa no “GapMakorHo3us i
6oTaHuka”

8. I'm.ac. Panka IlerpoBa KpHeBa — M®, karenpa no “MeauiHcka XUMUs U
omoxumus”

9. moxropant Momumni ArroroB Hukosno, M®, xareapa mo “ MenumuHcKa XUMUAS
u Onoxumus”

10. Axsokar MBaitno CraiikoB, A1
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PAK HA TIPOCTATATA -...v.vevvetereeseareeasesesessessesesseseasesseseaseseasessesesseseabenease b eseasessebeneeseabenneseabesnanen 98

Jorosop Ne 22/2009 r. BinsiHue Ha HeceIeKTHBHO HHXUOMpaHe Ha a30TEH OKCUJ] CHHTa3ara
BBpXY HUBaTa Ha npocTarianaut E; i npocrarnannuH Fp- alpha B ypuna u murazma y
CIIOHTaHHO-XUMEPTEH3UBHH TITBXOBE .....vviveviiiiisirse it stebe ettt 99

Jlorosop Ne 20/2009 r. MoekyIspHO-TEHETUYHN 1 OMOXUMHIYHH TTPOYIBAHUS BBPXY
HeypaMHHH/Ia3aTa U THUII iii epeKTOPHUTE IIPOTEHHH, IPOAYLHPAHH OT KIMHIYHO 3HAYUMH
maMoBe PSEUAOMONAS BEIUGINOSA. .....c.e.viiiieiiirereit ittt 101

Jorosop Ne 8/2009 r. IIpoyuBate Ha HOBU (haKTOpH Ha BUPYJICHTHOCT H CBOJIFOLMS Ha
aHTHOaKkTepuanHara pesucreHtHocT Ha Helicobacter pylori y Hac ..., 102

Jlorosop Ne 18/2009 r. MukpoGHOIOrHYHa XapaKTEPHCTHKA Ha KITMHAYHO 3HAYMMH I[AMOBE
Haemophilus influenzae nprunznTeny Ha 001IECTBEHO-TIPUIOOUTH HHPEKIHH .................. 104

Jlorosop Ne 47/2009 r. EnnaeMuoIOruaHo THIMPaHe W MOJIEKYIISIPHO-TEHETHIHI
HPOYYBAaHUs HA MEXaHU3MUTE HA PE3HCTEHTHOCT U (haKTOPUTE HA BUPYJICHTHOCT IIPH
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KIMHHYHO-3HaunMy mamoBe E.coli u K.pneumoniae, npoxyumpariy mmpokocnekTbpHu oeTa-
naktamasy (ESBL) B TPU COPUMCKI GOTHILI . ......cuveveeerearereesesresesiessesesseeeresnesesressenesnesensens 106

Jorosop Ne 12/2009 r. Cunre3, XeMOMETPHYHO ¥ (papMaKOIOTHYHO U3CIEABaHE Ha HOBU
IUTATHHOBH M [AJIaIMEBH KOMIUIEKCH C IMOTCHI[HAIHA INTOTOKCHYHA aKTUBHOCT ...

Jorosop Ne 31/2009 r. Cunre3 1 pU3HKOXMMUYHO OXapaKTEPU3UpPAHE HA HOBH ITOTCHIMAIHH
IUTOCTaTULH, IPOU3BOAHH HA ITHPUAOKCAT H30HUKOTHHOWI xuapasoHa (PIH) u
caNHIMIANAeXu OeH30mI xuapaszona (SBH), 1 TexHH MeTaTHU KOMILIEKCH.
DapMaKOJIOTHIHO H3CIIeABAHE HA HOBOCUHTE3UPAHUTE CHEIMHECHUS «..vvveveernriererereeneanens 108

Jlorosop Ne 2/2009 r. Bruosorust Ha pa3MHOKaBaHe U CEMEHHO MTOKBJIBAHE Ha 3AI[UTEHH
neueOHM pacteHus ot cem. Asteraceae (Arnica montana L. u Leontopodium alpinum Cass.) n
cem. Caryophyllaceae (Gypsophila trichotoma Wend.) ...........ccccoirrviinineinnnceneeiene 109

Jorosop Ne 13/2009 r. Edekt Ha enmurmropu u Tpancdopmanus upe3 Ri-ruiasmug Bbxy
HPOAYKIHATA Ha OMOAKTHBHHU ChEAMHEHMS C aHTHOKCH/IAHTHA M LINTOTOKCHYHA akTHBHOCT110

ME/TUKO-KITHHHYHA OBITACT ............ccocoviiiiiiiiiietcere 112

Jorosop Ne 42/2008 r. U3cnenBane Ha ed)eKTa HAa METaTOHUH BBPXY aKTHBHOCTTA Ha
TIIyTaTHOH MEPOKCUIA3ATA MIPU OOIHU € CIIHIICTICHSL ... vevvvreserresieeseeseeseesnesiessesseesesneseeanenneas 112

Jlorosop Ne 43/2008 r. lenepcoHann3aiiOHHN / Iepeatn3alliOHHN HaXOAKH H IEPLEHTHBHA
XapaKTEePUCTUKU IPH BECTUOYNAapHO OOIHU

Crnopasymenne Ne 2/2008 r. o Torosop Ne 4/2007 r. HLA renerunuer nonumopdusbsm mpu
GOITHU ¢ AHTUPOCHOTHITHICH CHHIPOM .....vevereerrtereeseaseeasesesessessesessessaseseeseasessssessesessessasenes 114

Jlorosop Ne 2/2008 r. T- SPOT — TB meroj 3a mo-npenu3Ha AHarHoCTUKa Ha
TyOEpKyI03HOTO 3a00JIsBaHe U JATEHTHA TyOepKyI03Ha HHPEKIHS

JloroBop Ne 47/2008 r. IMyHOXHCTOXMMHYHHI U TEHETHYHHU H3CIICBAHUS TIPH
HEBPOCHIOKPHHHH 6eoApOoOHH TyMOpPH (THIIMYEH KapIWHON/L, aTHITNYEH KapIMHONI,
€/IPOKJIETHYEH HEBPOESHIOKPUHEH KapIIMHOM M JIPEOHOKIIEThYEH KapIIMHOM), CBIIOCTABSHE C
KIMHUKO-TIATOOTHYHH MOKABATEIH o.vvevvsvvesisessssesesesessssesessssesesesessssesesssssesesesssssesssssssesens 116

Cropasymenne Ne 4/2008 r. o JToroop Ne 20/2006 r. OueHka Ha ChpIEYHO-ChIOBHS PHCK
IIPU MJTaJIeKH ¢ 00e3uTeT Ha BB3pacT 17-20 r. B3 OCHOBA Ha HAKOH aJUIIONUTOKHHH,
IPOTPOMOOTEHHH M MPOMHMIAMATOPHHE (PAKTOPH.......vivevivieirercieiisissis e sisrese s sienenes 117

JloroBop Ne 27/2008 r. AZMIIOHEKTHH M HHCYJIMHOBA YyBCTBHTEIIHOCT IIPH MALIHEHTH C
(DEOXPOMOIIITOM ...ttt ettt sttt sttt r et b st se et ne et n e et en et n e e ene e 118

Jloroop Ne 13/2008 r. EHioKpHHHY TPOOIEMH TTPY NTAIIMEHTH ¢ XOMO3HUTOTHA (popMma Ha 3
TATTACEMES ... vt tese ettt ess bt b e s b bbb e b e e R s bt e R e b e e b bR a e b e bttt 120
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Jlorosop Ne 48/2008 r. CpaBHuTeNHO poyuBaHe Ha KadecTBara Ha LM-ProSeal u Laryngeal
Tube Suction Il 3a ocurypsiBaHe Ha IPOXOAMMHE JTHXATEIHH IBTHIIA KaTO alITEPHATHBA HA
TPYIHATA HHTYORIIHS ... vvvrveerrereesesteseesessesessesesesseseesessesesseseeseasesessessesenseseareneeseaneeanesnesennens 121

Jorosop Ne 29/2008 r. IIpoyuBane pasnpocraprenuero va Chlamydia trachomatis cpexn
0E3CHMIITOMHA MOMUYETA U MITASIH JKEHH 1. vveeeiereeeiaresesssesesssesssssesssssesssssessssessssesssssesssssenes 123

Jorosop Ne 8/2008 r. Husa Ha IL-1p u PgE; B runruBara Ha manpeHTH ¢ XpOHUYCH
IAPOJOHTHUT HPEAH U CJIeJ] TePaIus ¢ HECTEPOUIHH IIPOTHBOBB3NAIUTEIHH CPEICTBA ........ 124

Jorosop Ne 12/2008 r. CpaBHUTEIIHO U3CIIEIBAaHE HA JIBA BU/1a PHYHU CTOMAHECHH U JIBA BUAA
POTALMOHHN HUKENI-TUTAHOBH MUJIM BbPXY CTaHIAPTU3UPAHU U3KYCTBEHH KOPEHOBU KaHAJH C
KPBIJIO H HEIIPABHITHO CEUCHUC. ... v.vvuvrertesraseseeseaseseeseasessaseasesessessesesseseaseseeseanessssensesesseneasenes 126

Crnopasymenue Ne 6/2008 r. o Torosop Ne 5/2007 r. W3cneBane Ha OpajHH OHOMapKepH -
Toll-Like perenrropu (TLR2 u TLR4) u IgA-S, Mapkepu 3a BpOJIeH OpajieH i CEKPETOPEH
HUMYHHTET B JI€TCKa BH3pacT

Crnopasymenne Ne 1/2008 r. o Torosop Ne 48/2007 r. CEM cpaBHHUTEIHA XapaKTePUCTHKA
Ha JICHTHHA Ha BPEMEHHH U OCTOSHHHM 3501. [I[poMeHnTe Ha 30HKUTE CTPYKTYPHU BCIEACTBUEC
Ha JIeMHHEpaJIM3aLHs, ACIPOTCHHN3ALMS U TIPUIOKEHHE Ha ChBPEMEHHHTE TeHepaIiii
QAIIXEBUBHI CHCTEMU ...ve..vvveeesvesesstesssssesssssesssssesssssesssssesssssesssssesssssesssssesssstesssssessssesssssenssssenes 129

Jlorosop Ne 50/2009 r. MoJieKy/IsipHa JUATHOCTHKA HA TILYXOTATA «..cevvvsereeeseneenseseseenenes 131

Jorosop Ne 10/2009 r. daMuIHO acOMATHBHO H3CIIEABAaHE HAa HEBPOKOTHUTHBHH HapYIICHHS
u DISC1 ren mpu 601HY ¢ GUTOISIPHO ADEKTHBHO PA3CTPOUCTBO -..vvvevesivenriereieseeneenenes 132

Jloroop Ne 48/2009 r. KimHWYHN 1 TeHETHYHN MapKepH 3a paHHA JMarHo3a Ha JleMeHus ¢
Tenua Ha JIeBH U IeMEeHIUS TPH 00TECT HA [TAPKHHCOH  ....c.veveveierieieiisecesie et 133

Jlorosop Ne 7/2009 r. NK kietku n antuTena cpeity Gochonummmy npyu HopMaiHa u
TATOJIOTUYHO TPOTEKITA OPEMEHHOCT ....vvevvevrereiareseietesieeieesesee ettt eseesse e eneseesne e e e sneseeeresneas 135

Jlorosop Ne 30/2009 r. ITpoy4BaHe Ha FeHETUYHHS PHCK 32 BE3HHKBAaHE HA HAPYIICHHS BbB
BBIJIEXUAPATHHUS METAOOJIUIBM TIPH OPEMEHHH JKEHH ...vvvereiereieeieeseeeenesieaseeseesesneseesresneas 136

JloroBop Ne 46/2009 r. BucOKOpe30I0THBEH TeHOMEH CKPHHMHT 32 HeOalaHCHPaH! TeHOMHH
M3MEHCHMS IIPU Jella C BPOJICHH MathopMaiiu

Jlorosop Ne 16/2009 r. ITpoyuBaHe Ha BBITICXHAPATHHSI METaO00IH3bM TIPH OPEMEHHH XKESHHU C
pHCK 3a nuader

JloroBop Ne 27/2009 r. CexBeHIHOHEeH aHanu3 3a X-cBbp3anu Myrauun B reunte NLGN4,
NLGN3 u MECP?2 nipu manueHTu ¢ ayTu3bM

Jlorosop Ne 28/2009 r. L[s1;10CTHO TéHOMHO CKPUHHpPAHE 32 MUKPOCTPYKTOPHH
HebaTaHCHPaHH XPOMO3OMHH a0epalii IPH HALUCHTH C ayTH3bM
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Jlorosop Ne 4/2009 r. IIpodut Ha CIFOHYEHMS KOPTH30I M OLICHKA Ha OpajHATa PUCKOBA
cpena IpH Jielia ¢ Pa3InIHy 3a00/IBaHHS M ChCTOSHIS BIMSACIIN HA HUBOTO Ha XOPMOHA
(cTpec, AUABET, 3ATIIBCTABAHE H JIP.) «o.vvererereeeesestssssesesesesessesestasssesesesessssesessasesesesssssseseseeas 141

Jorosop Ne 41/2009 r. Uscnensane Ha n3numanus asotel okuc (NO) npu nera ¢
OPOHXHAITHA ACTMA ...1..vuvsveseseeseeseseesesesessessesesssseaseseeseasesease s esessesseseneeseaneseeseanesesseanesene e e erenes 142

Jorosop Ne 59/2009 r. IT10CKOKIJIETBYEH KaPLMHOM Ha JapHHKCA U XUIO(papHHKCa.
I'enernunu fedeKTH CBBP3aHU C KapIUHOreHe3aTa U OHOJIOTHYHOTO MOBEAEHHE Ha TyMopa

Jorosop Ne 1/2009 r. [lnarHocTHyHa CTOMHOCT Ha OHOMAPKEPHTE 3a ChPICYHO U OBOPEUHO
YBpEXKAaHE 3a MPOTPECHSATA U TEKECTTA Ha ChpeUHaTa U ObOpeuHa AMCPYHKIUS B X0/1a Ha
KapanopeHanHus cuaapom. Exokaparorpadcka omeHka u chblocTaBKa Ha Pe3yaTaTuTe ..... 145

Jlorosop Ne 56/2009 r. CpaBHHTENeH aHAIHU3 HA IPOTEKTUBHAUS edeKT Ha ,,Dubprinpamioro
chple” ¢ KOHBEHIIHOHATHUTE METOH 38 MUOKAap/IHa MPOTEKIHS B ChpAEYHATa XUPyprus .. 146

Jlorosop Ne 38/2009 r. BeBexaaHe Ha HOB METOJI 38 MyJITHMOIaTHA 00pa3Ha THATHOCTHKA
TIpU OOJHU € OBOPEUHO-KAMEHHA GOJIECT .....vvviereeiatisiieseere st se e sre s 147

Jlorosop Ne 29/2009 r. MakponpoakTHHEMHES: KIIMHAYHA 3HAYMMOCT W THATHOCTHIHO-
TEPATTEBTHUCH TIOMIXO/L +-vevvuvesrerereeseaseseeseaseseasessesessessesessassaseseeseasesessessesesseseaseneeseasessasessesessens 148

Jorosop Ne 19/2009 r. KnuHHYIHH, MOJIEKYJISIPHO-BHPYCOIOTHYHH ¥ CEPOJIOTHIHI
npoyusanns Ha Kpumcka-Konro xemoparmana tpecka (KKXT) B benrapus u onenka Ha
ATUITITHATE B POPMIT ....ooviviiiiiciii bbb 149

Jlorosop Ne 35/2009 r. CpaBHuTeNHO poOy4BaHe 3a pasnpoctpanenrero va Chlamydia
trachomatis cpex o10BO akTHBHU MBXKe OT KITHHHYHH MaTEPUANH ypeTPaJIeH CEeKpeT U MbpBa
CYTpUILHA ypHUHA Ype3 MOJIUMEPA3HO BEPHIKHA PEaKLIUs

Jlorosop Ne 40/2009 r. HopoBupycHa nadeknus B beirapust — KIHHIYHO U MOJIEKYIApHO-
OUOJTOTHYHO MBCIIEIIBAHE ... vveeeereeeiureeessreeeiseeesseesssesessesesssssessssesasesesasesssaseessasesssssesssssenes 152

Jlorosop Ne 45/2009 r. KommrorspHara TomMorpadust ¢ KOHyCOBHJIEH Jrbd (COne beam
computed tomography) B u3MepBaHusTa Ha KOCTHATA 3ary0a MpH MAPOJOHTHT U OlIEHKAaTa Ha
MapOIOHTATHATA PEreHepays

Jloroop Ne 6/2009 r. AnMKanHO XepMETH3UpaHe HA KOPEHOBUTE KAHAIIM C IOMOIIA Ha
AIXE3UBHH KAHATOITBJIHEAKHU CPEICTBA ....veviiiriiiitiiiieiie st sne s sne s sne s 154

Jorosop Ne 39/2009 r. CpaBHHUTENHO H3CIEABAHE HA BIUSHUETO Ha 030HA MPH €IHO- U
JIByCEaHCOBOTO JICUECHHE Ha MEePHAIINKAIHH JIE3UH U JIE3HH 110 OpaHaTa MyKo3a ...

Jlorosop Ne 5/2009 r. AnukaiHO H3TJIACKBaHE HA ICHTHHOBH OTIHJIKU, HPUTAHTH U OAKTEpHU
MIPU pa3IMuyHU TEXHUKH 32 00paboTKa Ha MH(GEKTUPAHU KOPEHOBH KaHAIN M CPaBHUTEICH
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aHanu3 Ha oOpaboTeHarta KopeHoBa noBspxHOCT upe3 CBCT (Cone Beam Computer
TOMOGIAPNY) .ttt bbbttt bbbttt eben s 157

Jorosop Ne 42/2009 r. 3cenBane Ha IPOMEHHTE B CIIFOHKATA U PUCKBT OT Pa3BUTHETO Ha
3p0CH Kapuec MpU aCTMATHULIH, JISKYBaHH C HHXQJIATOPHU KOPTUKOCTEPOUIM «...vvvvevererrenrenes 158

Jorosop Ne 37/2009 r. Cp3naBane u anpobupane Ha codryepeH npoaykt: “KommrorspHa
Iporpama 3a H300p U HapekaaHe Ha U3KyCTBEHH 350U Ha IeIU IPOTe3d BB (PPOHTATHATA
JoEE):33 07 1t ISP TSP PP P PSRRI 159

ME/JUKO-COLIHA/IHA OBJIACT

Jlorosop Ne 10/2008 r. PazpaboTBaHe  IIPUIIOKEHHE HA METO/IA HA CPABHSBAHE UPE3 “3JIaTEH
cranaapt”’ (OeHYMapKUHT) B OOJHUYHHUS MEHHJDKMBHT

Jorosop Ne 49/2009 r. i3paGoTBaHe Ha CTaHAAPTHH IUIAHOBE 338 CECTPUHCKHU TPUKH ......... 162

Jlorosop Ne 36/2009 r. Axryanusupase ¢ u3depnarennu aanau 3a 2007 — 2008 1. Ha
Harmonanaust peructbp Ha npodecronanHara 3adossieMoct. [IpoyduBane Ha TPyI0BO-
MEIUIMHCKUTE XapaKTEePUCTUKHU Ha NpodecronanHo-00nHuTe B P Bbarapus............cccvewe.. 164

Jlorosop Ne 62/2009 r. KayecTBo Ha )HBOT Ha MALMEHTH C MO3BYEH HHCYIIT.....c.vvvererenenss 166

Jlorosop Ne 34/2009 r. Possita Ha JiekapcTBeHata (popma 3a oJ00psABaHe HA ChITIACHETO Ha
MALMEHTa C HA3HAYEHATA MY JIEKAPCTBEHA TEPAIIUS — KOMIUIAMBHC ....vvvveevveveneeieneeesieeees 168

ME/ITUKO-BHOJIOTHYHA OBJIACT

Jlorosop Ne 8-71/2008 r. BbBexk1aHe Ha HOB METOJI Ha 0a3aTa Ha MYJITHILIEKCHA
XuOpuaM3anus u nocieasama ammmukarms (MLPA) 3a oTkpuBaHe Ha ronemMu

JieNen/ IyTUIMKaniy B reHd Ha X-xpomozomata (MECP2, CDKL5, ARX, NTNG1),
MYTAIMU B KOUTO BOJIST [0 Pa3iudHu HopMu Ha X-CBBP3aHO YMCTBEHO H30CTABAHE........... 171

JloroBop Ne 24-]1/2008 r. CKpHHHUHT 32 TOYKOBH MYTAIIUH B F'€Ha 3a KOAryJlalMOHeH (akTop
VI npy ObArapcKy MAMEHTH € XEMOMUITHS A ....ovvieiiiiiiriiete e 172

Jlorosop Ne 3-J1/2008 r. PazpaboTBane Ha BUCOKOUYBCTBHTEIICH aHAIMTHIEH METO] 3a
OINpPEENIIHE HA OMOTHUONN B OMOOTUUHH TEUHOCTH ....vvvevrereieresieaseesseseseseessesseenenneseesresneas 173

Jorosop Ne 15-J1/2008 r. KoMOuHHpaH eKCIIPECHOHEH aHAJIN3 Ha TeHH, CBBP3aHHU C
HEOAHI'MOTeHe3aTa, PU HeIPEOHOKIETHYEH OETOAPOOCH KAPLITHOM ....c.veveveeneerrereneearenneas 174

Jlorosop Ne 9-71/2008 r. MoJiekyJIsipHO TUIIHpaHe ¢ IyJicoBa enekrpodopesa — pulse field gel
electrophoresis (PFGE) Ha neHHIHIHH HETyBCTBUTEIHH M MaKPOJIH PE3UCTEHTHN KITMHUYHH
u3onatu Ha Streptococcus pneumoniae
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Jorosop Ne 16-/1/2008 r. Bruonorn4Ho-BoAeHO (PUTOXMMHUYHO IPOyYBAHE HA BUAA
Chenopodium foliosum Aschers.(Chenopodiaceae). 3onupane u uaeHTHGUIUpPaHe Ha
KOMIIOHEHTH C aHTHOKCHAAHTHA (PaJHKall-CBBP3BAIIA) AKTUBHOCT . ....cvervrereresrereseseenenrenes 177

Jorosop Ne 1-J1/2008 r. OnpenernsiHe BAMSHAETO Ha TPEINH BBPXY CEKpELUsTa Ha
uesporentugn Y (NPY) u pomnsita Ha penenrtopute 3a NPY (tun Y1 u YS5) B perynanusra Ha
IPEIMH B XUIOTAIAMHUYHA KYJITYPA TIPH IN VIFO YCIOBHS .....vveverieeeiiiiiieieiee s 177

Jorosop Ne 10-/1/2008 r. CpaBHuTenHHM Hpoy4BaHus Ha epexrure Ha 17-f ecTpaaunorn u
AQHTOIMAHU CAMOCTOSITENIHO U B KOMOUHAIMA ¢ (iryokceTHH BbpXY ekcripecust Ha BDNF u
SERT B MO3bK Ha OBAPUEKTOMUPAHH TTBXOBE ....v.sveveereresesresessessasesseseasessesessessssessesessesasenes 179

Jorosop Ne 11-71/2009 r. IIpoyusare Ha KIR u HLA nuransus rese noamMophu3sm npu
TIEBKEMU ...ttt bbb bbb 180

Jlorosop Ne 3-J1/2009 r. KoMOHHHMpaH eKCIIPECHOHEH aHaIN3 Ha T€HH, CBBP3aHH C
METacTa3UpPaHETO, IPH HEAPEOHOKICTHUCH OCMOAPOOCH KAPILIIHOM. .....ververererreeneereseeensenes 182

ME/TUKO-KITHHHYHA OBJTACT ............ccocoviiiiiiiiitcer 184

Jlorosop Ne 14-J1/2008 1. AHTHTENATa CpPEILy AIETHIXOJIHHOBHS PELENTOP MIPH JENa ¢
MHACTEHUsI TPaBHC KaTO MapKep 3a OLEHKa Ha TeKECTTa Ha 3a00sIBaHeTO U edpexra oT
TEPATTHISITA 1.t eseeteseseesesseseasesseseaseseebeseeseaseseeb e s es e aees e e b e ee e R e eb e e e b e b e s e e Rt b e b e ne et e b e e e e st abenene b ennnnenn 184

Jorosop Ne 7-]1/2008 r. Kanauurer Ha 1€MEHTHHU MALUEHTH C JACTPECUBHI CUMIITOMH ...... 185

Jorosop Ne 22-71/2008 r. Pa3paborBane Ha 6a3a-JaHHH OT KPAaHHO-KOPIIO-TPadCKUTE
M3CIEABAHUS HA KITMHHIHO 3IPABU TOOPOBOIIIH -...v.vvevsveseereseseesreseseesesseseeseasesssnessesesseeesenes 186

Jlorosop Ne 23-J1/2008 r. Onpeznernsine Ha HOPMH ¢ KPaHHOKOPIOrpad)CKH H3CIeABaHUS Ha
PABHOBECHETO

Jlorosop Ne 21-J1/2008 r. Bpb3ka MeK Iy MPOIBIDKUTEITHOCTTa Ha CHIIECTBYBaHE Ha
I'BPBUYHOTO EMUJIENITOTEHHO OTHUIIE ¥ BEPOATHOCTTA OT MOSIBA HA BTOPUYHO E€MUIIENITOI €HHO
oruumie. JIaTeHTeH epro MeX Iy ITbPBHYHIS YBPEXKIAIl (aKkTop U MOSBATA HA XPOHUIHU
CITHATCTITHTHI TIPHCTBITH «.v.vervevtteeesestesestesseseseessasessestaseseesessesessessesessessabeseestabessase s esesseeatenes 188

Jlorosop Ne 29-J1/2008 r. Autn-anexcur V u ANCA aHTHTeNa U HapyIIeHHs B allonTo3ara
TIPU OOJTHU C HSIKOH ABTOMMYHHH 3200IIBHEI «....vcvvveeveseseveseseessesesseseeseseeseesessesessesssseseesenes 189

Jlorosop Ne 4-J1/2008 r. ITpoy4yBaHe MPOMEHUTE Ha HSIKOH MPO- U aHTHHH(IAMaTOPHH
IIUTOKWHH ¥ CeKpeTopeH MrA npenu n cliex NpUIoxKeHNeTo Ha MPOOUOTHK NIPU MAIMEHTH C
BB3MATUTETHN 3a00JIIBAHMS HA UEPBATA ....voviuieerreseiisissisitstese st tes s sssneness 190

Jlorosop Ne 30-/1/2008 r. Onpezernsite Ha AMArHOCTHYHATA CTOWHOCT Ha (PYHKIHOHAIHOTO
U3CIIe/IBaHE HA JUIIAHETO ¥ 3HAYCHUETO 3a NPOCIesiBaHe Ha eheKTa OT JIeUeHHE TIPH Jela C
OpOHXHAJTHA aCTMa B PaHHA JIETCKA M MPEAYUMITHIITHA BB3PACT ..vcvvvveviiieriierceiisisssssienenes 191
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Jorosop Ne 31-J1/2008 r. M3cnenBaHe Ha eKCIIpecHsTa Ha T€HH, CBBP3aHHU C pEeryIaluiTa Ha
kirerbuHus uKe, JJHK penapanusTa u anonrosaTta KaTo MapKepH 3a
XUMHOCEH3UTHBHOCT/PE3UCTEHTHOCT MPU HEAPEOHOKIETHYHUS 0eI01poOeH KapLuHOM ..... 192

Jorosop Ne 26-/1/2008 r. SonoVue B audepeHnnansara Juarsosa Ha J00poKauecTBeH: 1
37I0KaYECTBEHH COMIHU OTHHUIIHH JIC3UH HA YEPHHUS IPOO -..vvvvivvrieerenrereesinresesienneeseeeenees 193

Jorosop Ne 25-71/2008 r. OueHka Ha JINYHOCTTA TIPU HALKUEHTH C YILEPO3eH KOIUT 1 GojecTt

Jorosop Ne 27-J1/2008 r. Acormarys Ha MOIMMOP(HN BAPHAHTH B PEryJIaTOPHH F'EHU Ha
annporenHara 6uocunresa (CYP1B1, CYP19 u SRD5A2) ¢ yBenuueH puck OT pa3BUTHE HA
PaK Ha MPOCTATATA B BBITAPHS ....c.vcveieiiiiiisiei st 195

Jlorosop Ne 28-71/2008 r. ®oroxuHamnyna auarsocrika (PDD) npu neuenue u
€JHOTOIMIIHO TIPOCTIe/IABAHE HA MALMEHTH C PELUIMBUPAIIN TYMOPH Ha ITUKOYHHsS Mexyp 196

Jorosop Ne 17-71/2008 r. M3ciienpane Ha KOpenalusta MeX1y eKCIIPECHsTa Ha TCHETHIHH
Mapkepy B rieprudepHa KpbB U 24-4aCOBUTE CTOWHOCTH Ha apTEPUAHOTO HAJISTaHEe TIPH JIMIA
CBC 3AXAPCH JIHADCT ....vuveuvvieeiiste ettt se et se st b et b b s e s b e st et b e et b e ab e s e s e s ebe e 197

Jorosop Ne 12-71/2008 r. OnpenernsiHe Ha CEpyMHHTE HUBA HAa MaTPUKCHA METAJIONPOTEHHA3A
9 (MMP-9) kato Mapkep 3a CyOKIIMHUYHA aT€POCKIIEPO3a MPH JIMLA C MPEAUAOET .............. 198

Jorosop Ne 11-/1/2008 r. M3cienpane Ha ruia3MeH XpOMOTPAHHH a KaTo crelupuueH MapKep
3a OTKPHUBAHE Ha TYMODPH C HEBPOCHIOKPHUHEH MPOM3XO/l CPe[l IALMEHTHTE C HaftObOpeuHn
FHITATICHTATIOME . ......uvveeeeeseiusseeeeesesstssesesssaisssseeeessasssssssesssansbsssseessassbssssesssasstsseseessanssseeeeesnns 200

Jloroop Ne 13-71/2008 r. UecToTa 1 XapakTepHCTHKA HA THPEOUAHATA TUCHYHKIIUS TIPH
MAIMEHTH C IbPBUYEH aJIOCTEPOHNU3BM M HAIOBOPEUHH MHIUACHTATIOMH . ......vevvenveeereneees 201

JloroBop Ne 18-J1/2008 r. Bucoko pe3oIoTHBEH aHaM3 3a IPOrHOCTHYHH MapKepH IpH
BHCOKOCTETICHHH [JIHATHU TYMOPH HA ECHTPATHATA HEPBHA CHCTEMA ......veviaveneieneereseeneeeens 202

Jloroop Ne 5-J1/2008 r. KonuuectBeHo onpenensine na HBV JTHK B cepyma Ha narueHTs ¢
(yIMHHAHTEH M TPOTPAXUPAH OCTBP XCHMATHT B ..o.viviiiiiiiiiic e 204

Jorosop Ne 6-71/2008 r. [lnarHocTHIHpaHe Ha OTHUIHA HH(EKIHS OT 360€H MIPOU3X0/ 1
KOJIMYECTBEHH IIPOMEHH B HECTHMYJIMPAHATA CIIOHHA CEKPELsl IPH ITAllUeHTH Ha
XEMOJMANIN3a, TAlMEeHTH )KUBH JJOHOPH Ha OBOpery 1 ObOPEYHO TPAHCIIIAHTUPAHH NALMEHTH

Jlorosop Ne 2-J1/2008 r. CpaBuuremHo in Vitro n3cnenBane Ha OAKTEPUITHIHUAT €PEKT Ha
Haif-4eCTO U3IOI3BaHUTE MEANKAMEHTU B ChbBPEMEHHATA CHIOIOHTHS KbM OaKTepHI
MIPUYMHHUTENN HA OCTPU U XPOHUIHU MEPHOTOHTHTH ..v.veveeveeeereeereseesesneseeseeressssnsnesesseeesenes 207
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Jorosop Ne 19-71/2008 r. CtpunuHr (anpoKcHMaiHa eMaiioBa peAyKIus) B OPTOJOHTCKATA
TIPAKTHKR. 1.t eveseetesreseseseese e s sse st eseseseas e s es e se e s e e R e s e e st e R e e e b e s e s e et e b e e e st e R ne et n e bt n e e e er e 208

Jlorosop Ne 13-71/2009 r. KiuHHYHO 1 TeHETHYHO NPOyYBaHe HAa HAcIeACTBeHa ((hammiiHa)
enuencus npu pomcku (amunuu ot rp. Hoea 3aropa u c. CapHueBo (o6nact Bapha)....... 209

Jorosop Ne 15-71/2009 r. AprepuaiHa XHIIEPTOHHMS U eruienicus. Biusaue Ha
AQHTHEIIMICTITHYHATE MEANKAMEHTH BbPXY CTOHHOCTHTE HA apTEPUAITHOTO HAJSITaHe U
BJIMSIHUC HA aHTHXUIIEPTCH3UBHATA TEPAMHS BBPXY CHHICTICHITA ...vvevesesereresseresessesensenes 211

Jlorosop Ne 20-J1/2009 r. [ToaroToBKa i OCHINECTBABAHE Ha CKPUHUHT 3a CIIIETICHSI CPET
pomckara obuHocT B rp. Kroctenaun

Jorosop Ne 16-J1/2009 r. M3cnenBane Ha aTonusTa IPH Aela ¢ pa3CTPOHCTBO ¢ JeHUIHUT Ha
BHUMAHHE XHICPAKTHBHOCT ...t svttaresetessesesseseasessaseasesessessesesssssesessessasesseseasessasessesessensasenns 213

Jlorosop Ne 4-]1/2009 r. CepyMHM HUBA HA OMeTa-3 U oMera-6 MOJMHEHACHTEHUTE MACTHH
KHCEJIMHHU ¥ IIPOMEHU B MHTECTHHAIHOTO Bb3IIAJICHHE IPEIH U CIIC] IIPUeMa Ha POOHOTHK
MIPU MALMEHTH ¢ XPOHUYHA BB3MAIUTEIHA OOJIECT HA YEPBATA 1..vevvevveneiereseearesneeseeneseesnenneas 214

Jorosop Ne 14-71/2009 r. CkpuHHHT 3a BpOJICHH JA(PEKTH HA TTIMKO3MIHPAHE C
H30€IIEKTPHYHO (OKyCHpaHe M MIMYHO(UKCAIHA Ha cepyMeH TpaHC(EepHH U TPETHPaHe C
HEBPAMHHK/IA3a 32 OTKPHBAHE HA TPAHCHEPUHOBH MTOTUMOPPUIMUL. ...c.vrverirerrvrrerereenearens 215

Jlorosop Ne 10-/1/2009 r. Mapkepu Ha KOCTEH METabOIM3bM NPH JIEla ¢ MyKOBHCIKI03a . 218

Jorosop Ne 21-71/2009 r. /luramrika Ha HEPHOIIEPATHBHATE XEMOCTA3C0IOTHYHH HAPYILLICHHUSI
IIPH ONEPALNHY Ha JKITBYHUTE IBTHINA HA TTAIHEHTH C MEXAHHICH MKTEP.....vcvivviieiiiiineees 219

Jorosop Ne 1-J1/2009 r. U3scnenpane ponsita Ha NT-pro BNP u Troponin | karo mapkepu,
OLICHSIBAIIM CHP/ICYHO-ChI0BAaTa TOKCHYHOCT MPH OHKOJIOTHYHO GOJIHH MALMEHTH B X0/1a Ha
xumuoTepanus. ChIocTaBsiHe Ha MOTYyUEHUTE PE3YIATATH C eXoKapanorpadekara Haxoaka 222

Jlorosop Ne 5-71/2009 r. MukpoBacKyiiapHa aHIrHHa HPH KEHH- CIUHTUTPagCKa OICHKA 1
aHaIIN3 HA MapKepH 3a MUOKap/IHa HCXEMHsI, CHIOTEIHA TUCHYHKIHUS 1 XOPMOHAIICH
D107 (010Nt (oS 223

JloroBop Ne 9-J1/2009 r. 3mMepBaHe Ha JIMYHOCTTA H HA HUBOTO HA CEPOTOHHH NPH MALHEHTH
¢ 6051eCT Ha KPOH U YITIIEPOZEH KOTHT ... .cvvvereeiiteeetisteessessesesiesseseseesssneseesesnesessesnesesseseesenes 225

Jlorosop Ne 17-11/2009 r. U3creane Ha HuBata Ha SFas u sFasL npwu nmua cee 3axapeH
THAOET TUTT 2 U @PTEPHATTHA XHUTIEPTOHIISE «..v.veevevereeseeteseesesteseesessesessesesessesesseseesessessasessesnssens 226

Crnopasymenue Ne 1-J1/2009 r. o Jloroop Ne 17-71/2008 r. M3cieiBane Ha Kopenauusita
MEX/1y eKCIIpEecHsTa Ha TeHETHYHH MapKepH B repudepHa KpbB U 24-4acoBUTE CTOMHOCTH Ha
apTEPUATHOTO HAJATAHE MPH JIULA CBC 3aXAPEH JIHADCT ....c.vvveieerereeiesre e eene s 227
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Jlorosop Ne 6-]1/2009 r. OnensiBaHe Ka4e€CTBOTO HA )KHBOT Ha MAIMEHTH C aKPOMETAIHs U
Ch3[aBaHE HA HALIMOHAJICH PETHCTBP IO AKPOMETAIIHS +..v.veevevereeserereesenreseesearessssessesesseseasenes 228

Jorosop Ne 7-J1/2009 r. M3cnenBaHe Ha CTEpOUAHH IPEKYPCOPH U IIa3MEH XPOMOTPaHUH A
3a OTKPHBAHE Ha CYOKIMHMYHN XOPMOHAHH HAPYIICHHs CPEX MALUCHTUTE C Ha{0BbOpedHH
MHIACHTAIIOMHL. ....ouivatet ettt bbb bbb bbbkt 230

Jorosop Ne 2-J1/2009 r. M3cnenpane Ha KICTHYHHS M XyMOPAJICH HMYyHHUTET IIPEIH H CIIS]
caHanys IpHY MAUeHTH ¢ JokazaHa (okaaHa HHGEKIHS 0T 360€H IPOu3X0]. AHAIN3 Ha
PETHCTpUpaHHUTe IPOMEHU B HIMYyHHHS CTaTyc 6 Mecena clie]] IPOBECHO eK3aKTHO JIeUeHHe Ha
MOJIETATA HA CMYIIEHUE B YCTHATA KYXHHA +..v.vruvrerreseresessesesessesseseseesesneseesessessssssesesseeasenes 231

Jorosop Ne 18-71/2009 r. Posst Ha JIOKJIHUTE €THOJNIOTHYHH (PAaKTOpH (aIeprusi KbM ACHTATHI
MaTepHallH, KaHIH1a-HHPEKIHs, IPOMEHH B CIIFOHKATa, IPOMEHH BbB BKyca) B Pa3BUTHETO Ha
“cuHapoMa Ha mapeiia ycra” (Burning Mouth Syndrome (BMS) ..., 233

ME/THKO-BHOIOTHYHA OBJIACT ..ottt 236

Jorosop Ne 2-C/2008 r. Edpextr Ha Kacra3H1 HHXHOUTOPU H30JIMPAHH OT OMIIKOBU EKCTPAKTH
BBPXY CUHAJIHO- TPAHCAYKIIMOHHUTE [TBTHILA IPH MOJCIHH KIETHYHH CHCTEMH .....ovvvvene. 236

Jlorosop Ne 1-C/2008 r. MoseKy sipHO-TeHETHYHH [POYYBaHKs BbPXY aHTHMUKpPOOHATA
PE3UCTEHTHOCT: MEXaHU3MH H Pa3lPOCTPAHCHHE PH MEAULMHCKY 3HAYNMHU OaKTepUH mpe3
TIOCIIETHUTE TIET TOMAUHH B BBITAPH ....oovviiiviiiiiiiciicic e 237

Jorosop Ne 3-C/2009 r. - BiusiHue u epeKTr Ha XOMOIMCTEHHA ChIbPIKAIl Ce B XPAHH U

HaIWUTKH BbPXY XOMOIIUCTENHOBHSI CTaTyC Ha OpraHn3Ma. MOJIEITHU U3CIIEIBAHHUS. ........... 240
SCIENTIFIC PROJECTS 2008 — 2009........ccocirieiiiieiinieieirre s s 242
MEDICO-BIOLOGICAL AREA ...ttt 243

Contract Nr.17/2008 Role of the genetic variants of ABCA4 gene for the development of age
related macular degeneration (ARMD) and estimation of the associated risk for the disorder in
the Bulgarian POPUIATION............coiiirieiiiee et 243

Contract Nr.11/2008 Contribution of proximal retinal neurons to the genesis of
EIECTIOTELINOGIAM ...c.eittet bbbttt bbbt 244

Contract Nr.21/2008 Immunocytochemical study of glutamate NMDA receptors in the retina
OF JOWET VEITEDIALES ..ottt ettt et e e sbesreeteane s 244

Contract Nr.22/2008 Clarifying the interaction between PKD1/PKCp and ERK1/2 in the
process of regulation of proliferation in the human epidermal keratinocytes ...........c.cc.cce.... 245
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Contract Nr.35/2008 Investigation of the functional interaction between the Rho GTPase -
Racl, the autocrine growth factor - HB-EGF and the transcription factor — c-Myc in the

context of the physiological regulation of normal human keratinocytes .............ccccoevvninene. 246
Contract Nr.1/2008 Effects of reduction of CKa or CK2a' by siRNA on proliferation and
MAPK activity in normal human epidermal KeratinoCytes ............ccocveeernncennnecennenns 246
Contract Nr.44/2008 Investigation of specificity of gamma-secretase inhibitors on beta-
AMYI0IA PEPLIAE ...t bbbt 247
Contract Nr.9/2008 Effects of caffeine in a chronic mild stress model of depression in mice
.............................................................................................................................................. 247
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS: ..ot 248

Contract Nr.39/2008 Spinal glia and neuropathic allodynia and hyperalgesia in streptozotocin-
INAUCEA GIADELES. ......eeuiiiieie bbb 249

Contract Nr.19/2008 Comparative study on the relative changes in Oxidative stress markers in
rat hippocampus, hypothalamus, brain cortex and blood plasma in models of diurnal rhythm
disturbance with and without prolonged alcohol intake: correlation with depressive symptoms
and modulation With VItamin E ... 250

Contract Nr.32/2008 Diurnal variations in brain excitability of normotensive and hypertensive
rats with kainic acid model 0f €PIHEPSY .......covviriiiiiice e 251

Contract Nr.40/2009 Neuropathic allodynia and inflammatory hyperalgesia: role of sex
hormons (17p-estradiol end testosterone) and GeNEr ............cccoverueeirrriiiinisinieeseeeas 252

Contract Nr.38/2008 Comparative histochemical and MRI study of degenerative diseases in
human iNtervertebral diSCS ..........oiiiiireie e 254

Contract Nr.16/2008 In silico identification of parasite and fungal immunogens ................. 254

Contract Nr.45/2008 Expression profile of immune response factors in patients with asthma
bronchiale

Contract Nr.36/2008 Significance of beta - catenin (CTNNB1) mutational analysis in patients
With eNdOMELIIAl CANCET .......cuiiieiiiiirie et 256

Contract Nr.26/2008 Study of the role of polymorphisms in tumor necrosis factor -o. (TNF-a)
gene for the pathology of dermatomyositis in the Bulgarian population .............ccccccoeieeee. 256

Contract Nr.23/2008 Molecular-biological DNA method introduced for diagnostics of
Huntington Chorea in BUIgAra .........cocoviiiiiiiieiesee et 257

Contract Nr.15/2008 Analisis of large genomic deletions, insertions and rearangements in
MLH1 and MSH2 genes in bulgarian patients with colorectal cancer...........c.ccccooeevvininnine 258
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Contract Nr.28/2008 Microstructural genomic imbalances in patients with idiopathic mental
TREANAALION ... 259

Contract Nr.24/2008 MLPA analysis for detection of large deletions and duplications in the
dystrophin gene. Screening in a group of Bulgarian Duchenne/Becker muscular dystrophy
PALIEINES. ...ttt bbb bbbt b ettt 260

Contract Nr.14/2009 Frequency and characteristics of WT1 mutations in Bulgarian steroid-
resistant nephritic Syndrome PatieNtS ..........c.coveiiriieeenree e 261

Contract Nr.34/2008 Screen analysis of amino acids and polyamines in plasma and urine
samples for early diagnosis of Gyrate atrophy ............coceeeriinieiennneere e 262

Contract Nr.33/2009 Measurement of plasma and urinary levels of normetanephrine and
metanephrine as a highly sensitive test for detecting of predisposition to pheochromocytoma
in patients with von Hippel-Lindau disease and MEN syndrome............ccccoeeoeninrecnninenn 262

Agreement Ne5/2008 to Contract Nr.4/2007 Cytoskeleton changes in the mucous stomach
epithelial cells in result of Helicobacter pylori intervention............coccceoeeireiennicicnesniene, 263

Contract Nr.18/2008 Role of neuronal nitric oxide synthase in the regulation of plasma renin
activity and renal excretory function in spontaneously hypertensive rats..............ccccoevueeene. 264

Contract Nr.30/2008 Upgrading, optimization and enlargement of the evaluation on virulence
genes and resistance patterns of helicobacter pylori in Bulgaria............cccooooeeinnnciiinnnne. 265

Agreement Ne3/2008 to Contract Nr.22/2007 Evaluation of the risk factors and at-risk groups
for antibacterial resistance and virulence of helicobacter pylori in Bulgaria...........c.ccc...... 266

Contract Nr.20/2008 Synthesis of Novel Coumarin and Hydantoin Derivatives with Expected
Bi0lOGICAI ACTIVITY ...ttt bbbt 267

Contract Nr.31/2008 Culture identification of periodontopathogens from the subgingival
biofilm in diagnosis and treatment of severe chronic periodontitis (target antimicrobial therapy
and microbiological control of the treatment effectiveness)...........ocoevvriiieiennncienineene, 269

Contract Nr.6/2008 Synthesis, physicochemical and pharmacologycal investigation of ney
platinum complexes with potential antitumor aCtiVity.........c.ccoeoiereeiirnniinceeceee 270

Contract Nr.7/2008 Synthesis and characterization of new derivatives of hydrazones and their
metal complexes as potential anti-tumor agents. Pharmacological investigation of the new
COMPOUNTS. ...ttt ettt etttk e et b e e b b e h bbb e e b e b e Rt e b et e b e e e b e b b e bt et 271

Contract Nr.4/2008 Phytochemical investigation of Gypsophila trichotoma Wend.
(CaryOPNYIIACEAE) .......veeeiiiteieiete bbbt 272
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Contract Nr.46/2008 Investigation of different starins of Agrobacterium rhizogenes on
induction of genetical trasformation In vitro in medicinal plants and influence of on the
production of biologically active SUDSTANCES.............ceeiririiiriiireieet e 273

Contract Nr.41/2008 Isolation and identification of benzophenones and others phenolic
compounds from Hypericum species and in vitro investigation of DPPH — radical scavenging
and antioXidant ACHIVITIES ..........covrrririeceee s 274

Contract Nr.3/2008 Antineoplastic (cytotoxic) acylphloroglucinols from Bulgarian Hypericum
L. species (St. John's Wort) — bioactivity-guided isolation, structural elucidation and
pharmacological charaCteriZation. ............ccvrerreirieeireeeee e 274

Contract Nr.5/2008 Study on the hepatotoxic effects of substrates, undergoing bioactivation
and possibilities of protection, on isolated rat hepatoCytes............covveiririreeninieenseeene 275

Contract Nr.25/2008 Synthesis, isolation and characteristics of lanthanide complexes of 4-
hydroxycoumarin derivatives with anti-HIV activity. Screening of new synthesized complexes
TN CRIT CUILUIE .. ettt sttt 276

Contract Nr.37/2008 Changes in SHBG and the metabolites of testosterone (DHEA) during
experimental polycystic ovary and the connection with insulin resistence..........c.ccccvcevvenene. 277

Agreement Ne1/2009 to Contract Nr.21/2008 Immunocytochemical study of glutamate NMDA
receptors in [oWer Vertebrates’ TetNA ........cuvvriiiiiiieiie i s 277

Contract Nr./2009 Involvement of protein kinase CK2 in the regulation of ODC/polyamines
system during differentiation of normal human epidermal keratinocytes..............ccccoevvenee. 278

Contract Nr.26/2009 Involvement of protein kinase CK2 in the signal transduction regulation
of keratinocyte differentiation.......... ..o 279

Contract Nr.23/2009 Study of diurnal rhythms of depressive state in kainate model of epilepsy
in normotensive and spontaneously hypertensive rats.............cocoeeirneeenneeneneeeee e 279

Contract Nr.3/2009 Correlation between obstructive sleep apnea syndrome and depressive
SYIMPLOIMIS ...ttt et b e bt bbbtk e et b e et b e bbb b b e 280

Contract Nr.9/2009 Phenotype characteristic of an isolated population ............cccccoveeenne 281

Contract Nr.15/2009 Nuclear matrix and intermediate filaments (NM-IF) in mouse oocytes
ANA CUMUIUS CEIIS......cviiieieiiic ettt et re e 282

Contract Nr.57/2009 Study on the association between the polymorphisms in the interleukin-
10 gene (IL-10) gene and the development of dermatomyositis in the Bulgarian population 283

Contract Nr.54/2009 Analisis of large genomic deletions, insertions and rearangements in
BRCA1 and BRCA2 genes in bulgarian patients with familial breast canser ..............c.ccco..... 284
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Contract Nr.32/2009 Molecular characteristics of Fragile-X Syndrome in Bulgaria.
Introduction and comparison of the two diagnostic approaches — the classical Southern blot
analysis and the modern PCR/MS-MLPA Methods ..........ccooieeinnciiiinneeennseeseieens 285

Contract Nr.55/2009 Screening for unbalanced submicroscopic aberrations of subtelomeric
and interstitial chromosomal regions in patients with idiopathic mental retardation............. 286

Contract Nr.43/2009 Study of the role of hepatocyte nuclear factor 1 beta (HNF1p) for
development of congenital anomalies of kidney and urinary tract ...........c.ccceeevvvciennnineenes 287

Contract Nr.33/2009 Molecular characteristics of male infertility in Bulgaria...................... 288

Contract Nr.52/2009 Analysis of candidate genes in a region showing linkage with hereditary
PAtIAl EPIIEPSY- ... vttt bbbt 288

Contract Nr.44/2009 Determination of MSH6 germline mutation frequency among patients
whose endometrial cancers bear a somatic MSH6 MUtation ............ccccoevvvveieveiesessieccinnnns 289

Contract Nr.60/2009 Influence of different fatty acids on the structura and organization of of
FAFES-0OMAINS ... 289

Contract Nr.24/2009 Investigation of the content and origin of homocysteine in wine and other
FErmMentation PrOUCES .......c.coviieiiiiiieiee bbb 290

Contract Nr.17/2009 Application of urinary L-dopa, catecholamines and their metabolites in
diagnostics of ParkinSon’s diSEASE ...........eeveiririirierieiiierises e 291

Contract Nr.14/2009 Microstructural genomic aberrations in idiopathic azoospermia and
oligospermia in peripheral blood and sperm- investigations by CGH-DNA microarray ....... 292

Contract Nr.11/2009 Investigation on the role of human polyomaviruses (BK and JC) for
development of primary brain tUMOFS ..........ccooiiiiiiiieeee s 292

Contract Nr.21/2009 Role of nitric oxide, produced by neuronal nitric oxide synthase in the
regulation of fast oscillations of arterial blood pressure and Heart rate in spontaneously
NYPEITENSIVE TALS ...ttt bbbttt 294

Contract Nr.51/2009 Analysis of polymorphic variants in candidate genes associated with
PPOSEALE CANCEN ...ttt bbbttt b bbbttt b ettt nn e nn 295

Contract Nr.22/2009 Effect of nonselective nitric oxide synthase inhibition on urine and
plasma concentrations of prostaglandin E, and prostaglandin F,, in spontaneously
NYPEITENSIVE TALS .....eeeetiicii ettt ettt nn e 296

Contract Nr.20/2009 Molecular-genetic and biochemical investigations on the neuraminidase
and type iii effector proteins produced by clinically important strains of Pseudomonas
BETUGINOSA .ttt etttk b et b e bt e et b e e e b e b e bt b e bt e b e e ek e e b e Rt e b e e s e e b et e bbb e b et s 297
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Contract Nr.8/2009 Evaluation of new virulence factors and evolution of the antibacterial
resistance in Helicobacter Pylori in BUIGaria.............cccciriiiininieeincceeee e 298

Contract Nr.18/2009 Microbiological characterization of Haemophilus influenzae strains
isolated as causative agents of community-acquired infections .............ccccovveieninieccrinnenn 299

Contract Nr.47/2009 Epidemiology typing and molecular genetic investigation of resistance
mechanisms and virulent factors among clinically significant strains E.coli u K.pneumoniae,
ESBL producers in three hospitals in SOfia...........coeeririieeiinceee e 300

Contract Nr.12/2009 Synthesis, chemometric and pharmacologycal investigation of new
platinum and palladium complexes with potential Cytotoxic activity...........c.ccceveeeririnicncnnae 301

m Bakalova AG et al. Synthesis and cytotoxicity in vitro of new Pt(l1),Pt(1V), Pd(Il) and
Pd(IV) complexes with 5-methy-5(4-pyridyl)hydantoin and its ethyl and propyl derivatives.

Challenges in Inorganic and Materials Chemistry (ISACS3), Hong Kong, China, 20-23 July

2010. 302

Contract Nr.31/2009 Synthesis and characterization of new derivatives of pyridoxal
isonicotinoylhydrazone (PIH) and salicylaldehyde benzoylhydrazone (SBH) and their metal
complexes as potential anti-tumor agents. Pharmacological investigation of the new
COMPOUNDS ..ottt bbbt bbbt e bbb b ekttt eb s 302

Contract Nr.2/2009 Biology of propagation and seed germination of protected medicinal
plants of fam. Asteraceae (Arnica montana L. and Leontopodium alpinum Cass.) and fam.
Caryophyllaceae (Gypsophila trichotoma Wend.) ..........ocoveoiiniiciinncieecneee 303

Contract Nr.13/2009 Optimization of the elicitor’s influence and transformation by Ri-plazmid
on the production of biologically active substances with antioxidant and cytotoxic activity. 304

MEDICO-CLINICAL AREA.......ciiiiiiiiiiee it 306

Contract Nr.42/2008 Effect of Melatonin on the Antioxidant Defense System in Patients with
EDTIEPSY et 306

Contract Nr.43/2008 Depersonalisation / Derealisation and perceptive features in vestibular
PALIEINES. ...ttt bbbt 306

Agreement Ne2/2008 to Contract Nr.4/2007 HLA Il genetic polymorphism in patients with
antiphospholipid SYNArOME ..ot 307

Contract Nr.2/2008 T- SPOT — TB method for precise diagnostic of tuberculosis and latent
L0010 T=T o] 0] TSP 308

Contract Nr.47/2009 Immunohistochemical and genetical investigations of neuroendocrine
lung tumors (typical carcinoid, atypical carcinoid, large cell neuroendocrine carcinoma, and
small cell lung carcinoma), a comparison with clinico-pathological factors...............c......... 308
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Agreement Ne4/2008 to Contract Nr.20/2006 Evaluation of the cardio-vascular risk of young
men aged 17-20 y according to some adipocytokines, prothrombogenic and proinflammatory
FACTOTS ... 309

Contract Nr.27/2008 Adiponectin and insulin sensitivity in patients with pheochromocytoma

Contract Nr.13/2008 Endocrine problems in patients with homozygote beta thalassaemia... 312

Contract Nr.48/2008 Comparison of conditions for insertion of LMA-ProSeal and LTS-11 as
alternatives for difficult INtUDALION............cciiiiii s 312

Contract Nr.29/2008 Investigation of the prevalence of C. trachomatis among young girls
without any kind of symptoms or complains about their sexual system.............ccccceeveirnnene 313

Contract Nr.8/2008 Gingival tissue IL-1f and PGE; gene expression levels in patients with
chronic periodontitis before and after additional use of non-steroidal anti-inflammatory drug
(nsaid) in nonsurgical periodontal treafMENt .............ceeirirriieiree e 314

Contract Nr.12/2008 Comparative research of two types of hand steel instruments and two
engine rotary nickel-titanium systems on standardized simulated root canals with round and
IrTegUIAr VErtiCal SECLION ......c..cvouiieiiieieic bbb 315

Agreement Ne6/2008 to Contract Nr.5/2007 Research of oral biomarkers — Toll-Like receptors
2 and 4 (TLR2 and TLR4) and SIgA, biomarkers for innate immunity and oral secretory
immunity in ChIldNOOM. ..o e 316

Agreement Ne1/2008 to Contract Nr.48/2007 Comparative SEM evaluation of dentin of
primary and permanent teeth. Tooth tissue alteration after demineralization, deproteinization
and application of current adhesive SyStem generation ............ccccovveerenireeennneieneeseeeees 318

Contract Nr.50/2009 Molecular diagnostic of SUrditas...........cccocereerirrneninineeisseeeae 319

Contract Nr.10/2009 Association study between neurocognitive impairments and DISC1 gene
in patients with Bipolar Affective DiSOrTEN ............ccceiriiieeiiinireeeeee e 320

Contract Nr.48/2009 Clinical and genetic markers for an early diagnosis of the Dementia with
Lewy bodies and Parkinson’s disease with dementia............ccocvoveereiinenenincnseseesceiee 320

Contract Nr.7/2009 NK cells and antiphospholipid antibodies in normal and pathological
PIEANANCY .ttt ettt ettt ettt b et a bt b bbb bt s e bbbt b bbbt h et b n et b e n et n s 322

Contract Nr.30/2009 Investigation of a risk for impairment of carbohydrate metabolism during
ENE PIEONANCY ...ttt bbbttt st b ettt nb et 322
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ME/JIUKO-BHOJIOTHYHA OBJIACT

Jorosop Ne 17/2008 Bausinue Ha reneTnunure Bapuantu B ABCA4 rena
BBbPXY Pa3sBUTHE HA CBbP3aHaTa ¢ Bb3PACTTA JereHepalusi Ha MaKyJaTa
(ARMD) u oueHka Ha pucKa oT 3a00/15IBAHETO B ObJIrapcKara nomyJianus
BOJEI U3CJEJOBATEJIL: IIpo¢. MBo Mapnnos Kpemencku, M
‘-I.JIEHOBE HA U3CJIEJOBATEJICKUS EKUII:
Kynka Hukonosa Kamenapoga, 6uosor, IMM, MY, Codus
. Cr.ac. Pagka IlerpoBa KbHeBa, 6uoxumuk, Karenpa nmo Meauiuacka XuMusi 1
Buoxumus/ IMM, MY, Codus
. Jou. CunBust 3npaBkoBa YepHuHkoBa, aMm, Kimnuka no HeBponorus, MBAJI

“AnexcanipoBcka”

. Anexcanabp Xyro Ockap, nokropant, Kimnuka no HeBponorus, MBAIJI
“AnexcanipoBcka”

. CranucnaBa VBanoBa [lumurpoBa, nabopant, HIJI, CBAJIAI' “Maituun
iom”/IIMM

BA3OBA OPTAHU3ALUS: Memumuuckn daxynrer, Karenpa mno axymepcrso u
runexonorus, HI'JI, CBAJIAT “Maiiuun nom”, IMM, MY-Codus

PE3VJITATHM: Uscnensanu ca 12 namwents ¢ AMD (7 or Obarapcku, 5 ot
eBpetickn nmpousxox). Cien nzonupane Ha JJHK, Bcruku 50 ex30Ha., BKIIOUUTEITHO
U ek30H-uHTpoHHHTE TpaHuny Ha ABCA4 rena Osxa W3CIieIBaHU Ype3 JTUPEKTHO
cexBeHupane. OTKpUTH ca 26 moauMopdU3MH U PeAKU BapuaHTH, 11 B Koaupamara
MOCJIeIOBATETHOCT U 15 B uHTpoHU. HamepeHu ca J1Ba HOBH, HEONMCAHH JI0 Cera
nosmMophu3Ma, BOJIEIIH [0 CAHOHUMHM 3aMeHu B ek30H 13 (Asp644Asp) u ex3oH
31 (Th1537Thr). Hsxou OT BapuaHTHTE Ce CpemiaT CcaMO MOpPH OBIArapcKuTe
narueHTa (1s4147830). Jpyru BapuanTH ce cpenat caMmo Ipu eBpeiCKH MaluaHTH
(xaro rs4147887). lllect OT CHHOHMMHHTE HYKJICOTHIHH 3aMEHH B EK30HUTE
(Leul894Leu, Leul938Leu, Pro1948Pro, 11e2023lle, 11e2083lle, Asp2095Asp) ca
OINpEeZENeHN KaTo MOJMMOP(H3MH, HE ca MATOTCHHM T.€ HSIMAT OTHOIICHUE KBbM
pasBuTHETO Ha 3abonsBaHeTo. Te ce cpemiar ¢ yecrora mexny 4.17 u 87.5% B
HACTOAIIOTO Npoy4yBaHe. EjHa OoT HamepeHuTe HeCMHOHMMHHM 3amenu His423Arg
CBIIO Ce CMATAa 3a MOJIMMOP(GU3BM, Thil KaTo € JOCTa 4YecTa M Ce OTKpUBa B
Pa3IMYHU TOIMYJIalUK, KaKTO TpH OOJNHU Taka W MPH 3ApaBH KOHTpoiw. [pyrara
missense myramus — Ser2255lle cpuo e Habr0qaBaHa W Mpead HpH OONHH OT
Pa3IMYHU TOMYNANH ¢ pa3IuyHu ouHU 3ab6oisaBanus kato AMD, STGD u arCRD.
HeszaBucuMo OT Mankdsi pasMep Ha H3CJeIBaHATa Tpyla peE3yNTaTUTE ca B
HoJIKpena Ha HaMmepeHoTo npu npoyuBane Ha ABCA4 rena npu 6o ¢ AMD ot
apyrun nomynanuu. Moxke na ce 3awimoud, ye mytauun B ABCA4 rena Hsmar
OCHOBHA POJIs B ITPEPA3MNOI0KEHHETO KbM 3a00IIsIBaHETO.

HAYYHU INYBJIUKALIUU U TTIPOSIBU:
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e Ockap A, Uepuurkosa C. HeBpoo¢TarmMoaorniHa CHMITOMATHKA IPH IAIUEHTH C
TpaBMaTUYHU JIC3UM Ha 3pUTENHUTE HEpBH M IbTuma. brirapcka Hespomorus.
2009. ITox neyar.

. Ockap A. AHaJM3 Ha KOMIIIOTHPHO-TIEPUMETPUYHA HAXOJKa IPHU HALUEHTH ChC
CBIOBH JIE3MH HA PETPOXHA3MalIHUTE 3pUTEIHHM mbThina. HeBpoconorpadus u
MO3b4Ha XemoauHamuka. 1: 35-39, 2009.

Ockap A, UepnunkoBa C. AHanu3 Ha KIMHHYHES NPOGHI Ha MAlMeHTH C aKyTHa
dhopma Ha ontuueH HeBpHT. bbarapcka Hespomorus. 2008; 2: 68-71.

. YepuunkoBa C. DEHOTHIIHA XapaKTEPHCTUKA HA ABTO30MHO-IOMUHAHTEH M X-
CBBP3aH PETUHUTHC NMUIMEHTO3a IpH poMmcku (amuumu. HeBpoodraamonornyHa
JIMAaTHOCTHKA TPH HAKOU 3a00NsIBaHUS Ha HEpBHAaTa cucTeMa U oxoro, 2009,
Bynsect, Codus, 124-143.

. Kamenaposa K, Uepuunkosa C, IIpeckor K, ypan MP, Kpumna A, Bamuec-
Canuec JI, Ockap A, KwueBa P, Kpemencku U, YaxwvpoBa K, Tepues U,
Bxarauapas I1I. HoB soKyc, cBbp3aH C aBTO30MHO JIOMHHAHTHA AUCTPOQHS TUI
Cone-rod mpu emxno pomcko cemeiictBo. 2009 ASGH Tomgumina cperma, Xasaid,
OxromBpu 20-24, 2009

. Ockap A, UYepuunkoBa C. KimaudeH mnpodun Ha ONTHYHUS HEBPUT U
ACOLMMPAHOCT C MHOXKECTBEHA cKiiepo3a. Bapna. 04.10.2008

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 11/2008 r. YuacTue Ha NPOKCMMAJIHUTE PETHHAIHUA HEBPOHHU B

reHe3aTa Ha eJIEKTPOPEeTHHOIrpamMaTa

BOJIEI M3CJIEJOBATEJ: Jlou. Enka Bopucnasosa Mopaanosa-Tlomnosa, am
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIT:

o Jlom. ITerst Hukonosa Kynenosa, am, Karenpa mo ¢usmonorns

. Ac. Cepadum [Tumurpos Tabakos, Kateapa no enekrponna texuuka, @ETT, TY —

Codns

e Ac. JlecucnaBa Anekcanaposa Anexcaniposa, Karenpa no ¢usuonorus

. Jlo6pun Pocunos Konapos, crynent, MY - Codust
BA30BA OPI'AHU3ALUS: Meaumucku dakyntet, Kateapa no ¢gpusuonorus
PE3YJITATU: B Hacrosmero wu3cieqBaHe Oc¢ TMPOYYEHO Y4YaCTHETO Ha
MPOKCHMAJTHUTE PETHHAJIHH HEBPOHH B TeHepupaHero Ha b- u d-BbnHuTe B
€JIeKTPOPETHHOTpaMaTa Ha yaba IpU pa3IMIHN YCIOBHUS HA CBETIMHHA aJ[alTalis.
3a menTa aKTUBHOCTTA Ha MPOKCHMAHATa peTHHa Oe OJoKupaHa ¢ BUCOKa no3a (1
mM) ua rayramaraus aronuct N-methyl-D-aspartate (NMDA) u 6e u3scnensan
edpexra va NMDA Bopxy V-log | dyukuunsta Ha EPT BhiHHTE B aqanTupaHu KbM
THMHO U KbM CBETJIO OYH. Y CTaHOBEHO Oe¢, ue epekTsT Ha NMDA 3aBucu ot Buaa
Ha ¢oropeuentopuus Bxon. Korato EPI' Ge Meaummpana OT NPBYMLHTE,
aMIUMTy/iaTa Ha b-BhiHaTa O¢ HamaseHa, JAOKAaTO Ta3u Ha O-BbjiHATA OCTaBalle
Henpomenena. Koraro EPI" Ge mexuupaHa oT KOJOWYKHTE, aMIUIMTyxara Ha b-
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BbIHaTa O yBelaWueHa, TOKaTo Ta3u Ha O-BbiHaTa G¢ HamaneHa. B pesynrar Ha
omucanus epext Ha NMDA orHotrennero b/d Gerie HamaneHO B MeIUUpaHaTa OT
nppunture EPI, HO TO Oeme yBemmuyeno, korato EPIT Ge memuupana ot
konmonukure. Hammre pesynraté mokasBaT, 4e aKTHBHOCTTa Ha IPOKCHMAJIHUTE
pPETHHAIHM HEBPOHM JAWPEKTHO Yy4YacTBa B TEHEPHPAaHETO Ha HPHUYMIKOBO-
MeauupaHata b-BeiHa u kojO6M4koBO-Menuupanara d-sbiaHa B EPT Ha xaba. Te
MOAKPEIIT  HpEeAINOJIOKEHHETo, 4Ye KOraro € yBpedeHa (QYHKIUATa Ha
MPOKCUMAITHUTE PETHHAIHH HEBPOHH, OTHomieHwero b/d me ce mpomeHu mo
MIPOTHUBOIOJIOKEH HAYMH B IPHYMYKOBO- U B KOJIOMYKOBO-Meauupanara EPT .
HAYYHU NIYBJIUKALUU U ITPOABU:
. Popova E, P Kupenova. Contribution of proximal retinal neurons to b- and d-wave
of frog electroretinogram under different conditions of light adaptation. Vision
Research 49 (2009) 2001-2010.

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 21/2008 r. UMyHOUMTOXHMHUYHO U3CJIeBAHE HA TIyTAMATHUTE

NMDA penentopu B peTHHATA HA HUCIIM IPbOHAYHHA
BOJELL U3CJIEAOBATEJIL: [Ipod. Jlunmus Anekcannposa Buranosa, iMH
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUIIT

. Jou. Ilers Huxonosa Kynenosa, nm, Katenpa o ¢usmonorus

. Manuna Mutkosa bankosa, nokropanr, Kateapa no anaroMust

. Wnnana AnaronueBa AeKcaHIpOBa, CTY/ACHTKA 10 METUIIMHA
BA3OBA OPTAHU3AIMA: Karenpa o dusnonorus, M®, MY - Codust
PE3YJITATHU: NMDA penentopute ca HOHOTPOIIHU PELENITOPH, KOUTO B3eMar
ydJacTHe B MHOTO (YHKIMHM Ha MO3bKa M B JaCTHOCT B peruHata. Cumra ce, de
pemuia TATOJNOTHYHH CBCTOSHHS C€ MABIDKAT HMMEHHO Ha HapyImIeHUs B
TIIyTaMaTepruIHOTO TperaBane, ocbliecTBsiBaHO nocpencrteoM NMDA penentopu.
NMDA penentopure ce ceerosat oT NR1 u NR2 cybenumnanmm. Te3u penentopu ca
noOpe M3ydeHH B peTMHata Ha OoszaifHumu. Tam Te ca HaMepeHW IJIaBHO BEHB
BbTpemiHusa  1iekcudopmen cnoit  (BTIIC). Mma, obawe, TBBpAE OCKBIHA
nndopmarus 32 NMDA penentopute B peTHHHTE Ha HUCIIM T'PBHOHAYHH, KOUTO
YeCTO Ce M3MOJ3BAT KAaTO MOJEN IpPU PAa3IMYHU (U3HOJOTHYHM M KIMHUYHU
mpoyuBaHus. ETo 3amo HHMe CcHM TOCTaBHXME 3a [eNl  Ja [pOydnM
nmyHorroxumudHo NR1 uw NR2 cybemumaummre ma NMDA penenropure B
petuHaTa Ha kaba. B m3cnenBaHeTo OsIXa W3ION3BAaHU TPH ITBPBUYHH AHTHUTENA
cpemry pasnuuHM cipadic Bapuantd Ha NR1 cybGenuHumaTa W TpH ITBPBHYHHE
antutena cpeary NR2A u NR2B cyGenunnnure. Beuukyn u3mon3BaHu aHTHTENA
npenu3BrKBaxa J00pe H3siBeHa MMYHO(MDIyOpEeCUEHIMsS C TOYKOBHICH XapakTep
kakTo BB BbHIINHUSA (BHIIC), Taka u BbB BhTpenIHus iekcupopmen cioit (BTIIC)
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Ha peruHata. [Ipu HAkom cpes3u Oemie HampaBeHO BoiHHO orBersiBane Ha NR1 u
NR2 cyGenunuiure. Pesynrature OT [BOMHOTO OLBETABAaHE IIOKa3axa, 4e €
Bb3MOKHO KoMmOuuupane Ha NRI1 cybemununm ¢ pazamunu  tamoBe NR2
CyOeAMHHMITM, KOETO TOBOPHU 3a CBIIECTBYBAHETO Ha HSKOJKO PA3JIMYHM ITOJBHIA
NMDA penenropn.
HAYYHU IYBJIUKALIUU U TPOSIBU:
e  Vitanova LA, PN. Kupenova. Immunocytochemical study of the NR1 subunit of
the NMDA receptor in frog retina. Comptes rendus de I’Académie bulgare des
Sciences, 2009 (in press).
. BuranoBa JIA, ITH Kymnenoa. NmyHouuroxumuyHo wuscienapaHe Ha NMDA
peneniTopa B peTHHata Ha jxaba. KOOmeitna Hayyna cecus Ha Coduiickust rpascku
KJIOH Ha BbarapckoTto apyxectBo mo ¢usnonornynu Hayku. 27 mait 2009 rox.,
Codus

Hayunusr otyer e npuet ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 22/2008 r. M3sicHsiBaHe HA B3auMojeiicTBusiTa Mexkay Iporens

kuHaza D1/PKCp nu ERK1/2 B peryaupane npouecsT Ha npoJudepanus B
YOBELIKH eNUIePMATHU KEPATHHOLMTH
BOAELL U3CJIEJOBATEJL: I'n.ac. CunBus ['eopruesa Kanenneposa
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:

. Anronust PymenoBa Hcaea, 6uosor, Katenpa MeauiuHcka XuMus 1 OHOXUMHUS

. Ipod. Banso MBanoB Mures, 161, Karenpa Menuuuacka XUMUst 1 OHOXUMUS
BA30BA OPI'TAHM3AIUSA: M®, Karenpa MequiHcka XUMHASL 1 OHOXUMUS
PE3YJITATHU: llenra Ha HACTOSAMIETO M3CleBaHe Oelle Ja ce YCTaHOBU POJISTA
na PKD1/PKCp B koHTpona Ha KeparuHouutHata mnpoiubepamus u ERK1/2
aktuBHOCTTa. Crnemm¢uunHoro 3atmmiaBaHe Ha PKDI1 4ype3 m3momsBaHeTo Ha
anTHceHc omuronykieotun u MuPHK(manka waxuOutopra PHK) wuaxuGupa
KepaTHHOIMTHATA Tponudeparms B pedyirar ot nmosumeno ERK1/2 (extracellular
signal-regulated kinase1/2) dbocdopunupane (akruBupane). [lonyduenure pe3yaraTu
HU JaJioXa OCHOBAaHHWE Jla MPEIIOJI0KNM, Ye BHUCOKaTa akTHBHOCT Ha ERKI1/2 B
YOBELIKM KEPaTHHOLMTH WHHULHMHMPA TAXHATa JudepeHnuanus, JOKaTo HUCKaTa
ERK1/2 aktuBHOCT ctMMynupa nponudepannsata uM. Te3n pesynrtaté 3a IIbPBU
BT TOKa3Bart, ue ERK1/2 ca nuHgynmmMpyemMu eH3UMH B YOBEIIKUTE KEPATHHOUTH U
BEPOSTHO MHHUIMALIMATA Ha KEPATHHOLUTHATA AU(PEPEHINANNS € CHTHATBT, BOJCI]
JI0 TIOBUILICHATA UM €KCIIPECHSL.

Hayunusar otuer e npuet ¢ JOBPA onenka no ckanara Ha CMH.
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Jorosop Ne 35/2008 r. M3ciieBaHe Ha (PyHKIHOHATHOTO B3aUMO/IEfiCTBHE HA
Racl ¢ aproxpunnus pacre:xen pakrop HB-EGF u ¢ TpaHcKpunuuoHHus
(akTop c-Myc B KOHTEKCTa Ha (PM3MOIOrMYHATA peryJianusi Ha YOBeLIKH
KepaTHHOIUTH

BOJELL U3CJIEJAOBATEJL: Exarepuna Mapunosa Hukososa, 1o
YJIEHOBE HA U3CJIEJOBATEJICKHMS EKUII:

. Ipod. Banbo VBanoB Mures, 16H, Katenpa Meauuacka Xumus u buoxumus
BA30BA OPTAHM3AIUSA: MY-Codus, Katenpa Meanunncka Xumust 1 broxumus
PE3YJITATH: Racl ['Tdazara 3aeqH0 ¢ olie aBa OeNThKa - XCIIAPHH CBHP3BAIIIS
enuaepmaieH pactexeH dakrop (HB-EGF) u tpanckpunumonsus ¢axrop c-Myc
ca 4ecTo m3cieABaH! (in vivo | in vitro) 3a mpoy4BaHe Ha OCHOBHHUTE MEXaHHU3MHU,
y4JacTBallX B KOOPAUHUPAHHS KOHTPOJI HAa KEPaTHHOIIUTHATA MpOInQeparus,
murpanus u qudepenimarys. B3etu 3aeqno Bcuuku u3BectHu paktu 3a HB-EGF,
Racl u c-Myc nemMoHCTpuHpaT, e TPUTE MPOTEHHA MOOTAEIHO CTUMYIUpPAT
nponugepanuaTa 1 MUTpayITa Ha eMuIepMaTHUTEe KepaTHHOLNTH. Brnpexkn
obaue, ue MHOTO OT n3BecTHUTE pyHKIMH ycraHoBenu 3a HB-EGF, Racl u c-Myc
BOJIAT JI0 IIPEIIIONIOKEHHUETO 32 HAUTMYMETO Ha (QYHKIIMOHATHN B3aUMOICHCTBHS
MEXly Te3U OeITHLH, TPUTE IPOTEHHA J0ocera HIKOra He ca pasriekJaHu KaTo
CBBP3aHH 3B€HA B 00I[a CUTHAIIHA Bepura. [loydeHnTe oT Hac pe3ynTaTti
JEMOHCTpHUpaxa, 4e B HOpMaIHH Mpoiaruepupany 4oBenKkn keparuaonutu HB-
EGF, Racl u c-Myc ca pyHKIIHOHATHO
CBBP3aHH, KaTO YIPaXXKHABAT B3aHMEH KOHTPOII BPXY CBOSITA aKTHBHOCT: Racl
YIpakHsIBa KOHTPOJI BEPXY 1) MPOTEOIUTHIHOTO OCBOOOXK1aBaHEe Ha MEMOpPaHHO
cebp3anust HB-EGF-npexypcop n/mnn cexpennsita Ha HB-EGF. 2) 6a3annoto c-
Myc dpochopunupane u 3) HB-EGF — unnyimupanoto c-Myc dhochopunmpane.
HAYYHU NYBJIUKALIMU U ITPOSBU:

* JlpencraBeHWTe B OT4YeTa pe3yNTaTH ca B MOATOTOBKA 3a IyOJIMKyBaHe.
UneHoBeTe Ha W3CIEIOBATENICKHUS KOJEKTUB Ie MH(POPMUPAT CBOEBPEMEHHO 32
M3MPAIaHEeTO ¥ €BEHTYATHOTO OZOOpEeHNe Ha CTATHATA 3a MyOIHKyBaHe.

Hayunusr otger e npuet ¢ /[JOBPA ouenka no ckanara Ha CMH.

Jorosop Ne 1/2008 r. M3ciienBane Ha ciequpuuHuTe ePeKTH NPEIN3BHKAHN

OT moTHCKaHeTO Ha TpaHcaanusaTa Ha CKa u CK2a' Bbpxy nposudepaTuBHus
cratyc 1 MAPK cemelicTBOTO Ha HOPMAJTHU YOBEIIKU KOKHH KePATHHOLMTH
BOJEL U3CJIEJAOBATEJIL: Autonus Pymenora Vcaesa
YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMIT:

. Cr.ac. Cunsus Kanenneposa, Katenpa Meauiuucka Xumus 1 OMOXuMHus

. IIpo¢. Banso ViBanoB Mures, 10H, Katenpa Meauuacka XUMust H OUOXHMHS
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BA30BA OPITAHU3ALUS: MO, Karenpa MeauuuHcka XUuMust 1 OMOXUMHUS
PE3VJITATH: 3a nepBu 06T ycremno ¢ nposeaeHa SIRNA tpanchekimsra 3a
nBere m30dopMu Ha KatanuTuaHuTe cyOenuauny Ha CK2 B HOpManHM YoBeIIKH
enuAepMalHA KepaTHHOIMTH. B pesynrtar Ha TpaHcdekimuuTe OHOCHHTe3aTa Ha
CKa ce penyuupa ¢ 50% u Ha CK20' ¢ 40%. Penynupanero na CKa cuHTe3a
npuunHsiBa 40% nonmkaBane Ha eHjgoreHHara aktuBHocT Ha CK2. IToTtuckanero
Ha TpaHciamusara Ha CK20' Boaum [0 MO-CHIIHO HM3pa3eHO HHXHOHMpaHe Ha
ennoreHHata CK2 axtuBHocT ¢ Hax 50%. HesaBucumMo oT pasnuuHaTta CTEHEH Ha
WHXUOMpaHe Ha KHMHAa3HaTa AaKTUBHOCT TIPONU(EPATHBHUAT CTAaTyc Ha
TpaHC(EKTUPAHUTE KEPATHHOLMTH € CHJIHO IOHW)XEH B efHakBa creneH. Camo
okosio 25% ot Tpanchekrupanure ¢ SIRNAo kinerku HoBocuuTesupar JTHK,
JOKAaTO peIUIMKalus MpoTHya B okodo 22% oT TpaHchektupann ¢ SiIRNAo!
KepaTHHOIMTH. JlpacTHYHUAT aHTHHpoiH(epaTHBeH e(peKT Ha MOHMKeHaTa
TpaHCalys Ha JBETe M30()OPMH € CHIIPOBOJEH C MOHIKAaBaHE Ha aKTUBHOCTTA Ha
ERK1/2.

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 44/2008 r. U3cienBane Ha ciequ(pUIHATA AKTUBHOCT HA Y-

CeKpeTa3HH MHXMOUTOPH 32 NPOAYKIMATA HA B-AMHIOUT
BOJEL U3CJIEJAOBATEJIL: ac.n-p Kpym Kpymos Xpuctos
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKUIL:

. Ipod.n-p Banso MBanoB MurteB, 1M, 10H
BA30OBA OPTAHM3ANIMA: Karenpa «MenumuacKa XuMus 1 onoxumus»y, MO
PE3VYJITATH: B momenta ce npuema, 4e Gosecrra Ha Alzheimer (BA) ce mbioku
Ha pa3JIMYHA TeHeTHYHN Ae(EKTH, BOJACIIN O MOBHUIIEHA NPOIYKIHS, TTOBHIICHA
arperanysi WM BEPOSATHO MOHIDKEHO H3YHCTBAHE Ha [-aMHIOMIHUTE TENTHIM.
Te3n pedexTn BOIAT 10 aKyMyJIHPAaHETO: IIBPBO HA BUCOKO CaMOArperupausr f3-
ammona 42 u mo-xkbcHO Ha P-ammmonna 40 mentua. OmmcaHu ca 4eTUpH Kiaca
nekapcra mosnusBamy BA: (i) mpoTeasHH MHXHUOUTOPH YACTHYHO MOHIDKABAIIN
aKTMBHOCTTA Ha €H3UMHU [3- M y-CeKpeTa3y, KOUTo oTiensar 3-amuinouna ot /3APP,
(m) BemecTBa KOWTO C€ CBBP3BAaT C U3BBHKICTHYHMAT [-aMHJIOUI U
[PEOTBPATABAT HETOBOTO arperupaHe B IIUTOTOKCHYHH aMuIouIHN Gubpmm, (hi)
MO3BYHO-CHEUU(UIHN  NPOTUBOBB3NMAIMTEIHA  JIEKapCTBa KOHMTO  OJIOKHpAT
aKTHBHPAHETO HA MHUKpPOINIMATA, OCBOOOXKIABAHETO HA IIMTOKHHH, U OCTpPO-
BB3MAIUTEIHUAT OTFOBOP HACTBIBAIM B 3aCETHATHTE MO3BYHH PEruoHu, u (iv)
BEIECTBA KAaTO aHTHOKCHAAHTH, HEBPOHATHU OJOKepH Ha KalI[MeBHETe KaHAIH,
WM aHTHANONTHYHU areHTH KOWTO B3aMMOJEHCTBAT ¢ MeXaHM3MHTe Ha [-
aMIIOUA-MHUIINMPaHaTa HEBPOTOKCHYHOCT. LlenTa Ha HacToAIIeTO U3ClEBaHE €
Ja ce MpOoyud MHXUOMTOPHHUSIT BBPXY y-CeKpera3ara e(peKT Ha rpyna BellecTBa

36



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

Bepxy ekcnpecupaumi APP751 HEK293 xnerku. IlocpenctBom crnenuduyau 3a
MecTara Ha JCHCTBHE Ha y-CeKperasaTa Ha aMIIOMAHUST npoTenH ELISA kutose
[I0Ka3BaMe HHXUOUTOPHUAT e€(heKT Ha rpyrna BelecTBa KOUTO UMAT MOTEHIIHAIHA Y-
ceKkpeTa3sHa HHXHOUTOpHA (QYHKIHS, U ca cuHTe3npany B Karexpara mo Oprannasa
Xumus, XTMY nox ppkoBoactBoTo Ha joul. JI.Besenkos. [lon3Banu ca ciennure
Mmeroau: (i) KIeTbYHO KynTHBHpaHe Ha ekcrnpecupaniu APP751 HEK293 kietku, u
(u) ELISA (solid-phase sandwich enzyme-linked immunosorbent assay) 3a
YOBEWIKM [-aMHIOUAEH MpoTeuH. HacTosmmMaT NpoekT € ¢ NpaKkTHYecka H
TEOpEeTHYHA HAcO4EHOCT. M3cnenBaiiku MHXMOUTOPHUAT e()eKT Ha TE3W BEIeCTBa
BBPXY y-CEKpeTazaTa IIE CE CEJIEKIHOHMPAaT Te3H C BHCOKA aKTUBHOCT KaTo
TepaneBTHYHHU areHTH. ChIO Taka TOBA M3CIIEABAHE AOMPUHACS 3a IMO-ITBIHOTO
M3SCHSBAaHE Ha (PYHKLHUATA HA y-CEKpeTa3aTa M CHeHU(UIHOCTTA if O OTHOIIEHHE
Ha cyOcTpara.

Hayunusr otuer e npuet ¢ JOBPA ouenka no ckanara Ha CMH.

Horosop Ne 9/2008 r. Bausinue Ha Ko)enHA BHPXY MO/IeJ HA JeNpecust Ype3

XPOHMYHO NMPHJIaraHe HA Pa3TMYHA CTPECOTeHH Y MHIIKH
BOJEL U3CJIEJAOBATEJIL: IIpod. Kpacumupa CumeonoBa SIkumoBa, 1M, AMH
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIT:
Becenun Becenunos Ietkos, im, aMH, cr.H.c. | ct., UHB
JIro6xa IlaBnoBa Tanuesa, nd, cr.u.c. Il cr., UHB
I'n.ac. Pymen I1aBnoB Hukonos, im
Jlnana Atanacosa IlanazoBa, cTyaeHT

o Cons Kupunosa ViBaHoBa, XMMHK
BA30BA OPITAHU3ALUS: Kateapa no ¢papMakonorist ¥ TOKCUKOIOTH — MeAUIIMHCKI
taxynrer, [lekanat na MO
PE3YJITATH: llenta Ha HACTOSIMIECTO U3CNIEABaHE O¢ yCTAaHOBSIBAHE J103a-
3aBucuMuTe eextr Ha KopenH npu ICR MUK MOATI0KEHN Ha XPOHUYEH CTPEC C
npwiarane Ha pasznnuau crpecorenr (UCMS) kaTo Bamumupan MoJes Ha ACIpecHst.
XPOHUYHHAT CTPEC y eKCTIEPIMEHTATHATE )KHUBOTHH C€ MPHJIara o Mporexypa
sbBezeHa ot Willner et al. (1997) u momudumpana 3a Hamnmre 1adbopatopHu
ycnoBusi. UCMS-tperupanara rpymna 6e moJjioskeHa ABa bTH JHEBHO, 32 MEPUOT
OT 5 CeIMHIIH, Ha CIIETHUTE HAKOJIKO CTPECOTEHH: BIIAYKEH TaJIAlll, HAKITOHEHH
kadesu (45°C), uHBepCHUs Ha JICHOHOIHHUS UK, COIMATEH CTPEC, ETHO
JICHOHOIIIME C OTPaHUYCH JOCTHII A0 XpaHa U BOJIa, €HO ACHOHOIIME Ha
MHTEH3UBEH CBETJIMHEH pexxuM. [Ipu HecTpecupaHarta rpyna MULIKH, KOPEUHBT
HOBJIHS 1033-3aBUCUMO HMOOWIN3AIlIMOHHOTO BPEMeE TPH TECT 32 MPUHYIUTEIHO
wryBaHe (FST) (p<0.001). CTpecoreHHUSAT PEXHUM MPeU3BHKA BIOLIABAHE
CHCTOSIHUETO Ha KO3WHATA U AernpecuBeH edekr npu Tecta FST (p<0.05).
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Kodeunst (20 1 40 MI/Kr) MOTHCHA MOBEICHYECKUTE PEAKIINH, CBbP3aHH C
pasBuTHe Ha aenpecuBHO cherosiaue npu UCMS-tperupanu mumku (p<0.005).
PesynraTure HU HE OTUETOXA SCEH AHKCHOTEHEH €()eKT IPU TPETHpaHe ¢ KodperH
Ha Hectpecupany |CR mumky, Makap ge npu no3a 40 Mr/kr 6e oTdeTeHa mogoOHa
tergeHnmst. UCMS-Monen uaaynnpa nernpecuBHO MOBEICHNE, Oe3 J1a MOBIIHse
CBCTOsIHMETO Ha Oe3mokoiictBo. Ot apyra crpaHa, UCMS-Tpetnpann Mumixw,
H3JI0KEHH Ha MO-BHCOKa 103a kodenH (40 MI/kr), moka3zaxa aHKCHOTEHHEH e(heKT
NpH TecTa MOBAUTHAT KpbeTocaH abupunt (EPM) (p<0.05). KodennsT npu m03a
ot 40 mr/kr motucia UCMS-npenu3Brkanarta XunepaoKOMOLHsI, U3pa3eHa ¢
noBwuInaBate oouwms 6poit Biu3anust B pamerere npu UCMS-kouTtponu (p<0.05).
[Ipu HecTpecupann MUK KOPEeuHBT B 1031 2 ¥ 20 MI/KT CTATUCTHYECKH
JIOCTOBEPHO MOBMIIK H3CIIEI0BATEICKOTO MoBeaeHue npu tecra Hole Board (HB)
(p<0.05). O6parHo, mo-BrUcoOKara 7032 oT 40 MI/KT CTATUCTHYECKH JOCTOBEPHO
HaMaJii Opost Ha BIIM3aHUSATA B OTBOpUTE oTdeTeHo npu HB tecra, kakTo npu
HecTpecupanuTe, Taka 1 npu UCMS-tperupanure rpymu. UCMS npennssuka
HapacTBaHe Ha HoruuenusaTa npu Writhing rect (WT). ITo-Brcokara 103a KopenH
JIeMOHCTpupa mogobeH epeKT, Jokato 1031 oT 2 u 20 MI/Kr KopenH HamajInxa
UCMS-npoBokupanata Houuienuus. Ha 6a3ata Ha U3I0KEHUTE PEAKITHHUTHI
pEe3yiITaTH MOXKEM Ja MPENOI0KHUM, Ye KOPEHHBT 03a-3aBUCUMO MOJUGHIMpPa
noBenenveckute epextu Ha |CR mumiku, mognoxenn va UCMS mozen Ha
nenpecusi. B HacrosimeTo npoy4yBaHe 0e u3cnenBaH epeKkThT Ha KOQEeHH BEPXY
TelleCHaTa TeMIlepaTypa Ha ILTbXOBe MpH JabopaTopHa Temieparypa (22 + 1°C).
[Ipoydena 6e mpomsHaTa B TelIeCHaTa TEMIIEpaTypa Ha MBKKH ILTbXOBE OT IIOPOAa
Wistar cries; cuicTeMHO (MHTpAaepHTOHEATHO) NPHIIOKEHHE Ha KOQEHH MpH JBe
TpyIH KUBOTHHU: (1) HOPMaJHU ILTEXOBE; (2) IUTBXOBE C €KCIIEPUMEHTAJICH MOZIET
Ha nenipecust. [Ipmnaranero Ha kodeus B 1031 2, 20 1 40 MI/KT nIpeu3BHKa 103a-
3aBHCHMO MOKa4YBaHE Ha TEJIECHATA TEMIIEpaTypa Ha IUIbXOBETE U OT JIBETE
EKCIIePUMEHTAIHY TPYIH. XHIEPTEPMUYHHUAT eeKT, HaOr01aBaH MpU
HOPMAJTHUTE TTBXOBE, C€ MPOSBU CKOPO CJIE MHKEKTHPAHETO Ha KoenHa 1
npoabku 90 MUHYTH. XHUIIEpTEPMUYHUAT eeKT, HabIro1aBaH MPH IUTbXOBETE OT
rpynara ¢ eKCIepuMEeHTaJIeH MO/IeI Ha JISTIPECHs], Ce MPOSBU CKOPO ClIeJ
HHKEKTHpaHeTo Ha KoderHa U mpoaboku 150 munyTH. [Ipunaranero Ha kodeuH B
no3a 100 mMr/kr npean3BrKa 3HAYMMa XUIOTepMus Mexay 90-ta u 150-Ta MmunyTa Y
HOpPMAJIHATE TUTXOBE U XHUIrepTepMus Mexxay 30-ta u 60-Ta MUHYTa y TUTBXOBETE
OT rpymnara ¢ eKCIiepuMEHTalIeH MOJIeN Ha JICTIPECHS.
HAYYHHU ITYBJIUKAIINU " ITPOSIBUA:
e Nikolov R, J Tchekalarova, D Pechlivanova, L Tantcheva, VV Petkov, K
Yakimova. Effect of caffeine on body temperature of rats in norm and depression.
— Farmacia, 66, 2009, 1 (in press).
e  Pechlivanova D, J Tchekalarova, VV Petkov, L Tantcheva, R Nikolov, K
Yakimova. Dose-dependent effects of caffeine in a chronic mild stress model of
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depression in ICR mice. — Comptes rendus de I’Academie Bulgare des Sciences,
62, 2009, 6 (in press).

e Stanoceva K, R Nikolov, K Yakimova. Temperature responses after caffeine
administration comparing rats in norm and with a model of depression. — VIII
International Congress of Medical Sciences, Sofia, 7-10 May, 2009, Tribuna
medica, Suppl. 1, 50. (Bropa Harpaza 3a ycTHa npe3eHTarus)

e  Pechlivanova D, J Tchekalarova, VV Petkov, R Nikolov, K Yakimova. Dose-
dependent effects of caffeine in a chronic mild stress model of depression in ICR
mice. — 22nd ECNP Congress, 12 - 16 September 2009, Istanbul, Turkey, Abstr.

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 39/2008 r. 'pbOHAYHOMO3BYHATA [JIMSI H HEBPONATHYHATA

AJIOJUHUSA U XUIIEPAJITE3Us IIPU CTPENTO30TOMH-UHAYIIUPAH }II/IaﬁeT y
IIbX0BE

BOAELL U3CJIEJOBATEJL: Jlou. CnaBuna Kupuioa Cypuesa, 1M
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIL:

1. kop. Ha BAH, IIpod. Muna Bacunesa BinackoBcka, nmH, Kat. ®apmakonorus
Ipod. JIpueszap Kones Cypues; amu, Kar. Anatomus u eMOprosorus

Huxomnait CBetocnaBoB SIHEB, JOKTOPAHT

ITerst Pymenosa XyOeHoBa, CTyeHT

Musika Acniapyxosa Hamrap, nm, Mactutyt o HeepoGuoinorus, BAH

Munko Murnes, cTyieHT

BA30BA OPTAHM3AIMA: M®, Katenpa no ®apmaxonorus u Tokcukonorus
PE3YJITATHU: Onutute OsXxa MPOBEACHHM HAa MBXKH OCNH IUTBXOBE, MOpPOJa
Wistar 220-250 rp., cbriacHo mporeaypa ojgobpeHa oT ETuuHaTa KOMECHS Ha
Menunuucku YHusepcuret, Codus. Pa3zsutnero Ha quaber 6e MHIyIUpPAHO Ype3
€IHOKPaTHO WHKeKkThupane Ha Streptozotocin (70 mg/kg; > 14 mM/I). Onpenensiu
6e GoJKOBHS mpar mpu MexanuvHa (paw pressure test) u tepmuuna (hot plate test,
plantar heat test) xwumepanresus, wmexannuHa amoguHms (dynamic plantar
aesthesiometer), incapacitance test. Omutute ca npoBexmanu 25-35 jgeH OT
HHIYIMpaHeTo Ha auabeT M pa3KpHBaT HEBPONATHYHHS OOJNKOB CHHIPOM C
M3pa3eHa TAaKTWJIHA aJOJMHUS M XMIepaire3us B 3aBUCHUMOCT OT IpHJIaraHUTE
ctuMyn. OnpenensHy ca HOLMLENTUBHUTE IIparoBe Clel OCTPO TPETHPAHETO C
ketamine (5, 10, 20 u 30 mg/kg, i.p. ), MK801 (0.5 mg/kg, i.p.) u minocycline (50
mg/kg, i.p.). Cy6xponnuno (7 nuu) Oe mnpuimaran keramuH (5 mg/kg).
CBeTIMHHOMUKPOCKOIICKH, €JIeKTPOHHOMHKPOCKOIICKH H HMMYHO(IYOPECIEeHTHH
METOJY 32 MPUIATaHU 332 YCTAHOBSIBAHE Ha MOP(OJIOTUYHH IPOMEHH. MexaHnIHa
aNOMHYS U XHIIepaire3us ce o0JeKyaBaT py npuiiaraneTo Ha keramuH u MK801,
0e3 1a ce MPOMEHs TOIUIMHHATA YyBCTBUTEIHOCT. MUHOLMKINHBT HE IMOBIUSBA
NpOsIBUTE Ha JuMa0eTHAa HEBpoIaThs. YCTaHOBEHa ¢ MOpP()OJOTHYHA KOopenanus ¢
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HaOJII0JaBaHUTE MOBEACHUCCKH MPOSBH Ha HEBPONATHYHATA OO0JIKa MOBHIIEH Opoit
Y aKTUBHOCT Ha aCTPOLUTHUTE B TPHOHAUYHHS MO3BK Ha AUAOCTHUTE IUTBXOBE.
HAYYHU IYBJIMKALIUHA U TPOSIBU:

e  Surcheva S, L Surchev, M Milev, L Kasakov, M Vlaskovska. Possible involvement
of spinal glial cells and glutamatergic transmission in streptozotocin-induced
neuropathic pain in rats. JBCR 2, 2009, Ne 2, npuoxena ciyxeOHa Oenexka.

e  Surcheva S, L Surchev, M Milev, L Kasakov, M. Vlaskovska. Streptozotocin-
induced diabetes neuropathy: glutamatergic transmission and pharmacological
modulation. VI National Congress of Pharmacology, Varna, Bulgaria, 1 - 4
October 2009 (upuioxena ciyxebHa Oenexka)

e Surcheva S., L. Surchev, M Milev, L Kasakov, M Vlaskovska. Possible
involvement of spinal glial cells and glutamatergic transmission in streptozotocin-
induced neuropathic pain in rats XIX™ National Congress of Anatomy with
international participation
Pleven , Bulgaria 29 — 31 May 2009, p. 105

e  Milev M, N Yanev, T Taneva. NMDA-channel blockers and minocycline as
modulators of hyperalgesia and allodynia in rat model of diabetic neuropathy. VIlII
Intrnational Congress of Medical Sciences, Sofia, Bulgaria, 7-10 May 2009, p.55.
IlocTepHaTa npe3eHTalys € OTJIMYEHA C TbpPBa Harpaja.

e  Surcheva S, L Surchev, M Nashar, L Kasakov, M Vlaskovska. NMDA receptor
antagonists attenuate neuropathic symptoms in streptozotocin-induced diabetic
rats. IV™" National Congress of Neuroscience. Sofia, Bulgaria, 26-27 September
2008, p. 19.

Hayunusr otyer e npuet ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Horosop Ne 19/2008 r. CpaBHUTEJIHO H3C/IeIBaHe 32 IPOMEHUTE B

TOK3aTe/INTe 32 OKCHIATHBEH CTPeC B XHMOTAJIAMYC, XHIIOKAMII, KOPTEKC H
KPBBHA IUIa3Ma Ha IUTHX B YCJIOBHSI HA HAPYLIeH IEHOHOIIEH PUTHM
0oxbpcTBaHe/ChbH (MHCOMHUS)C WK 0€3 XPOHUYHO AJIKOX0JIHO noBiusiBaneK
KopeJanus ¢ JenpecuBHA CHMITOMATHKA U MOBJIUsIBaHe ¢ BUTaMuH E

BOJELL U3CJIEJAOBATEJIL: Mapus JlozanoBa Beruesa-TpaiikoBa, 1x
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHIT:

Ipod. I-p Hanka MBanosa Bosxuesa, M, IMH

Mupocnasa I'eopruea BapanuHosa, JOKTOpaHT

Cramatuc Teonopoc umurpuyc Xaa3omymnoc, CTyIeHT

Jlopeta BanentunoBa BanresnoBa, cTyJeHTKa

Co¢ust MakcumoBa I"aHueBa, cTyneHTKa

Jlronmuna bopuc Acracuay, CTy/IeHTKa

BA30BA OPITAHM3AIMA: M®, Katenpa no ®apmaxonorus 1 Tokcukonorus
PE3YJITATHU: XpoHNYHOTO aJKOXOJHO IOBIHSABAHE B YCIOBHATA HAa HapyIICH
JICHOHOIEH PHUTBM OOJBPCTBAHE/CHH BOAM OO IIOBHINIABAHE HA HHUBOTO Ha
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OKCHJATHUBAaHUS CTPEC B KPbBHATA IUIa3Ma, XUIIOKaMIIa, XUIIOTaTaMyca U KOpTekca
Ha TIbX. EHOreHaTa aHTHOKCHAAQHTHA 3aIlMTa C€ YBPEXkJAa B MO-TOJsSIMa CTEICH,
OTKOJIKOTO CJIe[l NpPWIaraHeTo Ha BCEKHM OT JBaTa THUMA CTPEC IOOTAENIHO.
AxtuBHoctTa Ha COJl ce yBpexna mo-cmabo or tasu Ha KAT. Ilpuemanero Ha
Tponokc Boau [0 IOHIKCHHWE B HMBOTO Ha OKCHUIATHBEH CTpPEC HO HE U J0
eIMMUHMpaHe Ha BIMSHHETO HA BPEIHHUTE YCIOBHS Ha JXHBOT BBPXY OOIIOTO
pamukanooOpa3yBaHe M CTEIEHTa Ha OKCHIATHBHA yBpeda. XPOHHYHOTO
AJIKOXOJIHO MOBJIMSABAHE MPHU HApPYLICH ICHOHOLIEH PHUTHM OOIBPCTBAHE/CHH BOIU
JI0 TIOSiBa HA JIeNpecuBHATa CUMITOMATHKA, KOSTO CE M3Pa3siBa B XUIIEPAKTUBHOCT U
MOHM)KEHA CIIOCOOHOCT 3a aJeKBaTHU PEaKUHH B YCJIOBUATA HAa H3MUTAHUETO C
matbia-0oke.  Tperupanero ¢ Tponokc momoOpsiBa peakUMUTE HA >KUBOTHUTE,
CBBbp3aHH Hali-Beue ¢ MPOSBUTE HAa XUIEPKATUBHOCT, M MAJIKO MO-Cinabo — Te3u Ha
HECIOCOOHOCT J1a B3eMaT aJeKBaTHU PELICHUS 10 BpeMe Ha W3IMHUTAaHUETO C MaThII-
Ookc. IlmbxoBere, KOWUTO JKMBEAT IIPH HOPMAJEH PHTBM Ha CBETJIO/TBMHO,
3HAUUTENTHO ITOHIDKABaT KOHCYMalysTa CH Ha alKoXol, ako moxydasaT 200 mr/kr
Tponmoke. B rpymure, KOMTO ca NOAJOXKEHH Ha HENPEKbCHATO OCBETSABAHE,
ynotpebata Ha TpOJIOKC € CHIOPOBOJCHA C JIEKO, HO CTATUCTUYECKH 3HAUYUMO
OTHOCHTEITHO MOBHIIIABAaHE HAa YIOTpedaTa Ha alKOXOJl.
HAYYHU IYBJIUKALIUA U TPOSIBU:
e  Traykova M, M Varadinova, N Boyadjieva, (2009): Effect of insomnia due to
circadian misalignment in combination with chronic alcohol intake on the

Oxidative stress level in the rat brain. IToarorsena 3a npexncrassine B Neuroscience
Letters.

. Gancheva SM. Free radicals formation in rat blood plasma and hippocampus in a
model of insomnia and prolonged alcohol intake. VIII International Congress of
Medical Sciences, Sofia, Bulgaria, 07-10 May 2009. Poster 15 - Preclinic. Book of
Abstracts, p. 69

. Astasisi LB. Effects of the alcohol intake and insomnia on the nutritional sttus and
body weight of Wistar rats. VIII International Congress of Medical Sciences,
Sofia, Bulgaria, 07-10 May 2009. Poster 17 - Preclinic. Book of Abstracts, p. 72 —
HOCHWTEII HAa BTOpa HArpajaa 3a INPEACTaBAHE B CEKOHUATA HAa NPECAKIMHUYHUTE
nucuumiauHy Ha KoHrpeca.

. Vangelova DV. Effects of the alcohol intake and insomnia on the Superoxide
Dismutase activity in rat tissues. VIII International Congress of Medical Sciences,
Sofia, Bulgaria, 07-10 May 2009. Poster 17 - Preclinic. Book of Abstracts, p. 72

. Chadzopoulos SD. Insomnia increases the lipoperoxidation in blood plasma and
brain in rat’s model of prolonged alcohol intake. VIII International Congress of
Medical Sciences, Sofia, Bulgaria, 07-10 May 2009. Poster 22 - Preclinic. Book of
Abstracts, p. 77.

. Traykova ML, N Boyadjieva: Anioxidant effects of Trolox and Galantamine in rat
model of Diurnal Rhythm Disturbance. VI-th National Congress of Pharmacology,
Varna, Bulgaria, 1-4 October 2009, in press.
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. Traykova ML, N Boyadjieva. Effect of Trolox on the Antioxidant enzymes in rat
hypothalamus in a model of prolonged ethanol intake. VI-th National Congress of
Pharmacology, Varna, Bulgaria, 1-4 October 2009, in press.

. Traykova ML, LB Astasidi, N Boyadjieva. Effect of Trolox on body weight,
appetite and nutritional status of rats exposed to ethanol and diurnal rhythm
disturbance. VI-th National Congress of Pharmacology, Varna, Bulgaria, 1-4
October 2009, in press.

. Astasidi LB. Effects of alcohol, Diurnal Rhythm Disturbance and Trolox on the
activity of Xanthine Oxidase in rat brain. 20-th European Students’ Conference,
Berlin, Germany, October 4-7, 2009, oral presentation - submitted.

. Gancheva SM. Effect of Trolox on free-radicals formation in hippocampus of rat
exposed to diurnal rhythm disturbance and alcohol. 20-th European Students’
Conference, Berlin, Germany, October 4-7, 2009, oral presentation - submitted.

. Chatzopoulos SD. Antioxidant effect of water soluble vitamin E in blood plasma
of rats with Diurnal Rhythm Disturbance. 20-th European Students’ Conference,
Berlin, Germany, October 4-7, 2009, oral presentation - submitted.

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Horosop Ne 32/2008 r. IIpoyuBane JeHOHOUIHATA JMHAMHUKA HA MO3bYHATA

CBPBXBb30yAMMOCT NPH KAWHATEH Mo/le/1 HA eNUJIeNcUs Ha TeMIOPAIHUS J100
Y HOPMOTEH3HBHH U CIIOHTAHHO XHIIEPTEeH3NBHH IIHX0BE
BOJELL U3CJIEJAOBATEJIL: [Ipod. Anexcanasp ['eoprues CroitHeB, IMH
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIIL:

. Iers [TaBnoBa Mapkosa, cnennanuct, Kareapa ®uznonorus

e Jlannena Mapunrosa IlexnmuBanosa, H.c. I c1.., MHCTHTYT O HeBpobuomorus —

FAH

o Sna Jlnmurposa Yekanaposa, 16, H.c. I c1.., UAcTHTYT O HeBpoOnonorus — BAH
BA30BA OPTAHM3AIUSA: M®, Karenpa mio [Tatodusuonorus, MY-Codus
PE3YJITATH: IIpoyyena Oelre 1eHOHOIIHATA JUHAMUKA Ha CIIOHTAaHHHATE
enwtentuyHy repuoBu npuctbnu (CEITT) 1 noBeneH4Yecky XapaKTepUCTHKH Ha
Wistar (WIS) u crionTanHo xunepren3uBHu mwibxose (SHRS) npes xponnunara
(a3za Ha kaunateH (KA) mozen Ha emuenicus Ha Temmnopanaus 106 (TLE). 3a
paznuka ot KA-tperupannte WIS mrpxoBe xapakTepu3upally ce ¢ HapacTBauia
BB30yJMMOCT ¥ IPOTPECHBHO yBEJIMUaBaHE YECTOTATa KAKTO HA JTHEBHHUTE, Taka U
Ha HomrauTe CEI'TI B mporeca Ha pa3BUTHE HA EMMICNTOTCHHUS IIPOLIEC CIIE
craryc emrentukyc (CE), mpu SHRS 6e HabmonaBaHo cMeK4aBaHe pa3TPBIIAHETO
Ha eMWICTITOTeHe3aTa, IEMOHCTPHPAHO IIPH TECTOBETE 3a CBPBXBBH30YIHMOCT
“peakiyst mpu Aonup” U peakiys Npy XBallaHe” U 10 OTHOIIEHHE YeCcTOTaTa Ha
nuesaute u Holu CEI'TL. He Gsixa oTOens3anu pa3nudus MExXAy JBaTa aMa
IUTBXOBE T10 OTHOILIEHHE JIATEHTHHUS IIEPUOJ 10 N0sIBa HAa IbPBUA CIIOHTAHTAHEH
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rbpuoB NpucThi. U npu aBaTta maMa 6e oTYeTeHa BIOIIEHa MOTOPHA KOOPAMHAIIMS
H3CIlieBaHa P TeCTa POTapo]] B XpOHUUYHATA (a3a. Bapuauuu B IeHOHOIIHATA
JMHAMHKa ce HabroqaBaT Hali-Bede npu KoHTponHute mrbxoBe (WIS u SHRS) ¢
OTYETJIMBY IIPOMCHH B H3CJICIBAHUTE MTOKA3aTeNM B ThMHaTa (a3a. KoHTpomHuTEe
SHRs ce xapakrepusupaxa ¢ no-roixsma aktuBHocT oT WIS mrexoBeTe ¢ MIKoBe B
21:00 u 3:00 gaca mpu OF, PM u HB tectoBere. Kontponaute SHRS nmokazaxa
MMOHMKCHHN HUBA Ha OE3MOKONCTBO B moBeaeHUETO cu cripsimo WIS mexose, Haii-
SICHO OUepTaHH B ThMHATa (a3a, T.e. 0-roJisiMa XOPU30HTAIHA aKTHBHOCT B
uenTpanaute yacti B OF, moBuiieH 6poii H3IM3aHKs U IPECTOH B OTBOPEHUTE
pamene B PM u Gpoii npoBupanust B otBopute B HB tect. 3a enmnentuunure SHRS
0s1Xa OTYETECHH PAa3IHUus B 4-Te¢ U3CIICABAHN TOYKHU HA ICHOHOIINETO 110
OTHOILCHKE HA MapaMEeTPHUTE, XapaKTePU3UPALIH EMOIIMOHATIHHUS CTaTyC Ha
KUBOTHUTE - XOPU30HTAIHA aKTUBHOCT B IICHTPAJIHUTE YaCTU U BpeMe Ha MUEHE
npu OF u HB Tect, pecniektuBHO. 3a pasnuka ot TsX, enwientnanure WIS
IUTbXOBE II0KA3axa yCTONYUB TUI OBEJCHUE XapaKTEePEH 3a I0BEYETO JJocera
H3CIEABAHYU CMIICIITUYHY LIAMOBE T.€. JIOKOMOTOPHA XUIEPAKTUBHOCT U IOHUKEH
E€MOIIMOHAJICH CTaTyC 0€3 MOBIUSIBAHE OT ICHOHOIIHUTE IIHKJIIH.

HAYYHU IYBJIUKALIUA U TPOSIBU:

e  Tchekalarova J, D Pechlivanova, P Markova, A Stoynev. Behavioural alterations in
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. Compt.
Rend. Acad. Bulg. Sci. 62(6), 2009: 767-772.

e  Tchekalarova J, D Pechlivanova, P Markova, A Stoynev. Behavioural changes in
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. European
Neuropsychopharmacol, Suppl. 2009 (in press).

e  Tchekalarova J, D Pechlivanova, P Markova, A Stoynev. Behavioural changes in
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. 22nd
ECNP Congress, Istanbul, Turkey, 12-16 September 2009.

Hayunust otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 40/2008 r. Posist Ha mosioBuTe cTepounnu xopmonu (17p-estradiol

u testosterone) u noJsia BbpXy aHaJreTH4Hus egeKT HAa HEBPOTPOIIHU CPECTBA
NPH MOJeJIU HA HEBPONATHYHA AJIOAMHHSA M Bb3NAJUTE]HA XUNePaIre3us

BOJEL U3CJIEJAOBATEJL: Yn.xop. npod. Muna BacuneBa BrnackoBcka, 1MH
YJIEHOBE HA U3CJIEJOBATEJICKUS EKMII:

Jou. CnaBuna Kupunosa Cypuesa, nm, Karenpa dapmakonorus

Huxomnait CBetocnaBoB SIHEB, TOKTOPAHT

IMaBen Toruer KpaeBckn, nokropant, MUHCTHTYT 1O HeBpobHonorus, BAH
Munka Acnapyxosa Hamrap, #.c. Ict. UHCTHTYT 1O HeBpoOuonorus, BAH
Munko JlumutpoB Munes, CTyAEHT

Mapus Kpacumuposa LlBeTkoBa, CTy1eHT
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BA30OBA OPTAHU3ALMSA: Menuuuncku ®axynrer, Karenpa no dapmakonorus
PE3VYJITATH: V3non3Banu 0sixa MBXKKH U KEHCKH Ol TTbxoBe, moposa Wistar.
Mecer ciiel KacTpUPaHETO HEBpPONATHYHA 0OJKa O¢ MHIYIMpaHa 4pe3 XPOHHUYHA
KOHCTPHKTHBHa YyBpena Ha N.ichiadicus. 3a wuspbpuiBaHe Ha H3CICABaHHUSITA
JKUBOTHHUTE OsfXxa pasmpefeieHd B rpynn kakto ciensa: (1). MBXKH,
TOHAZOMHTAKTHN ILTbXOBE; (2) MBXKKH, KacTPHpaHH IUIBXOBe; (3) MBXKKH,
KACTPHpaHH W TPETHPAHH C TecTocTepoH 25 mg/kg S.c. B 5 ammukanuu mpes
uHTEepBal OT 4 1HM; (4) JKEHCKH, OBAPHEKTOMHUpPAHH IUTBXOBE; (5) JKEHCKH,
oBapHeKTOMHpaHu U Tpetupanu ¢ 17p-estradiol, 0,5 mg/kg s.c. B 11 armmkaiuu 3a
21 mau. Be3nanuTenna xunepanresus Oe mpeansBHKaHa ¢ kapareeHad (1% uHTpa
IUTaHTapHO). [IpOMEHUTE B HOIUIICITHBHUTE MPAroBe 0sXxa OMPEeNsTHH upes: Paw
pressure test, incapacitance test, von Frey filament test, hot plate test, heat plantar
test. He Oe ycTaHOBeHa pa3jiuka B TOJIOBETE MPH Pa3BUTHETO HA HEBPOIATHYHA
aNOIMHKS M XHIlepanre3us. [IpuaraHeTo Ha METaMH30J U TpaMaaoll oOJeKyaBa
TaKTHJIHATA JOAWHHS TPH MHTAKTHH M KaCTPUPAHM >KUBOTHH, 0€3 ChIIECTBEHA
pasnuka Mexxay rpynure. [IpaBu BHeyarieHHEe MOIIHHAT aHAITETHYEH e(eKT Ha
TpaMajoia Mpu KacTpUPaHU MBXKKH >KUBOTHH, mpu HP ToBa ce HaOmomaBa m 3a
METaMHU30J1a. AMUTPUNITHINHBT U TraballeHTHHBT MPOSABABAT €(eKT MPH TaKTHUIIHA
aJOJMHUA NPU KaCTPUPAHU MBXKKHU TUTbXOBE, HO HE MOBJIMSIBATA XHUIIEpAITe3UITA.
EctpamuonsT HaMansdBa aHANTCTHYHUSA eQPEKTHA Tpamajojia MNpH MEXaHHYHA
aloIMHKUA M XENepalre3us, HO 3acwiBa c¢(EeKTUBHACTTa Ha TrabalCHTHH Tpe
TepMHYHA Xunepaire3us. Hammre pe3ynaTatu mokasBaT, 4e IOJIOBUTE XOPMOHHU
OKa3BaT MOIYNIHUpaIl eeKT BbpXY JCHCTBHETO Ha aHAJITCTUYH CPEACTBA.
HAYYHHU ITYBJIMKALIUU U ITPOSIBU:
e S Surcheva, M Nashar, L Surchev, L Kasakov, M Vlaskovska. Female castrated
rats with neuropathic pain: behavioural and morphological correlates. JBCR 2,
2009, Ne 2, npunoxkeHa ciry)xeOHa Oenexka.
e N Yanev, S Surcheva, L Kasakov, M Vlaskovska. Experimental models of
neuropathic pain: mechanisms directed pharmacological modulation in male rats.
VI National Congress of Pharmacology, VVarna, Bulgaria, 1 - 4 October 2009
. S Surcheva, M Milev, M Nashar, L Kasakov, M Vlaskovska. Mechanisms directed
pharmacological modulation of neuropathic pain in famale rats. VI National
Congress of Pharmacology, Varna, Bulgaria, 1 - 4 October 2009
e S Surcheva, L Surchev, M Nashar, M Vlaskovska, L Kasakov. Neuropathic and
inflammatory pain: the role of gender and sex hormones. VI National Congress of
Pharmacology, Varna, Bulgaria, 1 - 4 October 2009
e S Surcheva, N Yanev, L Surchev, M Milev, L Kasakov, M Vlaskovska. Male
castrated rats with neuropathic pain: behavioural and morphological correlates.
XIX™ National Congress of Anatomy with international participation. Pleven,
Bulgaria 29 — 31 May 2009, Abstract book, p. 103
. S Surcheva, M Nashar, L Surchev, L Kasakov, M Vlaskovska. Female castrated
rats with neuropathic pain: behavioural and morphological correlates. XIX™
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National Congress of Anatomy with international participation. Pleven, Bulgaria
29 — 31 May 2009, Abstract book, p. 104

e M Vlaskovska, S Surcheva, M Nashar, L Surchev, L Kasakov. Sex-specific
modulation of neuropathic pain sensitivity: pharmacological and morphological
studies. 6™ Congress of the European Federation of IASP Chapters (EFIC), Lisbon,
Portugal, September 9-12, 2009.

e S Surcheva, N Yanev, N Surchev, L Kasakov, M Vlaskovska. Sex-specific
modulation of drug-induced analgesia in neuropathic pain 6" Congress of the
European Federation of IASP Chapters (EFIC), Lisbon, Portugal, September 9-12,
2009.

. Milev M, N Yaev, L Laleva. Effects of androgens on neuropathic pain sensitivity
and drug-induced analgesia in male rats. VIII International Congress of Medical
Sciences, Sofia, Bulgaria, 7-10 May 2009, Abstract book, p. 47. Opannara
Ipe3CeHTanys € OTIIMYUCHA C TPETa Harpaaa.

Hayunusr otyer e npuet ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 38/2008 r. CpaBHHTETHO XHCTOXMMUYHO U MATHUTHO-PE30HAHCHO

H3CJIe/IBaHe HA er¢eHePpaTHBHHUTE 3a00/1BaAHUs HA MEKAYNIPelllJICHOBUTE
AUCKOBE NPH Y0BEK
BOAELL U3CJEJOBATEJL: [I-p boituo Bacunes Jlanmxos, 1M
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUITL:
o Ipod. Bnagumup Atanacos Osuapos, 1vH, Katenpa no Aratomust u XucTonorus
. MBenuna MunueBa Yonesa, nokropant, Karenpa mo O6pa3Ha J{narnoctika

. Pymsina LiBeranoBa L{BeTkoBa, cTyneHT
BA30BA OPIAHM3AIUSA: Kartenpa o Anaromust u Xucronorus, MO, MY-Codwust

PE3YJITATHU: [lereneparuBaute 3abossBanus Ha MI1J] mokasaxa pas3innaHu
MarHUTHO-PE30HAHCHU IIPOMEHHM, KaKTO NP MHIUBUIM B II0-MJIa/la Bb3pacT Taka 1
IIpu 1o-Bb3pacTHU. Te ce HaOIo1aBaxa 3HAYNTENHO OIIle ITPpe3 BTopara AeKazia oT
XKHMBOTA. XHUCTOJIOTUYHO C€ JOKa3axa AereHepPaTHBHH IIPOMEHH C TOBUIIICHO
kommdecTBo Ha NADPH-d peaktuBau kiietku. Yecta HaX0Ka P MIIa IH
WHAWBUIH Oe mosiBaTa Ha paguKyiaepHa cuMnToMatuka. MPT-mpomenn Osixa
CBBp3aHM ChC 3ary0da Ha BOAHO chabpykanue Ha MII/I, auckoBu npoTpy3us , HO Oe3
HaJIMYUe Ha JUCKOBA XepHUs, Ha HUBO. JIuncBaxa KIMHUYHU U MarHUTHO-
PE30HAHCHU JJaHHU 3a CIMHaJIHA cTeHo3a. Cies meTara Jekajia Ha )KUBOTa ce
HabJro1aBaxa MacHBHH 0CcTeO(UTH OT anodu3uTe Ha TejaTa Ha MOYTH BCHYKU
JyMOAJIHU MPEIUICHH YCIIOPEJHO C XMIePTPOQHs Ha KBITHTE BPb3KHU, HATTMYNE HA
MHOTOET)XHU JIUCKOBH MPOJIATCH, CTEHO3a Ha CIIMHATHUS KaHal. KinHndHata
KapTHHA Oe CBhp3aHa C KOPEHUEBa CUMIITOMATHKA ¥ KOMIPHMHUpAHE ca JypasTHHs
cak, cauda equina 1 CbOTBETHHTE KOpeHUeTa B periecycure ABycTpanHo. MPT na
TIAIUEHT C TeXKa CTaBHO-JeTeHepaTHBHA 00JIecT, KOATO KIMHUYHO Ce N3pa3siBa C
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MIPOrpeCUBHA JOJIHA MTapanapesa 1 AeOl0THpalla KBaJpunapesa nokasa
OCTEOXOH/IPO3HU NTPOMEHU Ha IPhOHAUHMS CTHJIO C HAIMYNE Ha MHOXKECTBO
octeo(huTH 10 pHOOBETE Ha NPELUICHOBUTE TeJa U OCH(HUKALNS HA
JIOHTUTYIWHATHATE JINTAMEHTH, KaKTO U XHIepPTpOo(Hs HA TUTaMEHTAapHUS arapar,
nexuaparupane Ha MI1J], nporpy3un Ha Bcnaku HuBa Ha MIT/] B mymOanaus
OTIeN, TPOMEHH B KOCTHHS MO3BK OT THHa Mok 11, cTeHO3a Ha ciMHANHIS KaHA
B cermentute L2-1L.3, L3-L4, L4-L5, L5-S1. XucTooruaHoTo U3CiIeaBaHe
MOTBBPIY AAHHUTE 33 HATUYUE Ha TEXKKHU JIETCHEPAaTUBHU IPOMEHHU B CTPYKTypaTta
Ha AF u NP u nosuieno auBo Ha NADPH-d peaktuBHu kiieTku. Pesynrarure Ha
XHUCTOXMMHYHOTO U3CIIEIBaHE C HUKOTUHAMH/ aIcHUH JUHYKIeoTH] (ocdar
nuadopasara (NADPH-d) nHIMpEKTHO MOKa3axa MPOMEHH B Pa3MpeIe/ICHHETO Ha
NO B pasnuunute 30uu Ha MIIJ] B 3aBHCHMOCT OT Bb3pacTra. SICHO mponnya
BpB3KaTa MEXKIy KOIMYECTBEHOTO pasnpexaeneHue Ha NADPH-d-peakruBHuTE
KJIETKH, KIIMHUYHATa KapTrHa, MPT-Haxoka u cTenenTa Ha IereHepaTHBHHTE
npomenu. KonuuecTBoto Ha MapkepuTe 6¢ c1abo U3pa3eHo 10 OKOJIO BTopaTa-
Tperara Jiekajaa Ha ’uBoTa. IIpu quckoBr XepHun konnuectoro Ha NADPH-d
MO3UTHBHHTE KJIETKH 3HAYUTETHO ce yBenndasa. Haii-u3pasenu Os1xa mpoMeHuTe,
KOWTO HACTBIIBAT CIIE] MeTaTa JeKaaa Ha )KMBOTA, BBIIPEKH 4e MT0100HN H3MEHEHUS
ce HaOIIFo1aBaxa M B IIO-MJIaJa Bb3pacT. Y CIOPEIHO C MOSIBIBAHETO HA KIMHUIHI
OIUTaKBaHUS U MOSBATA HAa JUCKOBH IIPOJIATICH KOJINYECTBOTO HA IO3UTHBHUTE
NADPH-d peakTuBHE KIETKH ce yBenuaBaiie. 3abess3axa ce pasinuus B
EKCIIpecHsTa B OT/JCIHUTE YacTH Ha aucka. B nepudepusra na MI1/] ts1 Ge Haii-
CHJIHO U3pa3ceHa.

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Horosop Ne 16/2008 r. In silico uneHTHGUIMPaHe HA MMYHOTeHH ¢ Mapa3uTeH
M rbOMYeH MPOU3X0/

BOJELL U3CJIEJAOBATEJL: [don. Upunu Atanac JloiiunHOBa, IXH

BA30BA OPI'AHU3ALUSL: Katenpa ,,Xumus”, @apmaneBTuueH (axynrer
PE3VJITATH:

In silico aHanu3bT Ha reHOMa Ha €AWH TATOTCHEH MHKPOOPraHW3bM
MO3BOJISIBA MACHTH(UIUPAHETO HAa MOTeHIMaNHW aHturenu. Ilpm ToBa, oT
ITBPBOCTETIEHHO 3HAY€HHWE Ca KOMITIOTBPHHUTE alTOPUTMH, W3IION3BAaHU 3a
NpeACKa3BaHE HAa  AHTHTEHHOCT W HMyHOTeHHOCT.  ChIecTByBaImuTe
OnonH(pOpPMATHYHN CpeJCTBa ce 0a3MpaT Ha HacjarBaHe Ha CEKBEHIIMH M HE ca B
CbCTOAHUE a OTKpHUBAT HOBHU AHTUI'CHHHU INPOTCWUHH, KOUTO HE Ca HO}106HPI Ha
JA0CE€Tra CHUIECTBYBAILIMUTE, UJIM MPUTEXKABAT aHTUI'CHHOCT, KOJAHPaHa MO Pa3jIn4€H
HayrH. C 1e]1 MpeojoNsBaHe Ha Te3W OrpaHHYCHUs, HUEe pa3paboTHXMe MeTo[ 3a
uneHTHUIMpaHe Ha aHTUTeHU 0e3 HacllarBaHe Ha CEKBEeHIMH. MeToabT ce Ga3upa
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Ha aBTO- M KpbCTOCaHata KoBapuaHTHa (auto cross covariance, ACC)
TpaHdopMaLusl Ha NPOTEHHOBUTE CEKBEHIMHM BBHB BEKTOPU C €JHAKBA IBIDKUHA,
OTpa3siBallli OCHOBHHUTE (HM3MKOXUMHYHH CBOMCTBA Ha aMHHOKHCEIWHHHUTE
ocTaThlU. B HacTOSIMIOTO M3cieBaHe TO3M METOJ Oellle MPHI0KEH KbM IPOTEHHH
C HMYHOIIPOTCKTUBHH CBOICTBA OT Tapa3WTeH M THOWYEH mpomsxojd. I[lpu
KPBCTOCAHOTO BaIWAMpAHE B 7 TPYIH, IOJYIEHHTE MOJEIH MOKa3za MHOTO Io0pa
IIpe/ICKa3BaIa CIIOCOOHOCT C TOYHOCT Ha INpeaukiuute 78% 3a mapasuTHUTE H
97% 3a rebuunuTe poTenHHU. IIpy BBHIIHOTO BamuaupaHe, 69% OT NpoTEeHHUTE B
TecToBaTa rpymna 0sXxa paHKHpaHM B IbpBUTE 25% OT MpoTeOMa Ha CHOTBETHUS
MHKPOOTPaHU3BM.
HAYYHU IYBJIUKALIUA U TPOSIBU:
. Doytchinova 1A, DR Flower. Bioinformatic approach for identifying parasite and
fungal candidate subunit vaccines. The Open Vaccine Journal 1, 2008, 22-26.
e  Doytchinova IA, DR Flower. VaxiJen — a server for in silico prediction of
immunoprotective proteins. 17" European Symposium on QSAR in “omics” and
Systems biology, Uppsala, Sweden, 21 — 26 September 2008

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Jorosop Ne 45/2008 r. ExcnipecoHeH npoguii Ha (paKTOpUTE HA UMYHHHS
OTr0BOP NP NALMEHTH ¢ OPOHXHATHA acTMAa
BOJELL U3CJIEAOBATEJIL: Cr.ac. n-p Casuna [letpoBa Xamkxuaexkosa
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHIT:

. I'n.ac. UBanka Ucranuanosa [Iumosa, PhD

e JI-p Acs Credanosa I'nagmnosa, opanrarop, Hanmonansa kapuonornaaa

6onHuIA

. Ac. Enuna Yasnaposa beuesa

e Anemuna [opanosa Hocudosa, 6romnor

. Ipod. Jpara Nsanosa Tonuesa, 1M, 10H, Kareapa mo MeauiuHcka reHeTHKa
BA30OBA OPTAHM3AIMA: Memumuckn dakynter, Karenpa mo Meaunuacka reHeTHKa
PE3YJITATH:

KomOunupanarta excnpecuss Ha 84 TeHa, KOAWpalmlM  BaXXHU
MMYHOJIOTUYHHM MOJIEKYJIM KaTO MHTEPJIEBKUHHU, XEMOKHHH, PELIENITOPA U MapKepH
3a MUMQOIMTHA aKTUBaIMs Oeme M3cienBaHa mpu 14 mamueHTa ¢ OpoHXHAHA
act™a 1 10 xorTpomHE JHua. bemre n3omupana roranna PHK ot nepudepna kpsB u
npeBbpHara B konu/IHK upe3 obpaTtHa Tpanckpummms. [IpoBene ce xommdecTBeH
PCR B peanno Bpeme ¢ Human Inflammatory Cytokines & Receptors PCR Array
(PAHs-011) ot SuperArray — 96 smkoBa muiaka, ¢ RT2 Real-time™ SYBR
Green/Rox PCR master mix. Beue usnomnspana texnonorusta Ha RT2 Profiler PCR
Array (¢ur.1), cbueraBamia mnpexumctBara Ha Real-time PCR anammza wu
MHKPOYHIIOBATa TEXHOJOTHUS 32 AETEKIHs Ha eKCIIPecHsATa Ha ToisiM Opod TeHn
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ennoBpemeHno. Q-PCR ce mposene Ha ABI PRISM 7500 Sequence Detection
System; Perkin-Elmer Applied Biosystems, Foster City, CA. VYcranosu ce
noBuineHa ekcrpecus Ha 7 rena (CCL13, CCL23, CXCI5, CXCI9, CARD18, IL9,
SCYE1) npu rpymara ¢ mepcucTupamia CpegHo Texka (opMa Ha acTMa CIIPSIMO
KOHTPOJIHATA, MHTEPMUTCHTHATA U TIepcUCTHpamnara jeka ¢opma. KomOunmpanarta
MOBHIIICHA CKCIIPEeCUsi Ha 7- Te€ TEHAa MOXE Ja CIOy)KH KaTro Mapkep IpH
mudepeHIpaHeT0 Ha TEepPCHUCTHpaniaTta Texka (opMa Ha acTMa OT IO-JICKHTE
¢opmu. Hamepu ce moBHIIeHa eKCIIpecHs Ha HOB I'e€H C HESCHA IOHACTOSIIEM
¢yukuust - CXCL9, koiito O6u Morba ga ObAe NOTCHUMANCH KaHIWIAT-TeH B
€THONaTOreHe3Ta Ha OpOHXHAIHATa acTMa.

HAYYHU IYBJIUKALIUA U TPOSIBU:

. Gladilova AS, SP Hadjidekova, ID Dimova, BB Rukova, DI Toncheva. The
combined upregulation of CCL13, CCL23, CXCI5, CXCI9, CARD18, IL9, SCYE1
could serve as a potential biomarker for the moderate persistent asthma. (crarusita
€ B IIpOoL€C Ha HOI[FOTOBKa)

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Jorosop Ne 36/2008 r. OnpeesisiHe 3HAYEHHETO HA MYTAIIMOHHHUSI AHAJIN3 HA

rena 3a 0era-katenu (CTNNB1) npu nanueHTH ¢ eHI0MeTPHATEH KAPIHHOM
BOJELL U3CJIEJAOBATEJIL: [Ipod. Banso MBanoB Mutes, J1.0H.
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUII:
Jlapuna BecennnoBa KoncrantunoBa, Mmaructbp, Karenpa XuMust 1 OHOXHMMUS
Panka IlerpoBa KpHeBa, 10, Kateapa xumus 1 Onoxumus
Aranacka BemukoBa MutkoBa, 10, Karenpa Xxumust 1 GHOXIMHUS
Pymen I'eoprues Jlumntpos, v, CBAJIAT “Maituna oM™ |l rurexkonornana
KIIMHHKA
. Jlon. Emmza MBanosa Trodexunena, mM, CBAJIAT “Maituns tom™ |
TMHEKOJIOTHYHA KIMHUKA
. Camka VBaHoBa PaiiueBa, 1M, LleHTsp 1o kimHWYHA natosiorus “Al-
naboparopus” MBAJI “Anexcannpocka”
BA30BA OPI'AHM3AIUSA: Kateapa memumurcka xumust u ounoxumusi, M®, MY — Codust
PE3VYIITATH:

HaCTOﬂIl[OTO Mpoy4YBaHE OHNPEACiM 4HYECTOTaTa Ha MyTallMM B I'€HaA 3a
OeTa-KaTeHUH MU MAlMEHTH C SHIOMETPHUIICH KapimHOM. M3mo3BaHa Oe mmpoka
U3BaJIka OT OMONCHYHHM MaTepHaiau - 115 oT eHgoMeTpHaneH KapLUUHOM U 8 OT
XHIIepIUIa3usi Ha eHgoMmerpuyma. Ex30H 3 Ha reHa Oe¢ IUPEKTHO CEKBEHHpaH.
YcraHOBHXME MyTallMOHHA 4YecToTa OT 15.6% KoeTo oTroBapsi Ha IMOCOYEHOTO B
mateparypara. Myrtanuu He OsiXa YCTaHOBEHH IPH CIyYaWTe HA XHUIIEPIUIA3HS.
Bwb3pacTtra npu Auartosa He ce pa3idyaBalle ChIIECTBEHO MEX]y CIy4auTe ChC U
6e3 myranus. CpeqHaTta Bb3pacT MPpH MAUCHTHTE ¢ MyTalus € 59.7 ToauHu a mpu
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Te3n 0e3 myramus - 63.2 roguHu. Mytanuu He 0gxa ycraHoBeHM mpu Tum |l
TyMOpH. B 3akioueHue, MyTaluu B reHa 3a OeTa-KaTeHHH Ca CPAaBHUTEIIHO 4ECTO
CbOUTHE TIPU CHIOMETPHAJCH KapIUHOM M IM0-KOHKPETHO HPH TYMOpH OT Tul .
3HaueHNETO UM IIPH XUIIEPIUIa3Hs Ha €HIOMETpHyMa He € JOKa3aHo.

Hayunusr otuer e npuet ¢ JOBPA ouenka no ckanara Ha CMH.

Jorosop Ne 26/2008 r. ITpoyuBane po.sita Ha MOJUMOPPU3MHUTE B TYMOPHHS

Hekpo3eH ¢axTop-aiada (TNF-a) 3a naTonorusira Ha 1epMaTOMHO3UTA B
Bbarapus
BOAEL U3CJTEJOBATEJIL: I'n.ac. JIro6omup Aceno Jypmuries
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUII:
® TIpo¢. o Mapunos Kpemenckwu, am, HI'JI, YCBAJIAT “Maiiuun nom”
® [Ipod. Huxonait Koncrantunos IlankoB, noxrtop, KimHuka mo nepmaronmorus u
BEHEPOJIOTUA
® Ac. Pagxa IlerpoBa KbHeBa, mokrop, Karenpa menunuHcka XuMHS U OMOXUMMS;
MM
® 3opuuna ['anyeBa Kamenapcka, np, IMM
Panocnasa BosroBa Capbesa, 10, [IMM
® (Cranucnasa Banosa Jlumutposa, nadbopaut, LIMM
BA30BA OPI'AHM3AIUSA: Knuarka no nepmartonorust U Beneposorus, M®, MY-Codust
PE3YJITATH:
W3cneasaneTo e MbpBYU IO poJa CH OIMT 3a U3SICHABAaHE HAa FeHETHUHUTE
OCHOBM Ha JIepMaTOMMO3UTa Y BB3PACTHU NpPHU OBJITapcKU MalUeHTH. 3a LelTa
Gelie aHaM3UpaHa acoluanusTa Ha urect nojaumopdusma B TNF-a rena (-238G/A,
-308G/A, -857C/T, -863C/A, -1031T/C u +489G/A) cbc 3abonsBanero. B
H3CIIeBaHEeTO Os1Xa BKIIFOUSHH 23 MalfieHTa ¢ AepMaTOMUO3UT Y BB3pacTHH, 15 cbe
CHCTEMEH JTyITyC epuTeMaTo3yc U 41 HEpOACTBEHN KOHTPOJH, KOUTO CHOTBETCTBAT
Ha OOJIHUTE 1O TOJ, BB3pACT M €THHYECKa MpuHaIuIexkHocT. [lommmopdusmure
Osixa onpenenenu mocpeactsoM RFLP amamms. Tlopagm mankust Gpoil nscneaBanu
MalUEeHTH HUTO €IWH OT M3CIEABAaHUTE MOIMMOP(U3MH HE MOXa Ja JOCTHIHE
CTaTUCTUYECKA 3HAUMMOCT, HO reHoTHsT TNF-a -1031C/C noka3sa TeHaeHIus 3a
aconuupane ¢ jgepmaromuosura y Be3pactau [p 0.125, OR 4.0 Cl 0.34-46.68] u
cucteMHus Jymyc epuremarosyc [p 0.068, OR 6.3, Cl 0.52-75.34]. Yecrorara Ha
TNF-0.238 A anenmpT ce 0ka3a MHOTO HUCKa B OBJTapcKaTa MOIMyJalyns 3a pa3jinka
OT OCTAaHAJIUTA €BPOMEHCKHU MOITyJIAlNH, 32 KOUTO € JIOKJIAJIBaHa YEeCTOTa OT OKOJIO
7%. OT BCHYKH W3CIEABAHU WHIUBHIH, CITUH CTUHCTBEH MMAIMCHT ChC CUCTEMEH
JIyIyc eputemMarosyc ce okaza Hocuten Ha TNF-a 238 A anena. I'enotunst TNF-a
-857 G/G [p 0.015, OR 6.19, Cl 1.24-30.96] u anensT -857 G [p 0.021, OR 4.82, ClI
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1.06-22.0], xakTo u renorunrsT TNF-a +489 G/G [p 0.049, OR 3.8, Cl 0.93-15.53]
u anenrbT TNF-a +489 G [p 0.059, OR 3.1 CI 0.85-11.28] moka3BaT TeHAeHIMs 3a
acolMalnusl CbC CUCTEMHHMA JIYIIyC €pUTEMATO3yC, HO HE U C JAEPMaTOMUO3UTA Y
BB3PaCTHH.
HAYYHHU ITYBJIUKALIUU U ITPOSIBU:
e Dourmishev LA, Dourmishev AL. Dermatomyositis: Advances in Recognition,
Understanding and Management; Springer-Verlag Berlin and Heidelberg, 2009,
XVII, 354 p. ISBN: 978-3-540-79312-0 (MoHorpadus)
. Dourmishev LA. Dermatomyositis: update 2009. 10" International Congress of
Dermatology, Prague May 20-24, 2009 (mienapes 10KJIaa Ha IIOKAHEH aBTOP).
e  Dourmishev LA. Idiopathic inflammatory myopathies: -classification and
assessment of the cutaneous manifestations. IV Congress of Dermatovenerologists
of Macedonia with International Participation, Ohrid, Macedonia, September 23-
26, 2009 (moxma).

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

orosop Ne 23/2008 r. BbBexkaaHe HA MOJIEKYJISPHO-OHOIOTMYEH JTHK METO/

3a IMarHOCTHKA HA X0peaTa Ha XbHTUHITOH B Bbarapus
BOAELL U3CJIEJOBATEJI: bunsina I'eopruesa ['eopruesa, 10KTOp.
YJIEHOBE HA U3CJIEJOBATEJICKUS EKMII:

. IIpodp. Banpo HMBanoB MureB, n6H, Karempa mo MenuuuHcka Xumus u

Buoxumus,

. I'mac. AnGena IIppBanoBa Tomoposa, 16, Katenpa mo Memumuacka Xumus u

Buoxumust

. Tuxomup IIspBanos Tomopos, nokropanT; Karegpa mo MenuuuHcka Xumus U

Buoxumust

. BopucnaBa MunueBa TameBa, Ouonor, Karenpa mo Menumuacka Xumus u

Buoxumust
BA30BA OPI'AHU3ALUS: MO, Katenpa no Menuuuncka Xumust 1 buoxumust
PE3VYIITATH:

C paboraTa MO HACTOSIIUS TMPOEKT YCIENIHO OsXa BBBEACH Yy Hac
Mostexyssipo reHetnyHu JIHK meroam 3a muarHocTrka Ha OONHH ¢ Xopea Ha
XBHTUHITOH. ToBa € TEXKO AaBTO30MHO  JIOMHHAHTHO  IPOTPECHBHO
HEBpOJIET€HEPATUBHO 3a00IIIBaHE aCOLUMPAHO C XOPEUIHH JBWKECHUSI, IBUTATEITHU
W TICHXUATPUYHU OTKJIOHEHHA M JEMEHIUsA, IBJDKANl0 CE€ Ha EKCIIaH3Us Ha
TpuHyKIeoTHIHES TOBTOp CAG (IONMHUTITyTaMHHOB TTOBTOD), JIOKAJM3UPAH B €K30H
1 B rena IT15 (HTT). Hopmanuo nipu 3apasu uaausuau 6posit Ha CAG-noBropute
e <35, a mpu maroJiorusi OposIT UM HapacTBa Haja 36 KOMHUs, KATO TIEHETPAHTHOCTTA
Bapupa. BpBeAEHUAT OT HAC AMArHOCTUYEH IOJXOJ CE OCHOBaBa Ha TEXHHUKAaTa Ha
MoJMMepa3Ha BEpIKHA PEaKilns, MPOBEKAaHa TIPH BUCOKO ChABPKAHUE HAa OCTauH
B pEaKUMOHHAaTa CMEC, C KOETO C€ OCHUIypsiBa YCIEIIHO HAaMHO)KaBaHE Ha
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¢bparmMeHTH  chabpkamm TpuHykineotuaHus nosrop (CAG)n. TlomyueHute
aMIUTH(HUKATH MOTAT Ja ce KOHTPOJIUPAT 4pe3 pa3feiHe B arapo3Ha eaekrpodopesa
Y BU3YQJIU3UpAT C €THIUEB OpOMHJ, a TOUHHUS Opoll Ha MOBTOPUTE CE OMpEnems
Mpenu3Ho upe3 TpaHchep Ha aMIUTMQUKAIMOHHUTE TPOAYKTH Mo Southern u
xubpunmsupann ¢ DIG-Genszana (CAG)s-coHma wimm 4pe3 pasieisHe Ha
MPOAYKTUTE TOCPEJCTBOM  KamwispHa eleKkTpodope3a Ha  aBTOMAaTHYCH
cekBeHaTtop. B mpoyuBaHeTo 0s5Xxa BKIIOUYEHHM 7 HEPOACTBEHH OBITapCKH
CeMeHCTBa, KaTo JUarHo3ara xopea Ha XbHTHHITOH O¢ MOTBBpJACHA Npu 8 OOIHH,
MpU €OUH ManueHT auarao3a HD Oemre oTxBbpieHa W 5 314paBU MHOUBHIA Osxa
ONpeNeNieHd KaTO HEHOCHTENM Ha IaTOJOTWYHATa ekcnaH3us. OmnucaHusT
OUAarHOCTUYEH MOIXOJ OCUTypsiBa Obp3a, €BTHHA, JICCHA W TOYHA TUArHOCTUKA, C
KOETO C€ OCUTypsiBa aJeKBaTHA TE€HETHYHA KOHCYNTAIMs M NPOQHIAKTHKA Ha
3a0o0JIsIBaHETO B ceMeiicTBaTa ¢ Xxopea Ha X bHTUHITOH.

HAYYHU NYBJIUKALIUU U ITPOSIBU:

e T Todorov, A Todorova, B Georgieva, V Mitev. A unified rapid PCR method for
detection of normal and expanded trinucleotide alleles of CAG repeats in
Huntington Chorea and CGG repeats in Fragile X syndrome. Genetics and
Molecular Biology, 2009, submitted

e A Todorova, T Todorov, B Georgieva, A Kirov, L Angelova, S Kalenderova, V
Mitev.

PCR of (CAG)n repeats in Bulgarian Huntington chorea patients. Presentation
Number: P12.090. European Human Genetics Conference, May 23-26, 2009 - ACV, Vienna,
Austria. Eur J Hum Genet, 2009,17(Supl 1):328-329.

Hayunust otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 15/2008 r. AHa/iu3 Ha rojeMu reHOMHH JieJIelHd, HHCEPIHH 1
npenapexaanusa B MLH1 u MSH2 renute npu 0bJarapcku nanueHTH ¢
KOJIOpPEKTAJIeH KapIHHOM

BOJEL U3CJIEJAOBATEJIL: Cr.ac. Panka [lerposa KvHera, 16
YJIEHOBE HA U3CJIEJOBATEJICKUS EKMII:
. Ipod. NBo Mapunos Kpemencku, mvu, CBAJIAT “Maitann gom”

. Atanacka BennukoBa Mutkosa, Jloktop, Monekynsapen 6uosnor, LIMM

. Tans Kupuiosa Kaguiicka, JJoktop, Monexynsipen 6uonor, ELTA'90M

. [Japuna BecenuoBa Koncrantinosa, Jlokropant, Karenpa ,, Xumus u 6noxumus”,

. TIpod. Jamsn HukonoB amsHoB, 1M, KIHMHUYEH LEHTBP MO racTpO-CHTEPONIOTHS,
Xupypriana kmnavka, YMBAJL , Hapuia Hoarna”

. Emun KoctaguHoB Bbiaes, mokropant, KIMHHYEH LEHTHP IO TaCTPOSHTEPOJIOTHS,
Xupypruuna knuauka, YMBAJL , Iapuna Moanna”

. Jon. Tarana MBanoBa BumaiikoBa, nm, Karempa ,Xumus u Ouoxumus”, MO,

Tpakniicku YHusepcurer, Ct. 3aropa

51



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

. Jou. Mas BnanoBa I'eiib0O0Ba, 1M, Katenpa ,,O0ma u kiuanyHa naronorus”, MO,
Tpakniicku YHusepcurer, CT. 3aropa

BA30BA OPT'AHM3AIUA: M®, Karenpa no AkymepcrBo u I'mnekonorus, CBAJIAT

Maiiuun nom” , Hanmonanna ['enernuna Jlabopartopus, MM

PE3YJITATH:

VYcraHOBeHO €, ue IpUYMHATA 33 3HAUUTEICH MpPOLEHT OT
repmuHatuBHuTe HNPCC MyTanmu ca nenenuu, HHCEpLUUH U MPEHAPEXIaHUS Ha
eauH win nosedye ex3oHd B MLH1 u MSH2 renute. B HacToAmoTo uscieasaHe
Oeme mpoeeaeH MLPA ananmu3 3a Haauyhe Ha TojeMH T€HOMHH IPOMEHH B
MLH1/MSH2 renute mpu 38 Obnrapcku mamuenta ¢ KPK, mpu kouro He Osixa
OTKPHUTH CMUICHETHYHH IIPOMEHH ¥ MYTalMd C TPaJAUIMOHHHTE METOAU 3a
MYTaI[IOHEH CKpHHUHT. YecToTara OTKPUTHTE T'€HOMHH npomeHH Oemie 15.8%,
aHAJIOTMYHO Ha JIaHHUTE, NOJIy4eHU IPU H3CJIe[BaHE Ha JPpyrd nomyiaauuu. bsaxa
otkputu 3 genetpu B MLH1 (7.8%): del MLH1 ex 7 npu maunuent ¢ KPK or
ceMeiicTBO cbe cuuapoM Ha Jlnna; del MLH1 ex 9-14 u del MLH1 ex 2, choTBeTHO
mpu 1Be xeHu cbc crnopagumdeH KPK w panHOo Hauwamo Ha 3abomnsBaHETO.
Hawmepenure reHomun npomern B MSH2 (7.8%) Gsixa dup MSH2 ex 9, otkputa B
JIBaMa TIAIIMEHTH OT JBE PA3IMYHK CEMEHCTBO ChC CHHAPOM Ha JIluny u del MSH2
ex 3 mnpu enuH mnamumeHT cbc cnopagmdeH KPK. Bewukun cmydam ¢
JEJICIMN/IyTUIMKAUY ~ KOpeJMpaT ¢ BHCOKA CTENeH Ha MHKpPOCATeMTHA
HecTabuiHOCT. B 3aknroucHue, komMOuHUpaneto Ha MLPA ¢ KOHBECHIIMOHATHHUTE
METOJM 32 MyTallMOHEH aHaju3, OM JOBEJO O OTKPUBAHE Ha IIBJIHUS CHEKTHP OT
mytarmd He camo npu mnammeHTH ¢ KPK, HO m mpum gpyrum 3abonsBaHus B
bobarapckara nomynanusi.

HAYYHU IYBJIUKALIUU U TPOSIBU:
e Vlaykova T et al. (2009) DNA mismatch repair system in sporadic colorectal
cancer. Scientific conference with an international participation “Stara Zagora-

2009”, Stara Zagora, Book with reports, 8:320-327.

e  Mitkova, AV et al. Microsatellite instability and promotor hypermethylation of

MLH1 and MSH2 in Bulgarian patients with sporadic colorectal cancer. European

J. Human Genet. 2008;16(2): 193.

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Horosop Ne 28/2008 r. MUKpPOCTPYKTYpHH HeGaJaHCHPAHU F€HOMHH POMEHH
NPH NAIHEHTH ¢ NINONMATHYHO YMCTBEHO H30CTaBaHe
BOJELL U3CJIEJAOBATEJIL: [Ipod. para NBanosa ToHueBa, 10H,
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUAIT:
. I'n.ac./1-p Panocnaa BacuneBa BwkapoBa, Kateapa no MenuuunHcka reHeTHKa
. I'n.ac./l-p UBanka HMcranusnosa Jlumosa, 1M, Karesnpa mo MeauimHcka reHeTHKa
. Cr.ac. I-p Casuna I[lerpoBa Xamkunekosa, Karenpa no MeauiuHcka reHeTHKa
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. Jou. Panka Tun4esa, 1M, KiMHKMKA 0 €HJOKPUHOJIOTHSL, TMa0ET 1 TeHETHKA

. Cr.ac. I-p danuena AmpxueBa, KilmHuka 1o eHJOKpUHOJIOTHS, TUA0ET U reHeTHKa

. Jou. CunBust Acenoa lllonosa, JleTcka KJIMHUKA ,,AJIEKCaHJPOBCKA”

BA30BA OPI'AHM3AIUSA: Meuuuucku ¢akynrer, Kateapa no Meaumuncka reHeTHKa
PE3YJITATH:

Jecer narnuenTta ¢ ymcrBeHo nzocraBane (Y1), m3ocraBaHe B pa3BUTHETO
(P) u Bponernu mandopmarmu (BM) ¢ HenszBecTeH Mpou3xox Osxa U3CIEIBaHH C
BHCOKOpe3omoTuBeH MukpounnoB JIHK awamus (array CGH). Msmonssanu ca
MHKpPOYHUIIOBE ¢ JBe cyOmonera, chappkamu 4400 BAC-kinona ¢ pesomronus 565b
Kb JHK(BlueGnome, Cambridge, UK). [Tpunoxen e gombiaaurens FISH ananus ¢
BAC —knonoBe 3a Banuaumpane Ha Haxomkara or array CGH. Creundudnun
(CHOTHUITHO 3HAUYMMHU T'€HOMHH a0epaluy 0siXxa OTKPUTH NPU 5 OT HM3CIICIBaHUTE
nanueHTH. B mepBus cnywair (Momue ¢ VP u BM) Hamepuxme 1€ HOBO
del(9)(p24.2;p23) u dup(8)(g24.22;924.3). FISH — excnepument ¢ BAC — kioH
NOTBBPIHM Haxoakara. IIpu Bropus mamueHt (Momude ¢ P u BM) otkpuxme dup
(1)(942.3;044) u del(6)(925;027). IpemioxkeH ¢ MOTCHIMATICH KaHAUIAT- TCH 3a
arcHesmsATa/ XWIONa3usATa Ha Kopryc kainosyMm. Tperoro mere mokasa 2,2 Mb
nenenust B (18)(p11.22;p11.21) — pernona u amrupukanust B 6q16.1 — cyGienra.
Ilpu yerBbpTHA ciaydail ce ycranoBu 1,362 Mb ammmmdukaius, oOxBamiama
16p11.2 — nokyca u npu nocneanoto aere array CGH paskpu nenenus va 639,2 Kb
B 14023.3 - peruona. Pe3ynrature oT HamieTo Ipoy4yBaHe IoKa3BaT, ye array CGH
—aHAIM3BT: YABOSBa CTENEHTa HA JETeKIWs Ha HeOaJaHCHpaHW TEHOMHH
W3MEHEHUS; JlaBa BBMOXKHOCT 3a YCTAaHOBSIBAHE Ha TE€HOTHN — (EHOTHIHH
KOpenamuu ¢ WASHTUQUIMpPaHe Ha HOBM KaHIWIAT —TEHH; YCTaHOBSBA
nonumopuu Bapuantu B 6post korust (CNVS); mo3BossiBa TOYHOTO OMpeeNsHe Ha
JIOKyca M pa3Mepa Ha XpOMO30MHaTa abepamusi.
HAYYHU IYBJIUKALIUU U TPOSIBU:

e  Hadjidekova SP et al. De novo partial monosomy 9p del(p24.2;p23) and partial
trisomy 8q dup(q24.22;q24.3) revealed with array based comparative genomic
hybridization. Prepared for submitting for publication.

e  Xamkunexoa CI1 u gp. Yactmuna tpusomus (1)(q42.3;044) u monHo30MUS
(6)(6925.3;6027), paskpuTi ¢ MUKPOYHIIOBa TCHOMHA XMOPHIM3ALMS [IPH JIETE C
HesiceH MaidopmartuBeH cuaapoM. [loaroTBeHa 3a n3npaane 3a myOJIMKyBaHe.

e  Hadjidekova SP et al. Genome-wide array-CGH screening in a patient with severe
developmental delay and congenital abnormalities. Bulgarian-Japanese
Symposium. Genomics and Proteomics in Personalized Medicine. Sofia, Bulgaria,
March 19-20, 2009. 39 -39

. Hadjidekova SP et al. Detection of pathologic cryptic chromosomal imbalances by
array- cgh in two patients with developmental delay and congenital malformation.
8th Balkan Meeting on Human Genetics. Cavtat- Dubrovnik, Croatia, May 14-17,
2009. 84-85

. Hadjidekova SP, Avdjieva—Tzavella DM et al. Array CGH identified rare
chromosomal micro-imbalances in three patients with congenital malformations
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and mental retardation. 4th Eastern European Conference for Rare Diseases and
Orphan Drugs “Together for Integrative Approach to Rare Diseases”. 13-14 june
2009 Plovdiv, Bulgaria.

Hayunusr otyer e npuet ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 24/2008 r. MLPA anaiu3 3a OTKpUBaHe HA roJeMH JIeJIeuH U
AYNJINKANHY B AHCTPOoduHOBHS reH. CKPHHUHT NPH OBJITapcKy MANMEHTH €
MycKyJHa auctpopus tun Jromen/bexep
BOJELL U3CJIEJAOBATEJIL: I'n.ac. Anbena I[IspBanosa Tomoposa, TOKTOp
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIL:
. TIpod. Banbo Mures, 16H, Karenpa mo Meaununcka Xumust u buoxumus, MM
. Ac. bunsna I'eopruesa, nokrop, Karenpa no Meauuuncka Xumus u buoxumust
. Tuxomup Tonopos, nokropanr, Karenpa no Meaununcka Xumus u buoxumus
BA3OBA OPI'AHM3ALUA: MVY-Codus, MO, Karenpa mo Meauunncka Xumus u
Buoxumust
PE3YJITATH:

B wnacrosmms npoekr ¢ MLPA (Multiplex Ligation-dependent Probe
Amplification) meron 6sixa wm3cinenaBaHd o0WO 24 HEPOJCTBEHH CEMEHCTBA C
KIMHUYHA [UarHo3a MyckymHa auctpodus romen/bexep (AMA/BMIO); 3 ot
ceMeiicTBaTa ca 06e3 MH/IEKCEH ManneHT. To3u MeTo I03BOoJIsIBa ThPCEHE Ha FOJIeMU
JeTIeIMN/ IyTUTMKAlUK B TUCTPO(HHOBUS I'eH - Haif-uecTaTa reHeTHYHa IPUYHHA 32
IMI/BMI. Uscnenpanute 21 6oaHM MOMYETa MO TEKECTTA HA KIMHUYHATA U35ABA
ca knacudummpanu karo: 17 IMJ, 3 BMJI, 1 UM/ (untepmenuepna dopma).
WscnenBanm ca m 25 JXKeHH OT pPHCKOBUTE (aMIINM, 3a OIpefensHe Ha
HocuTenckus uM cratyc. [lpm 3 cemelictBa, MLPA aHanu3bT He OTKpU nedexT,
MOpaan KoeTo Te Osxa IOJUIOKEHH Ha AUPEKTHO CeKBEHHPAHe Ha JIUCTPO(HHOBHS
red. IIpu 23 ot uscnensanute 24 cemeiictBa (95.8%) Gsixa oTkputh Myrtamum: 16
nenenuu (69.6%), 5 aymnukanuu (21.7%), 2 ToukoBu mytarmu (8.7%) (enHata oT
KOHUTO HEMyOJIMKyBaHa B CBeTOBHATa juteparypa). [Ipu 1 manwment (4.2%) He Geme
OTKpHTa MyTalus B quctpodunoBust reH. U mpu 3-te cemeiictBa 6e3 MHIEKCEH
MalUeHT, U3CIIeABaHeTOo Oellle MPOBEJCHO BbPXY MalKHTE HA IIOYMHAINTE MOMYETA
n Osxa uneHTUGHIUpanu aenenud. OT 25-Te W3cieqBaHU >KEHH KbM PHCKOBHUTE
¢damumu, nupektHuAT MLPA anamm3 onpenenu 15 Hocurenku u 10 HEHOCHTENKH
Ha ChOTBeTeH MoJjekyneH aedekr. Hacrosmero m3crmenBane mokasa, ye MLPA
aHaMM3bBT B KOMOWHAIMS C AMPEKTHO CEKBEHHPAHE ITO3BOJISIBA H3SICHSIBAHE Ha
reHeTHYHHs AedekT mnpu nosede ot 95% ot JMI/BM/L ciaydante. Tesn meronn
MOraT Jia ce W3IIOJ3BAaT M 3a JUPEKTHO M3SCHSABAHE Ha HOCHUTENICKHS CTaTyC MpU
JK€HH, KaKTO U 3a JUAarHoCTHKa BBHB d)aMI/IJ'lI/II/I C JIMIICBAIll MHACKCCH ITAallUCHT. ITo
TO31 HAa4YUH roJisgiMa rpyra B’]:HFapCKPI ManMEHTH € MOATOTBCHA 3a aJICKBAaTHA I'CHHA
Tepamnus B Obelie.
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HAYYHU IYBJIMKALIUA U TPOSIBU:

e  Todorova A, Todorov T, Georgieva B, Lukova M, Guergueltcheva V, Kremensky
I, Mitev V.

MLPA analysis/complete sequencing of the DMD gene in a group of Bulgarian
Duchenne/Becker muscular dystrophy patients.
Neuromuscul. Disord. 2008, Aug;18(8):667-70.

e  Todorova A, Guergueltcheva V, Genova J, Mihaylova V, Todorov T, Tchamova
T, Georgieva B, Kremensky |, Tournev | and Mitev V. Molecular diagnostics of
Bulgarian Duchenne/Becker muscular dystrophy patients by MLPA/direct
sequencing. Preparation for gene therapy. Balkan Journal of Medical Genetics,
submitted.

e  GenovaJ, Todorova A, Todorov T, Tournev I, Guerguelcheva V, Mihaylova V,
Kremensky I, Mitev V. (2009). Molecular diagnostic of Duchenne/Becker
muscular dystrophy in Bulgaria preparation for gene therapy by MLPA analysis,
Paediatria Croatica, 2009, 53 (suppl 2) MBB-89, 64. 8" Balkan Meeting on
Human Genetics, May 14-17, 2009, Cavtat-Dubrovnik, Croatia.

Hayunusr otyer e npuet ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 14/2009 r. YectoTa u Xapaktep Ha MyTauuuTe B reia WT1 npu

NauMeHTH CbC CTepOuA-pe3ucTeHTeH HepoTHueH cuHApoM B Bbarapus
BOAELL U3CJIEJOBATEJI: Onra XXuBanosa benuesa, nokTop
YJEHOBE HA U3CJIEAOBATEJICKUSI EKUII:
. Hon. Anenust Xpucroa byea, nm, KinunHuka mo npercka Hedposorus u
XeMoauaiunsa, KaTe;[pa 1o l'[e[H/lanI/Iﬂ
. CranucnaBa MBanoa JluMUTpOBa; MarucTsp; 1abopant; LIMM
. Ipod. Emmn TIeoprues Cumeonos, M, KimHuka 1o neauatpus,
AnexcaHapoBcka OoHHUIA
. Ipod. iBo MapunoB Kpemencku, nm, Hannonanna reHetinyHa nsabopaTopus,
CBAJIAT “Maitunn mom” / IMM
BA30BA OPI'AHM3AIMSA: Menuunucku paxynrer, CBAJIAI , Maitaun nom”, LIMM
PE3VYJITATH:

CPHC (cTepoma-pe3ucTeHTeH HeppOTHUEH CHHAPOM) € Texka (opma Ha
He(PpPOTUYEH CHHIPOM, KOSTO C€ XapaKTepU3upa ¢ JIUICca Ha OTTOBOP KbM Teparus
¢ xoprukocrepongu. OTrpaHHYEHHTE BB3MOXHOCTH 32 JICUCHHE OIPENeNsIT
MOBUIICHUSI PHCK OT TOsBaTa Ha YCIOKHEHUS M Pa3BUTHETO Ha ObOpedHa
HEJOCTAaThYHOCT TPHU 3acerHaTHTE Jella, W OOSCHSIBAT HAy4HUsT WHTEPEC KbM
TCHETUYHUTE OCHOBU Ha OoJiecTTa. HacToSIUAT MPOEKT € MbPBU M0 POJa CH OIHT
B brarapus 3a onpenensHe Ha posnsra Ha WT1 myTanuurte 3a matosiorusra Ha
CPHC. B wmscnensanero 0Osixa BkmodeHH 14 nema cec CPHC, mpensaputenHo
n3cnenBaHn 3a wyrtanmu B reHa NPHS2. 3a Bceku ot mamuenTture 0Osixa
CEKBEHHPAHU €K30HHUTE M €K30H-UHTPOHHUTE TpaHuny Ha reHa WT1. [Ipu egno ot
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H3CIIEABAHUTE JIella, MOMHYE, O€¢ OTKpUTa XETEPO3UIOTHA HYKJICOTHAHA 3aMsHa
C1184T B ex30H 9, KkosiTo ce u3passiBa B cyocTuTyuusara Ser395Tyr na O6enTh4HO
HuBo. Ta3u 3amsiHa 3acsira KOHCEPBAaTHBHA aMHHOKHCEIMHA BbB (YHKIHOHATHO
Ba)XKCH JJOMEH Ha Oenthka. Twit kaTo 3amsHata C1184T He Ge OTKpHTa IPH MOBEYEC
oT 40 31paBU XPOMO30MH, CTHTHAXME JIO0 3aKIIOUCHHETO, Y€ TS € 0OJIEeCTOTBOPHA
JOMUHAaHTHa MyTalusi HMama oOTHolleHue KbM mnarosorusta Ha CPHC.
UzsacHsBaHeTo Ha TOYHHS e(peKT Ha MyTanusTa BBpXy poisra Ha WTI1 3a
pa3BuTHETO M IudepeHIHalMATa HA KICTKHTe Ha ObOpeKa Hamara MpoBEeXIAHETO
Ha JONBJHUTEIHH H3CICIBAHHA C IOMOLITa Ha KOMMIIOTBPHO MOJEIHpaHe U
(YHKIMOHATHY aHAJIHU3H.

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Horosop Ne 34/2008 r. CKpUHMHIOB AHAJIM3 HA AMHHOKHCEINHU M MOJIHAMUHI

B IJ1a3Ma M YPHHA C eJI paHHA AuarHocruka Ha Gyrate atrophy
BOJELL U3CJIEJOBATEJL: Credan Cretosapos [leTpos
YJEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:

. TIpod. -p Banbo MBano Mutes, Karenpa ” MeauimHcka XUMust 1 OHOXUMHS”

. Jronmuna Binagumuposa MateBa, XUMUK, KaT.” MeIUUMHCKA XUMHS 1 OMOXUMUS™
BA30BA OPITAHU3ALUS: M®, Kar.” MeauuuHcka xumus 1 Ouoxumus”; 3xpase 2,
Codus 1431
PE3YJITATH:

Pazpaboruxme HOB u uyBcTBHTeneH BETX-merom c¢ dmyopecueHTHa
JETEKIHs 32 €AHOBPEMEHEH aHAN3 Ha aMUHOKHCEIIMHHU W TIOJIMAaMHUHU B TIa3Ma U
ypuHa ©Oe3 TmpeaBapuTenHa o0paboka Ha mpoOuTe, Clel IPEeIKOIOHHA
nepuBatusanus ¢ Fmoc-Cl. I'paauenTa Ha pasjessHeTo ¢ B paMKUTE Ha 75 MUH.
Pesynrarure nokassar no0pa JMHEHHOCT B KanuOpaunuoHHUs uHTEpBan ot 5-100
UM u mmmeen xoeduuent r’ mo-romsm or 0.95. UyBCTBHTENHOCTTA HA METOJA -
LOQ e B untepBana 333-1300 fmol u LOD 98-390 fmol 3a 20 mukpomurpa
WHXEKTHpaHa mpoba. PenmponykriuBHOCTTA Ha MeTona m3paseHa upe3 R.S.D. e or
1.33 1o 4.89%. Karo BwTpemeH cTaHmapT H3MON3BaxXMe 2-aMHHOXENTAHOBA
KHCEITHA.

Hayunust otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.
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Jorosop Ne 33/2008 r. U3mepBaHe Ha MVIa3MEeHUTE H YPUHAPHU HUBA HA
HOpMeTaHe()PHH M MeTaHe()PUH KATO BUCOKO YyBCTBHTEJIEH TeCT 3a

JeTeKTHPaHe HA MPeANCcHo3uuus KbM (peoXpoMoLUTOMA NIPU NAIMEHTH €
6osiect Ha von Hippel-Lindau u MEH cunpom

BOAELL U3CJEJOBATEJI: Jlronmuna Bragumuposa MateBa
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:

. Ipod. Banbo VBanoB Mures, Kateapa ” MeauuHcka Xumust 1 OHOXUMUS”

. Ac. Credan Ilerpos, xumuk, Kateapa ” MenuuuHcka XUMusi 1 OHOXUMHUS”
BA30BA OPTAHM3AIUA: MO, Kar.’Menuuuacka xumus 1 Ouoxumus”; 3apase 2,
Codus 1431
PE3YJITATH:

Karexomamuuure W  MeTaHepUHHTE WrpasT BaxKkHa posl  3a
“HpOpPMaIHATa 32 TPAHCMUCHATA M PETYNAlUsITa Ha METa0oM3Ma B YOBEIIKOTO
Ts10. KonmyecTBEeHOTO ompenensHe Ha KaTexOJaMUHUTE W MeTaHeppHHUTE ca
BaXHM OT JAWAarHOCTHYHA TJeJHA TOYKa 3a TojsiM Opoid 3a0oNsABaHUS KaTo
XurepTeHsus, GpeoxpomoruTom, Gonmect Ha von Hippel-Lindau, muHoXecTBeHHA
CH/IOKpUHHA HEOIUIa3us THIT 2, HeBpoOiIacToM, Oonect Ha [lapkuHcoH, Anxaiimep
u np. Msmomeaxme BETX-meronm ¢ ¢uiyopeciieHTHa IETEKIUs 3a aHaIW3 Ha
KOHIICHTPAIIMUTE Ha KaTEXOJaMUHH U METaHE(PPUHH B IPOOH OT IU1a3Ma U ypuHa.
KoHieHTpanuute Ha KaTexOJIaMUHH U METaHC(PUHH B MPOOH OT IUIa3Ma U ypuHa
0sixa CpaBHEHHM NpH 3ApaBU JOOPOBOINM M MPU MAUEHTH C (PEOXPOMOIUTOM,
Gonecr na von Hippel-Lindau, MHoecTBeHa HIOKPUHHA HEOTLTA3UsI THUII 2.

Hayunusr otger e npuet ¢ /[OBPA ouenka no ckanara Ha CMH.

Crnopasymenne Ne 5/2008 r. no Jlorosop Ne 4/2007 r. ITpomenu Ha

HHUTOCKEJIETAa HA eNMUTEJHUTE KJIETKH HA CTOMAIIHATA JUTaBULA B Pe3yJTar
Ha B3auMmojeiictuero ¢ Helicobacter pylori
BOAELL U3CJEJOBATEJL: [lou. 305 AnrenoBa CriacoBa, M
YJIEHOBE HA U3CJIEJOBATEJICKHUSA EKHUIL:
. Jou. Bacun [lonueB Jlonue, nam, Karenpa mno aHaToMusi, XHCTOJNOTHS U
eMOpUoIoTHst
. Jou. Jlronmuna bostnoBa ['eopruesa, nm, Kareapa nmo Mukpobuonurus
BA30BA OPT'AHU3AIUSA: M®-Codus: Karenpa Brerpemnn Gonectn; YMBAJT “Cs.
WBan Punckn”, KnnHuka 1o racTpoeHTepOoIorus
PE3VYJITATH:
Nudexmms ¢ H. pylori mokazaxme npu 19 ot uscnensanure 49 nuia (39
%). Ilpu ocTaHannTe HE YCTAHOBUXME HaJM4YHe Ha OAKTEPHH C JBAaTa W3MO3BaHU
IUAarHOCTUYHU TecTa. BbpXy mpemapatéd onsereHH ¢ (iayopecuuH (arouaus
CpaBHHXME MoJpeadara Ha aKTHHOBUTE MOJEKYNIH IPH EMHUTETHUTE KISTKH Ha
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cTOMaxa Ha MalMeHTH ¢ Wik 0e3 Hanmaune Ha H. pylori undexuws. [Ipu enurennuTe
KJIECTKM Ha crToMaxa Ha manueHtd Oe3 H. pylori akruHOBuTEe Monekynn Osxa
pa3NoyoKEeHH HEMOCPEICTBEHHO MOJA KieThyHaTa MeMOpaHa. Haii-uspasena Oe
peakiusTa 1Mo GaszanHara IMOBBPXHOCT Ha KJIETKATa, ClIe]l TOBa IO JIATCPaTHUTE U
ctpanu. Cmabo Oe cTpymBaHETO Ha aKTHHOBH MOJIEKYIM IO aluKajJHaTa
noBBpXHOCT. B mpemnapatute ot Gonuu ¢ H. pylori uadexuus, cnen tperupase ¢
antiCag A antutsuio Busyanusupaxme Cag A MO3UTHBHHTE OAaKTEpUH, KaKTO U
omyaraHus Ha aHTH - Cag A KOMIUIEKC B €HUTEIHUTE KIETKH. B emuTeIHuTe KISTKH
OT CTOMAIIIHA JIMTaBUIla HA MH(EKTUpaHUTE OOJIHH OTKPHXME CTPYIIBaHE HA aKTHHA
MPeAUMHO TI0 JIaTepaHUTE, B TO-MaJKa CTENEH M MO Oa3alHH MOBBPXHOCTH Ha
KIIETKUTE. YCTaHOBHU C€ CHJIHO HaMaJeHHe JO ITbJIHO M3Ue3BAaHE HAa aKTHHA BBPXY
anukanHara crpaHa. Anti-Cag A Kkomiiekc, ce HaOJroJaBamie Haii-Bede 110
0azayHaTa MOBBPXHOCT Ha KJIETKaTa W B 110 MaJKO KOJMYECTBO IO CTPAaHHYHUTE
noBbpxHOCTH. Cag A TO3UTHUBHUTE OAKTEPUM OTKPHUBAXME II0 MMOBBPXHOCTTA Ha
enuTeaHuTe KiIeTku. [Ipu naruentn ¢ H p. mHOEKIWs, enUTeINUTE Pa3oI0KeH! B
omm3oct ¢ Cag A MO3UTHBHHTE OAKTEPHHU ChIBPKaxa yBEINUCHO KOJIMYECTBOTO Ha
aKTHHA, B CPaBHEHHE C KIETKUTE DPa3MONOXKEeHH Janed oT bakrepuure. Haii- gecto
antiVac A/ Vac A mo3uTHBHH KOMIIEKCH HabfoaBaxmMe B GIIM30CT C KIEThYHHUTE
MeMOpann. Ha mecra ce BmXgaxa KIETKH, HAIOAOOSBAIIM TOJEMU BAaKyoOIH C
WHTEH3UBHO oTiarane Ha VaC A mo cteHara. OOMKHOBEHHO c€ OTKpHBaxa KaTo
eauHnuHM KiIeTku.Ha MecTa ce cpemraxa KJIeTKH ¢ MHOTO UHTEH3UBHO HaTOBapBaHE
c antiVac A/ Vac A komruiekcu. IIpu TSIX O3UTHBEH G 1 MaTEPUATBT Pa3ONOKEH
BBB BBTPEIIHOCTTA Ha KieTkaTa. Ilo3uTHBHUpaxa ce U HAKOM KIETKH Pa3NOIOKEHU B
cyOenurenHaTa ThbKaH. Hamepuxme mapanesiHo yBenndyeHHe Ha (uOpuiapHus
aKTHH B KJIETKHTE TPEJCTAaBAIIN BUCOKO ChABbpKaHKe Ha Vac A.

HAYYHU NYBJIUKALIMU U ITPOSABU:

. CnacoBa 3, [lonues B, bosiHoBa JI. HsAkoil npomMeHHM Ha IMTOCKENETa Ha
ENUTENHUTE KIETKM OT CTOMaIlHaTa Jiurapuna Ha 6onuu ¢ H. pylori undexuus B
pesyarar na Cag A. Bearapcka xemaroracrpoenteposnorus. 2; 2009 (mox meyar)

. B MomeHnTa TIOATOTBAME CII€ABAIlA CTATUA TPETUPAIla HAIIATE PE3yJITATH OTHOCHO
HAJIMYUeTO Ha akTUHA U VacC A B OHONCHYeH MaTepHas OT CTOMAIIHA JINTAaBHLA OT
6omun nHbekTrpanu ¢ H. pylori.

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Jorosop Ne 18/2008 r. Posisi Ha HeBPOHAJIHATA a30TE€H OKCH/] CHHTa3a B

peryJjanusaTa Ha IJIAa3MEeHATa PeHHHOBA AKTUBHOCT M 0bOpeyHaTa
eKCKpeTOopHa GYHKIUS Y CIOHTAHHO XUIEPTEH3NBHU MIBX0BE
BOJEILL U3CJIIEAOBATEJI: I1ets [TaBnoBa MapkoBa
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:

. Cr.ac. Pene JlumutpoBa Musesa-Ilonosa
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. NBan KoncrantunoB Yakanos, CTyAeHT

e  Teopru CredpanoB JIIOTOB, CTYIEHT
BA30BA OPI'AHM3AIUA: Meaunuucku @axynrer, Kateapa no ®usnonorus
PE3VJITATH:

ILlenra Ha HacTosAIOTO wH3clIeqBaHE Oelle MNpoydBaHE pOISITAa Ha
HeBpoHaIHaTa asoTeH okcun cuHTasza (NNOS) B perymaummsita Ha mIa3MeHaTa
pennHoBa akTuBHOCT (PRA) 1 Ob0OpeyHara eKCKpeTopHa (DYHKIHS Y CIIOHTAHHO-
xuneprensuBad  wibxoBe (SHR). Excnepumenrtute 0sixa MpOBEICHH Ha
HEaHECTEe3UPaHH MBKKH HOpMOTeH3HuBHHU urbxoBe Wistar u SHR. Cv6upanero Ha
YpHHA M PETHCTpalysiTa Ha apTepHaHOTO HalsraHe Oemle M3BBpIIBaHO B 1Ba 40
MHHYTHH HepHoJa: KOHTpPOJEH Iepuox W 1o BpeMe Ha HecenektuBHO NOS
nuxubupane ¢ L-NAME B noza 0.5 mg/kg bolus, mocnensano ot undysus 0.05
mg/kg/min wmu cenekruBHo NNOS wmHXHOMpaHe upe3 BeHO3Ha WH(Y3us HA 7-
Nitroindazole (7-NI) B mosa 2 mg/kg/h, i.v. KpsBHUTE TpoOH HEOOXOIUMHU 32
omnpenensHero Ha PRA 0sgxa cp0OmpaHu mpe3 apTepUaHUS KaTeThbp B Kpas Ha
eKkcrepuMeHTanHus nepuol. PRA Oeme ompenensHa 4pe3 paadOUMyHOIOTHYEH
kur (DiaSorin). Y HOpMOTCH3MBHHTE ILTBXOBE, KakTo HeceiekTuBHOTO NOS
WHXUOWpaHe, Taka W CeJNeKTUBHOTO wuHXuOuWpane Ha NNOS mnpenusBukaxa
nonmxkasane Ha PRA (p<0.01). 3a pa3snuika oT HOpMOTEH3UBHHUTE TLTBXOBE Y SHR
IUla3MeHaTa pPEHWHOBAa aKTHBHOCT Oellle MOBJIWSHA caMO B pe3yiraT Ha
cenexktuBHOoTo NNOS nuxubupane (p<0.05). ¥V SHR npmioxkenuero na 7-NI
noHmwkH obema otaencHa ypuHa (p<0.05). Bmusaumero Ha NO, mpomyumpan ot
NNOS Bwpxy BomHarta ekckpeuus y SHR BepostHo e pesynratr Ha
B3aMMOJICHCTBHETO MY C pa3IH4yHH (aKTOpH, BHBICYCHU B XunepToHusaTa. ¥ SHR,
npoxyuupasusT ot NNOS a3zoteH okcup ydacTBa B perynanusaTa Ha PRA.
HAYYHU NYBJIUKALIMU U ITPOSIBU:

e  Lyutov G, | Chakalov. Role of nitric oxide, produced by nNOS in the regulation of

Water and electrolyte excretion in spontaneously hypertensive rats. Pharmacology

online, 2008, No 2, 543-549.

. Mileva R, P Markova, R Girchev. Changes of plasma renin activity after selective
nNOS synthase inhibition in spontaneously hypertensive rats. Trakia Journal of

Sciences (in press)

e  Lyutov G, | Chakalov. Plasma renin activity after selective and nonselective nitric
oxide synthase inhibition in spontaneously hypertensive rats, VIII International

Congres of Medical Sciences, Sofia, Bulgaria, 7-10.05.2009, Tribuna Medica

2009, Suppl. to issue 1, p.37.

Hayunust oruer e npuer ¢ OT/IMYHA onenka no ckanara Ha CMH.
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Jorosop Ne 30/2008 r. AkTya/iu3upaHe, ONTHMH3HPAHE U Pa3IIKMPsIBaHe HA
MPOYYBAHUSATA BbPXY I'eHUTe 32 BUPYJIEHTHOCT M MPO(uINTE HA
pe3ucrentHocT Ha Helicobacter pylori y nac
BOAELL U3CJIEJOBATEJL: [lou. n-p Jlronmuna bostnoBa 'eopruesa, M
YJIEHOBE HA NU3CJEJOBATEJICKUS EKHII:

. I'm.ac. Pymsna JlonkoBa Mapkoscka, Katenpa «Meaunuacka MEKpOOHOIOTHSD)

. JI-p auuen Hopnauos, ac., Karenpa «MeIHIHHCKA MEKPOGHOIOTHS

. J-p Tamuna  T'eproBa,  nekap-opauHarop, Karempa  «MenuuuHcka

MHKPOOHOIOTHSD)

BA30OBA OPI'TAHU3AIMSL: Karenpa o muxpobuoiorus, MO, MY-Codus
PE3VYJITATH:

ITepBryHata pesucreHTHOCT Ha H. pylori y Hac Geiue B rpaHuimTe Ha
eBporieiickure, HO To-Bucoka KbM amoxicillin u tetracycline u mno-aucka KbM
metronidazole npu jgemara. Yecrorata Ha mepBuuHara  clarithromycin
pe3ucteHTHOCT ce moBumH 1.8 mpTH 3a 12 ronuHu. YcraHoBeHa Oeme HeoOuUaitHa
MHO)KECTBEHa pe3rcTeHTHOCT Ha H. pylori mpu nekyBaHu U HeleKyBaHH BB3PACTHA
U HelekyBaHH gena. Ilpodunure Ha uwyscTBUTenHOCT Ha H. pylori ca Beue
HETIpeICKa3yeMy 1 TOBa HaJjlara IIMPOKOTO M3IMOJ3BAaHE Ha KYJITYPEIHHS METOJ 3a
oIpeeNsHe Ha pe3HCTEHTHOCTTa. Pa3paboTeH e pyTHHEH MeTo] 3a TeCTyBaHE Ha
rpaHUYHHUTEe CTOMHOCTH Ha aHTuOakrepuanuu cpencrea (MI'C) kem H. pylori,
KOWTO T0Ka3a roysiMo chBrajeHue (90.6-98.6%) ¢ E tecta 1 MPCA. Pesynrarure
ot MJI/IM u E Tecra mokaszaxa no6po ceemanenue (88.8-97.5%) 3a clarithromycin
¢ erythromycin 15 pg/muck, amoxicillin ¢ ampicillin 10 pg/nuck u tetracycline ¢
tetracycline 30 pg/auck (3a mocHeqHUS MPU TPaHUYIHA CTOMHOCT <25 MM), KOEeTo
MoOXxe a Obe OT moji3a 3a pyrnHHaHTa quarHoctuka. [ennte jhp0917 u jhp0918
He 0s1Xa CBBbp3aHu caMo B okoiio 3% ot mamoBere. Yecrorara Ha dupA B obara
rpymna maienTu oemie 33.1%, a mpu O0JHUTE ¢ HHPEKIIUU OT SIMHUYCH IaM Oere
31.4%. Yectorara Ha dupA y Hac e no-uucka ot Tasu B CAILl, Benrus, u llBerus.
He Gsixa HaMepeHM 3HAUMMU pa3jinyusl B yectorata Ha dupA reHa Mexay OONHHTE
¢ IyOJIeHAJIHH 53BH M OCTaHanuTe nanueHTu. He Gele ycraHoBeHa Bpb3ka Ha dUPA
¢ cagA craryca u VacA Sl reHotumna, ¢ TOJNa ¥ IAMOBAaTa PE3UCTEHTHOCT KbM
metronidazole u xem clarithromycin. Baxuo e obave, ye wmamie pasnudus B
4yecToTHTe Ha OUPA —TIO3UTHBHMTE I[AMOBE CIIOpEl BB3pacTOBUTE TIpynu. B
o01mara rpymna naieHTH ¥ Ipu OOJHUTE ¢ HHPEKIUs OT eIHHUYCH IaM, YeCTOTaTa
Ha dupA —mosuruBHHUTE mamoBe npu genara (61.5% u cvotB. 58.3%) Gere mo-
BHCOKa CIIPSMO Bb3pacTHUTE Ha >65 T. (26.7% u cboTB. 19.2%). Ta3u pasnuka Gu
MorJa Ja ce OOsICHH CchC 3aryba Ha reHa B XOJa Ha JBJITOTOJMIIHATA MH(EKIHS.
WsnomsBanero Ha mpaiiMepute Ha Broutet et al. (2001) mogobpu nerekmusita Ha
cagA cratyca Ha 16.1% OT maMoBeTe KaTo CTaTyCchT Ha reHa Gelle onmpeesieH KaTto
MO3UTHBEH BMecTO (anmmBo HeratuBeH B 9.7% ¥ cnabo MO3UTHBHHS pe3yJrar
Oellie MOTBBPACH KaTo MO3UTUBEH B 6.5% OT mamoBere.
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HAYYHU NIYBJIUKALMU U ITPOABU:

Boyanova L, Markovska R, Yordanov D, Marina M, Ivanova K, Panayotov S,
Gergova G, Mitov I. High prevalence of virulent Helicobacter pylori strains in
symptomatic Bulgarian patients. Diagn Microbiol Infect Dis. 2009 (in press).
Boyanova L. Prevalence of multidrug-resistant Helicobacter pylori in Bulgaria. J.
Med. Microbiol. 2009; 58 (Pt 7): 930-935.

Bosinosa JI, ITanoB B, ﬁopuanos J, Mapkoscka P, I'eprosa I', Muros U.
IMpoyuBane Ha excTpaopaiHaTa Jokanu3auus Ha Helicobacter pylori. [Texuarpust.
2009; XLIX (Ne 1): 31-35.

Boyanova L, Stephanova-Kondratenko M, Mitov I. Anti-Helicobacter pylori
activity of Lactobacillus delbrueckii subsp. bulgaricus strains: preliminary report.
Lett Appl Microbiol. 2009; 48 (5): 579-584.

Kamburov V, Boyanova L, Petrova M, Tadjer M, Manova G, Tadjer S, Krastev Z.
Could we assess Helicobacter pylori infection in bloody stomach content? Gl
Endoscopy- standards & innovations. Falk symposium. (p. 45) September 18-19
2008, Maintz, Germany.

Bosioa JI, P Mapkoscka, JI Mopnanos, T’ Teprosa, 3 Cracosa, P Hukoos, JI
Jasunxos, B Kamoypos, Xp XKenes, H Kauapos, E Jlazaposa, I Mutos. ®akropu
Ha BupyleHTHOCT B InamoBere Helicobacter pylori u Tsaxuara uecrora npu
CHMIITOMAaTUYHHU ITalTUCHTH. ()101<na;1) TMu HaunonaﬂeH KOHFpCC II0 KJIMHHYHa
MHKpOﬁHOJ’[OI‘HS{ n I/IHd)eKTOJ'IOFI/I}I Ha B’I).TIFapCKaTa aconuanus Ha
Mukpobuonosute. Benuko TepHOBO, 08-10 Maii 2009 r.

Hayunust otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Crnopasymenne Ne 3/2008 r. o Jlorosop Ne 22/2007 r. [IpoyuBane Ha
puckoBuTe GPAKTOPH U BUCOKOPHCKOBHTE IPYIH 32 aHTHOAKTEPHATHA
pe3ucTeHTHOCT M BUpYJJeHTHOCT Ha Helicobacter pylori y nac
BOJELL U3CJIEJAOBATEJI: Jou. Jlionmuna BosiHoBa ['eopruesa, M

YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUII:

I'n.ac. Pymsina JlonkoBa MapkoBcka, M

J-p N'anmuura Munwosa I'eprosa, opauHaTop
J1-p Januen Banentunos Mopnanos

BA30OBA OPTAHU3ALUSA: M®, Katenpa MeIUIIMHCKa MUKPOOHOIOTHS
PE3VYIJIITATHU:

pylori

[Ipoydyena Oemie mbpBHYHATa AHTHOAKTEpUATHA PE3UCTEHTHOCT Ha H.

mpu 266 TManueHTH ¢ TacTPONYOJCHATHH 3a00JIIBaHHSA, MOMBIHIIH

HeoOXOANMHTE aHKeTH. bellle ycTaHOBeHa PE3UCTEHTHOCT KM BCHUKH H3CIIEIBAHA
aHTHOakTepuanHu cpeacra. OmpeneneHn 0sxa  CONMATHO-AeMoOrpadckuTe
¢bakropu 3a mepBHYHA pesucteHTHOCT Ha H. pylori. PuckoBu dakropu 3a
pe3ucTeHTHOCT KbM Metronidazole Gsixa Hes3BeHOTO 3a00jsABaHE HA MALMEHTA M
MECTOPaK/IaHETO B IpajioBeTe. BOJHHYHUAT HEHTHP € B3MOXKEH PUCKOB (haKTop 3a
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pesucrenTHoCT KbM Clarithromycin. Pesucrentrocrra Ha H. pylori y Hac, KakTo u B
HSKOW JPYTU CTpaHHU IO CBETa, CTaBa BCE MO-MAJKO IpeiackazyeMa u TpsiOBa na
ObJe MOCTOSHHO MOHUTOpUpaHa. Ilo3HaBaHETO Ha pPHCKOBUTE (aKTOpu 3a
pesucrentHoct Ha H. pylori Mosxe na ynecHu TepaneBTHYHUS U300p 32 epauKaIus

Ha wWHQpEKIHITa ¥ MPEMOPHKUTE 32 KYJITYPEIHO HW3CIICABaHE M TECTyBaHE Ha

[[aMOBAaTa YyBCTBUTEIHOCT NPU OOJHU OT BUCOKOPHCKOBHTE TpymH. Pesynrature ¢

PCR moka3axa BHCOKa 4ecTOTa Ha BUpYJIeHTHUs anen iceAl (67.6%) u Ha OIpA B

akTUBHO ((yHKIMOHAIHO) cheTosiHKe (80.0%) KOETO € TPEBOKHO U KOETO TOBOPHU

3a BHCOKA 4eCTOTa Ha BUpyJIeHTHHTe mamoBeH. pylori y Hac. iceAl Gere yecto
acouuupan ¢ apyru (akrtopu Ha BupynentHocrra Ha H. pylori, cagA u vacA sl,

KaKTO W ¢ 4yBCcTBHUTENHOCTTA KbM Clarithromycin. Bsixa ycraHoBeHu faHHHM 3a TeHa

0ipA BBB )YHKIIMOHATHO ChCTOSTHUE (BKIIOUeH) B 80% OT IamoBere, KaTo OT Te3U

ciydan Osxa HamepeHu Haii-uecto 6 CT mosropenus (B 10 ciyuas). T'eHbT OIpA He

Oerre CBbp3aH C MO-TEXKKaTa KIMHWYHA M3sBa Ha MH(pekiusaTa. Bucokara yectoTa

(80%) ma mamoBeTe ¢ OIPA TeH B paMKaTa II0Ka3Ba BHCOKa YECTOTA Ha

BupyieHTHuTe mamoBeH. pylori y Hac. Haii-uecrara ToukoBa MyTarms, CBbp3aHa ¢

pesucrentHoct Ha H. pylori xem clarithromycin Geme A2143G u kakto MO

JTUTEpaTypHU NaHHH, TA Oemle CBBbp3aHa C Mo-HUCKHTE cToiHOcTH Ha MIIK Ha

clarithromycin, mokaro mo-psiakara myramus A2142G Geme cebp3ana ¢ MITK Ha

clarithromycin >64 mg/L. Peakuusira anen cnenudpuynata PCR u ocoberno RFLP

Tpsi0Ba Ia ce oNTHUMU3UpAT. bbaeny npoyuBanus TpsOBa Ja YCTAHOBST POJATA HA

CMECEeHHUTE I[aMOBE, PE3UCTEHTHUTE CyOnomynanuy, eIyKCHUTE HOMIIN U OPYTH

MYTalluH.

HAYYHHU NYBJIUKALUU U ITPOSABU:

e Boyanova L, Gergova G, Nikolov R, Davidkov L, Kamburov V, Jelev C, Mitov I.
Prevalence and evolution of Helicobacter pylori resistance to 6 antibacterial agents over
12 years and correlation between susceptibility testing methods. Diagn Microbiol Infect
Dis. 2008;60(4):409-415.

e  Boyanova L, llieva J, Gergova G, Spassova Z, Nikolov R, Davidkov L, Evstatiev I,
Kamburov V, Katsarov N, Mitov I. Evaluation of clinical and socio-demographic risk
factors for antibacterial resistance of Helicobacter pylori in Bulgaria. J. Med. Microbiol.
2009;58(1):94-100.

. Boyanova L, Gergova G, Jelev C, Lazarova E, Panteleeva E , Yaneva P, | Mitov I.
Case reports of Helicobacter pylori infection associated with multi-drug resistant strains
in children. Probl. Inf. Parasit. Dis. 2008;36:16-20.

e  TlanueBa P, M leopruesa, JI BosHosa. CbBpemennu acnektu Ha Helicobacter pylori
undekuus npu geua. [exuarpus. 2008; XLVIII (3):17-21.

. Kamburov V, Boyanova L, Tadjer M, Manova G, Tadjer S, Krastev Z. Helicobacter
pylori and ulcer bleeding- does contents matter? 15th United European Gastroenterology
Week (UEGW), 27-31 October 2007, Paris, France. Gut 2007;39(Suppl 1) A97.

e  Kamburov V, Boyanova L, Tadjer S, Krastev Z. Helicobacter pylori and bleeding ulcer:
the sooner, the better. Bridging meeting of eage and postgraduate course. 20 october-1
November 2008. Targu-Mures, Romania. Clujul Medical 2008; LXXXI, suppl. 2:4.
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Hayunusr otyer e npuet ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 20/2008 r. CuHTe3 Ha HOBH KyMAPHHOBH M XUIAHTOUHOBH
NMPOU3BOIHYU € MOTEHIHATHA OHMOJOTMYHA AKTUBHOCT
BOJEL U3CJIEJAOBATEJIL: [Ipod. o Xpucros BaHoB, nxH
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHAIL:
. Yn. kop., Ilpod. Heau I'eopruer Iloxapmues, nxH, JlaGoparopus “Dusnuna
oprannyHa u u3uuciaurenana xumus”’, MOX-11d, BAH
. Jou. Huxomait damsnoB [anueB, 1M, Karexpa mno dapmakonorus,
(hapmakoTepanus ¥ TOKCHKOJIOTUS
. Cr.ac. Buonuna Tpucdonora CtosiHoBa, 10kTOp, Kateapara mo opraHnvHa XUMHS
. Acen XpucroB Koemkukos, 1okrop, ct. H. cb1p. Il ct., MOX-11d, BAH
. Hukomnaii I'eoprues Bacuies, nokrop, cr. H. cb1p. I cT., mabopatopusita no SIMP
cnekrpockonusi, MOX-11d, BAH
. I'n.ac. Jllo6omup Jumurpos Paes, nx, Karenpara mo opraHndHa XuMus
. I'mac. TI'eoprum IlBeranoB MowmexoB, nd, Karempara mno ¢apmakonorus u
TOKCHKOJIOTUA
BA30BA OPI'AHM3AIUSA: Kateapa mo oprannuna xumusi, @apmareBTideH $akyarer
PE3VYIITATH:
Cunte3 Ha N-3aMecTeHU 4-aMUHOKyMapHHU. Ta3u nopenuna CbeAUHEHUs
ce ToJlydaBa IO pa3paboTeH I0-PaHO OT HAC METOJA OT 4-XHIPOKCHKYMapuH C
IbPBUYHU aMUHHU B JI€Jl. OLIETHA KHUCEINHA, KOATO BB3MPEMATCTBA OTBAPSHETO Ha
JIAKTOHHUSL ~ OpbCTeH. bsAxa  u3cneABaHM  MOAXOJAIIUTE  Pa3TBOPHUTENH,
PEaKIMOHHOTO BpeMe W JpyruTe ONaronmpusATHH pPEaKUHOHHH YCIOBHS 32
B3aWMOJICHCTBHETO ¢ aMHHOCHEIMHEHUS, KOUTO CHIBPIKAT U BTOpa (PyHKIHOHAIIHA
rpyna — XHIPOKCWJIHA WJIM aMHHHA. VI3HeHajBamio mpH AWAMHUHUTE Oe
MPOTHYAIIOTO C BHCOK IOOMB M EIHOBPEMEHHO CBhC 3aMECTUTENHATa pPeaKius
alEeTUJIMPaHe TIPU BTOPHSL a30TEH aTOM.
Cunre3 Ha N-mMoHO- m N,N-mu3amecteHu 4-aMHHOKyMapHH-3-KapOanaexuau.
HoBure chemuHeHHst OT Ta3W Ipyna Osixa IOJy4eHH OT 4-XJIOpOoKyMapHuH-3-
KapOanaexua 1 BTOpUYHNA aMUHU. V3ydeH € MexaHU3MbT Ha U30Mepu3anusTa Ha 4-
IUAJIKIIIAMAHOKYMapHH-3-KapOanaexunn B 3-[(IuaiKkimIaMHHO )METHIICH |XpPOMaH-
2,4-nvoHH, TIPU KOKMTO pelaBamia € poiisiTa Ha cieau oT Boga. OcBeH ToBa Osaxa
MPOBEJEHH HOBM OPUEHTUPOBBYHM EKCIEPUMEHTH C HSAKOM IbPBHUYHU aMUHH,
HEM3MOJI3BaHU TI0-paHO, KaTto |-aMHHO-2-TIPOTaHON, UUKIOXEKCHIaMUH, 4-
aMUHOKYMapHH,  aclaparud, BOJEIIM [0  TOJy4aBaHETO  HAa  HOBHU
noMUQyHKIHOHANHE CcheuHeHus. [Ipu B3amMoeiicTBie Ha 4-XJIOpOKyMapHH-3-
kapbangexun ¢ 6-amuHO-1,3-IMMeTHIypalil  M3HEHaABamO Oe  H30JUpaH
TETPALUKINYICH HPOJYKT, KOWTO € MBPBH Cilydalli Ha KOMOMHHpaHe Ha JBara
¢dapmakodopHH (parMeHTa — KyMapHHOB W YpalwioB — B €IHA MOJEKYIa.
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[HonyuaBane Ha 1-ankun-5,6-AXUIPOOPOTOBU KHCETTUHH.
ANKUIANXUIPOOPOTOBUTE KUCEIHHH CE€ CHHTE3HMPAT MO pa3paboTeHa MO-paHO OT
Hac YeTUpUCTaAuiiHa oOlla peakUuoHHa cxema ¢ no0pu nobusu. llomyuenute
ChEAMHEHHs CIy)XaT 3a CHHTe3 Ha CHOTBETHHTE 3aMECTEHHM XHIAHTOHMHH.
OxapakrepusupaHe Ha chefuHeHusATa: Temmeparypu Ha Tonene, MY, 1H-SIMP,
Be-samp CIEKTPH (BKIIOYUTETHO MOJEPHU TEXHUKH), eleMeHTeH aHamm3. OcTpa
TOKCHYHOCT. M3M0I3BaH € CTaTHCTHYECKH aHaJM3 3a OIpeJelisiHe Ha OCTpa OpajHa
tokcnyHocT (OECD Test Guideline 425). Iloxyuenu ca croitHoctute Ha LDsy B
mg/kg T. M. Ha TECTBAaHUTE NECET XUMUYHU ChEIMHEHMS NPH HMHTPANEPUTOHEATHO
MpUJIaraHe Ha MbKKM MUIIKU. [Ipu cpaBHsABaHe Ha monydeHuTe pe3yaTatu 3a LDsy
Hal-TOKCHYHA € 1-MeTMIIUXUAPOOPOTOBaTa KHCENNHA, a Hali-c1abo TOKCUYHH ca
4-amuHOKYMapuHOBUTE Tpodm Ne 6, 7 wm 8. VYmepeHoTokcHyHa € 1-
bypbyprIIuXuapoopoToBaTa KHCEJIMHA. [{uroTokcryHa aKTHBHOCT.
[Ipon3BogHNTEe HAa OUXHUAPOOPOTOBATA KHCENIMHA HE IPOSIBIBAT IMTOTOKCHYHA
aKTHBHOCT B M3CJIC/[BAHUS KOHI[CHTPAIMOHEH HWHTEpBaJ, KaTO HE C€ YCTaHOBSHA
50% moTHCKaHe Ha TyMOpPHO-KJIEThYHATA IIONYJAlMs IPU HHUTO €lHa KIeThYHA
muausa.  Cepusita oT 4-aMHHOKYMapHHHM, C pa3IMYHH 3aMECTUTENN IOKa3Ba
aHTUNponudepaTHBHA ~ AaKTHBHOCT  IpH  YCIOBHATA ~ Ha  TmojgOpaHara
eKCIIepUMEHTallHa CHCTeMa, HO TIPH BCHYKH MH3CIIEABAHM KICTHYHU JIMHUH,
ycraHoBeHuTe cToHHOCTH Ha ICsy ca 3HAYUTENHO MO-BHCOKM OT TE3H Ha
pedepentHOTO TpOTHBOTYMOpPHO JekapcTBo melphalan. CernocraBsHero Ha ICsg
CTOIHOCTHTE HE JaBa Bh3MOXKHOCT 3a euHMpaHe Ha BpBb3Ka CTPYKTYpa IeHCTBHE,
MOpagd MaJKus Opoil Ha CBHEJMHEHWSATAa W OTHOCHTENHO HHCKaTa aKTHBHOCT.
CrenuHenue 9 mokas3pa mo-u3paseHa aktuBHOCT Bepxy HL-60, KE-37, K-562, ¢
1Cs cToliHOCTH, KaTO IISJI0, MAJIKO TTO-HUCKH OT Te3H Ha MpeaxoaHara cepus ot 4-
aMHHOKYMapuHH. /IBeTe WMHHOXUAAHTOMHOBH mpou3BonHu IM-1 m IM-3 cemo
MIPOSIBABAT IUTOTOKCHYHA aKTUBHOCT BBPXY MOAOpPaHUTE KICTHUHM JIMHUH, KAaTO
He3aBUCUMO OT cbrioctaBuMute ICxy croitHOCTH, IM-3 € HEM3MEHHO MO-aKTHBEH OT
IM-1. Cnen 24-uacoBo tpetupane Ha Ha KE-37 wnerkute ¢ (38) J-31, (3a) St-4a,
(30) Stt-4b, (7) St-6a, (51) Stt-6b, (3r) Stt-31, IM-3 u 9 ce HaGIIO1aBa 3HAYUTEITHO
HaTpynBaHe Ha XucroHo-acoruupanu JIHK-dparmeHtn, xoero cBuaeTesncTBa 3a
HHIYKIMS HA TPOTrpaMupaHa KJIeThuHa CMBPT.
HAYYHU NIYBJIUKALIIUA U ITPOSIBU.:.
e  Kadiysky S, S Tikvarski, Zh Georgiev, V Stoyanova, IC lvanov. Synthesis and
Characterization of Some N-Substituted 4-Aminocoumarins, Poster, 16th European
Symposium on Organic Chemistry, Prague, July 2009.

Hayunusar otuer e npuer ¢ BUCOKA onenka no ckanata Ha CMH.
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Jorosop Ne 31/2008 r. Kyarypenno uaentuduuupane Ha
NAPOJOHTONATOI¢€HUTE OT CYOrHHrUBaJIHUA OMO(PHIM B IMArHO3aTa U
TepanusaTa Ha TeKbK NAPOJAOHTHT (TAPreTHOCT HA AHTHMHKPOOHOTO JiedeHHe
U MHKPOOHOJIOTHYEH KOHTPO./ Ha e)eKTUBHOCTTA HA TePANUATA)

BOJELI U3CJIEJAOBATEJL: [I-p 'anuna Munsosa I'eprosa

YJIIEHOBE HA U3CJIIEJOBATEJICKHUS EKUIL:

Ac. I-p Kamen I'eoprues Kouunkon

Jou. 1-p Xpuctuna Jlazaposa [lonosa, 1m

Jou. a-p Jlronmuna bosinosa I'eopruesa, M

JHou. I-p Jlena Ilerpoa CeuanoBa, im

Cr.ac. [1-p Bennuka Teonocuesa JloceBa

BA30BA OPITAHU3ALUS: Meauuucku yausepcuteT, Kareapa no Mukpoouosiorus
PE3YJITATH:

MukpoOHaTta  €THOJOTWST  Ha  BB3NAIMTEIHUTE  HapOJOHTAIHU
3abonsiBaHMs OOyCISIBSl MOJXOAa 3a yHoTpeOara Ha aHTHMHKPOOHM CpEICTBA B
MapofoHTanHaTa Tepamus. IIpe3 mocinemHure Tpu AeceTmneTus: 0sxa chOpaHH
MHOTO JaHHH, NpEAINoJiaramy crenuGuIHoCcT Ha OakepHanHaTa WHQEKIHs.
KonrmemnmusTa 3a cnenuUIHOCT Ha KOMIIO3UIMATA Ha OaKTepUATHUTE OTIAaraHus,
KaKTO M JI0KA3aTeJICTBaTa 3a BH3MOXKHOCTTAa AaHTHOMOTHYHUTE areHTH Jla MOCTUraT
KOHIICHTpalMM  WH  BHBO, JOCTaThbYHM Ja  yOWSIT WIM  IIOTHUCHAT
MIapOJOHTONATOT€HUTE, OOOCHOBAaBaT CHBPEMEHHHM IOJXOAM Ha MJOIBIHHUTETHA
aHTUMUKpOOHA Tepamysi Ha mapoioHTHTa. Hacrosimmoro mpoydBaHe HOKasBa, 4e
JOIBJIHUTENIHATA CHCTEMHA aHTHOMOTHYHA Tepamus INpHOaBs OIBIHUTEIHA
e(eKTUBHOCT Ha O37paBIBAaHETO B IIAPOJOHTAIHHTE THKAHM NpPH MANUEHTH C
YMEpeH 10 TeXBbK MHapoAOHTHT. TapreTHara mapoJOHTAlHAa Tepamus B TOBA
MpOydYBaHE JEMOHCTPHpA 3HAYUTEIHO IO-BHCOKA CTENEH HA PEeIyKIHs Ha
pasnpocTpaHeHHe Ha HKOOOBETE ¢ Hal-TONsIMa IBIO0YMHA (>7mm) M IOYTH JBa
II'PTH HO-BHCOKA CTENEH Ha pelyKuus Ha 3arybaTa Ha araliMaH B CPaBHCHHE C
LIMPOKOCTIEKThPHATA AHTUMUKpOOHa Tepamnus. Pesynrarute mnokas3BaTr, 4e IpH
NallMeHTH C YMEpPeH [0 TEeXbK XPOHMYEH NapoJOHTHT € OINpaBJaHO
HAeHTU(UIMpPaHe Ha MapOJOHTONATOTEHUTE OT IMAapOJOHTAIHMS KOO C Ll Ja ce
OCHUTYpH TapreTHOCT Ha TIapOJOHTAITHOTO JIEYeHHe U TakKa II0-YCIENIHO
CIIMMHUHMpPaHEe HAa MUKPOOHUS (aKTop, Mo-roisiMa peayKIus Ha Hko0a, Mo-BUCOKa
CTeneH Ha medanba Ha aramMad. To3W IMOIX0J MOXeE Jja AOTpHHECE 3a MOCTHUTaHe
Ha CTaOWJICH MapoJOHTANICH CTaTyC C YCIOBHS 3a OrpaHMYaBaHE HA XUPYPTUIHH
MIPOLIEyPU U OCYTypsIBaHE Ha YCIICITHO MOJIbp>KaHe Ha MapoJOHTATHOTO 3APaBe.
HAYYHU NNIYBJIMKALIUU U ITPOSIBU:

®  Kotsilkov K et al. Effectiveness of the target antibiotic administration in the
treatment of the severe chronic periodontitis. Part I — microbiological evaluation.
Journal of IMAB, Annual Proceeding (Scientific Papers) 2009, Book 2, part
Dentistry (Oral and Dental Medicine), 95-101p.
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® Boyanova L et al. Microbiological diagnosis of the severe chronic periodontitis.
Journal of IMAB, Annual Proceeding (Scientific Papers) 2009, Book 2, part
Dentistry (Oral and Dental Medicine), 89 — 94p.

® Kotsilkov K et al. Effectiveness of the target antibiotic administration in the
treatment of the severe chronic periodontitis. Part I — microbiological evaluation.
19-th Annual Assembly of IMAB, 7-10May, 2009, Varna, Bulgaria, 6p. 4.

® Boyanova L et al. Microbiological diagnosis of the severe chronic periodontitis. 19-
th Annual Assembly of IMAB, 7-10May, 2009, Varna, Bulgaria, 6p. 3.

Hayunusr otyer e npuet ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 6/2008 r. Cunre3, QU3NKOXUMHUYHO U (GapMaKOJIOTHIHO

HU3CJICIBAHEC HA HOBH INVIATHUHOBH KOMIVIEKCHU CHbE¢IMHECHHUS C MMOTCHIIMAJIHA
NMPOTUBOTYMOPHA aKTUBHOCT

BOJEL U3CJIEAOBATEJL: I'n. ac. n-p Anpuana ['eopruesa bakanosa
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:
. IIpod. Maprapura Xpucroa Kapausanosa, nmH, Katempa ,.Papmaxornorwus,

(hapmakoTepanus 1 TOKCHKOIOTHS .

. JHou.ni-p Japeun CnaBueB BaHoB, kaTenpa ”Xumus”
. I'n.ac.n-p Pocen Tonopos byroxnmes, katenpa ,,OpraHndHa XuMus”’
. I'mac.n-p  Teoprm  llBeranoB  MomekoB,  kareapa  ,,dapmakosnorus,

(hapmakoTepanus ¥ TOKCHKOJIOTHS”

. Mar.®apm. Mas [Terpoa KaBnakoBa, TOKTOpaHT B KaTenpa ,, XUMus’”
. Mar.®apm. Xpucro IlnamenoB BwpOanos. [loHacTosimieM € IOKTOpaHT B Ip.

Buena, ABcTpusi.

BA30OBA OPTAHM3AIMUA: ®Papmanesrnuen @axynrer, Karenpa ,Xumus’, Karexpa
“Opranmnyna xumus”, Karenpa ,,dapmakonorus, papMakoTeparnus 1 TOKCHKOIOTHS .
PE3VYJITATH:

CuHTE3HUpaHu ca JIBe HOBH OPTaHWYHH CHEIHHEHHS 3-aMHHO-5-METHII-5-
(4-mupumun)xunanronn(AMPH) u 3,5-mumernn-5-(4-
mupuaun)xuganrons(DMPH) u cenem HoBu kommiekca na Pt(ll) u Pt(IV) cbe
CBIIUTE CHEAUHEHUS, U3MOJI3BAaHU KAaTO HOCEMM JUraHau. CHUHTE3UPAHOTO HOBO
XHJAHTOWHOBO mpom3BoaHo AMPH ¢ wuscrmenBaHo upe3 pPEHTTCHOCTPYKTYPEH
aHaNM3 W € JOKa3aHa Heromatra cTpykTypHa ¢opmyna. ToBa chenuHEHHE €
M3M0JI3BAHO KATO HOCEIIl JINTAH]] IPYU CHHTE3a Ha 4eTHpU HOBH Komiuiekca Ha Pt(I1)
u Pt(1V). T'eomerpusita Ha OpPraHUYHUS JIMTAHI M HA IUIATHHOBUTE KOMILICKCH B
razoBa (aza e ompejeneHa 4Ype3 KBaHTOBOXMMH4YEH moaxon. CTpykTypaTa Ha
JWraHfa € HW3YMCIeHa C MOMOINTa Ha XWOpPHWIEH METoJ Ha TeopusaTa Ha
¢yukumonaia Ha mweTHOCTTA (DFT MeTon) v e cpaBHEHa ¢ JaHHUTE, MOJIYYEHH OT
PEHTIeHOCTPYKTYpHHS aHanu3. CTpyKTypaTa Ha HOBHUTE IUIATHHOBU KOMIUIEKCH €
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ompeneneHa cbe cbmust DFT meron. M3umcnenu ca U HAKOM (U3MKOXUMHUYHU
napamerpu karo gumnoneH MomeHT, HOMO/LUMO euneprum u ESP 3apsiou.
[onmy4yeHoto HOBO opranuyHo cheauHeHne DMPH e n3non3Bano kaTo aurani npu
CHHTE3MpaHeTo Ha HOBHU Tpu Komiuiekca Ha Pt(ll) u Pt(1V) ¢ xnopuanau u foxuaHu
aHUOHHU KaTo Hamyckamuy rpynu. OrmpezeneHa e MojlapHaTa eJIeKTpOIpOBOIUMOCT
Ha BCUUKHUTE CEIEeM KOMIUIEKCa, KOATO HEBYCMHUCIICHO JI0Ka3Ba, Y€ BCUYKHU Te ca
HeesleKTponuTH. HoBHUTE CheqUHEHUs ca M3CIIEABAHU 32 MUTOTOKCHYHA aKTUBHOCT
in Vitro BBpXy MaHen OT YOBEHIKH TYMOPHHM KIEThYHH JIMHHH. 3a ONMpelessHe Ha
KOJINYECTBEHATa 3aBUCHMOCT ,,CTPYKTYPa-IIATOTOKCUYHA aKTUBHOCT € H3IMOJ3BaH
Mmozena Ha Free-Wilson. 3a moctposiBane Ha mMozena ca monsBanu |Csy cToiHOCTH,
nostydeHu BbpXxy KierbuHa uanst SKW-3. PesynraTute nokassar, 4e MOISIbT UMA
no0pa o0sACHsBaIIa CIIOCOOHOCT, HO HAMa MPEICKa3Balla TaKkaBa.

HAYYHMU IIYBJIUKALIUU U ITPOSIBU:

Crartuu noy rneyar u noAroTBeHU 3a neyaT

e  Bakalova AG et al. Novel Pt(Il) and Pt(IV) complexes with 3-amino-5-methyl-5-
(4-pyridyl)-2,4-imidazolidenedione. Synthesis, physicochemical, chemometric and
pharmacological investigation, Inorg. Chim. Acta (in press).

e  Bakalova AG et al. New platinum complexes with 5-methyl-5(4-pyridyl)hydantoin
and its 3-methyl derivatives. Synthesis, characterization and in vitro cytotoxic
activity. Quantitative structure-activity relationships, European Journal of
Medicinal Chemistry (moarorsena 3a mevar).

. CrynentsT Xpucro BppdanoB yuactBa B CTy/IeHTCKa Hay4Ha Cecusl 3a CTYICHTH U
nokTopaHTH 1pe3 HoeMBpu 2008 rox. B rp. Codus, Brarapus ¢ pokitax Ha Tema
,,CI/IHTC3, XEMOMETPHUYHO U Q)apMaxonoruqu H3CJICABAaHC HA HOBHM INUIATHHOBHU H
najajueBd  KOMIUIEKCH € 5-MeTUN-5-(4-NUpHINI)XUIaHTOMH W HErOBH
TIPOU3BOIHN .

. Yact ot HarpaBCHUTE M3CJICABAHUA 10 IPOCKTa Ca BKJIIOYCHH B JUIIJIOMHATa
pabora Ha Xpucro ITmamenoB BupOaHoB Ha Tema: ,,CHHTE3, XEMOMETPHYHO U
(’papMalconoquO H3CJICABAHC HAa HOBHM INNIATHHOBH U ITAJIaJTUCBU KOMIIJICKCH C 5-
MeTUI-5-(4-NUpUINIT)XUIaHTOMH W HeroBu mpousBognu”. C Tasu AWILIOMHA
pabora Mar. ¢apm. Xpucro BwpbanoB cneuenn IIppBa Harpaza B KOHKypca
LHIrnMan3y” Ha cpro3a Ha xumunure B bbparapus 3a 2008 rox.

Hayunust otyer e npuet ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Horosop Ne 7/2008 r. CunTe3 H (PU3MKOXUMHYHO OXapaKTepu3MpaHe HAa HOBH

MOTEHHAJHHA AHTUTYMOPHH areHTH, MPOU3BOIHI HA APOMIXHIPAZOHHUTE, H
TeXHU METAJHH KOMILIeKCH. DPapMaKoJOruHaHoO U3CJIeIBaHe HA
HOBOCHHTE3HMPAHUTE CheTuHEeHUsI

BOJEILL U3CJIEAOBATEJI: [dou. Japsun CnaBueB MiBaHoB, 1x
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUAIL:
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. Bopsina MBanoBa HukonoBa-MmanenoBa, Karenpa Xummsa, ®apmaneBTHueH

(axynrer

. I'eopru LiBeranoB Momexos, a¢, Karenpa no ¢apmaxonorus, ¢papmakorepanus u

TOKCHKOJIOTUA
BA30OBA OPI'AHM3AIMUS: dapmanestuueH ¢daxyarer, Karenpa Xummus, Karenpa no
thapmaxonorust u Tokcukonorust, MY-Codust
PE3YJITATH:

CHHTE3UpaHu U 0XapaKTePU3UPaHU Ca HOBU XOMOJIO3H Ha XHIPAa3OHUTE —
3-METOKCH-CANUIMIANACXUAOCH30MIXUAPA30H U 3-METOKCH-CANUIMIANACXUA-4-
XUIAPOKCHU-OEH30MI- XUIpa3oH. [IpocieneHn W ONTHMHU3UpPAaHH Ca YCJIOBHATA Ha
KOMIIJICKCOOOpa3yBaHETO HAa 3-METOKCH-CATHIIIIANACXUI0CH30WIXIIPAa30Ha C
meranure Zn(I1), Co(ll), Ni(ll) u Cu(ll). HoBurte cheauHeHus! ca U3CIEIBAHH C
eJIeMEHTeH aHanu3, enekrponHa-, WY- u SMP-cnekrpockonust ¢ oryesg
JIOKa3BaHETO Ha TEXHHUTE CTPYKTYpu. CTPOSKBT M XUMHYHHTE BPB3KH Ha
MOJIyUEHUTE KOMIUIEKCHM CBEJIMHEHHUS ca OIpeleNieHd Ype3 CpaBHEHHE Ha
CHEeKTPHTE UM C HM3XOJHWTE CIEKTpU Ha JmraHaa. Ha Gasara Ha moirydyeHuTe
pe3yaratu Oe J0Ka3aHO, Y€ 3-METOKCHCATMIMIAIACXUA OCH30MIXHAPA3OHBT Ce
MpOsIBSIBA KaTO TPUICHTATEH JITAHA MPH KOOPAWHALMUS C M3CICABAHUTE METATHH
Honu. Jluranaer m-SBH (L) u Herosure kommiekcu ¢ mex (Cul), nuken (NiL) u
mUHK (ZnL) mposiBIBaT wW3pa3eHa IUTOTOKCHYHA AKTHBHOCT BBHPXY 4 YOBCIIKH
JICBKEMUYHH  KICTHYHH JIMHUH. KOOANTOBMAT KOMIUIGKC HE  TPOSBSBa
LIUTOTOKCHYHA akTHBHOCT. CUL ToOKa3Ba Haif-BUCOKa IUTOTOKCHYHA AKTHBHOCT,
cpaBHUMA ¢ Tasd Ha M-SBH wmu nmopu mo-Bucoka, ZnL e mo-cnabo akTHBEH,
nokato NiL nposiBsiBa Haii-cnaGo u3pa3eHa HIUTOTOKCHYHOCT. Tperupanero Ha HL-
60 KIeTKd ¢ JIMTraHAa W ¢ KOMIUIEKCHTE BOIM /O 3HAUMTETHO oborarsBaHe Ha
nuto3ona ¢ JJHK-dparmenTH, KoeTo cBUAETENCTBAa 3a MHAYKIUS Ha aroITo3a.
[lony4yeHutre NaHHH [aBaT OCHOBAaHME Ja CE 3aKIIOYM, Y€ TMOpagd H3pa3eHara
OUTOTOKCMYHA W  MPOANoNTOTHYHA  akTHBHOCT M-SBH  u  HeroBure
KoOpauHaMOHHM cheauHennss CuL w  ZnL  wusuckBar  MO-3aabJI0OOYCHO
(hapMaKoJIOTUIHO OXapaKTepU3UPaHE.

HAYYHU NYBJIUKALIUU U ITPOSIBU:
e  Nikolova-Mladenova BI, G Momekov, D Ivanov, Synthesis and cytotoxic activity

of 3-methoxy-salicylaldehyde benzoylhydrazone, Anticancer research, 2008, 28,

3328

. Nikolova-Mladenova Bl, G Momekov, D Ivanov, Synthesis and cytotoxic activity
of 3-methoxy-salicylaldehyde benzoylhydrazone, 8th International Conference of

Anticancer Research ,Kos, Greece, October 17-22, 2008

Hayunusar otuer e npuer ¢ BUCOKA onenka no ckanata Ha CMH.
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Jorosop Ne 4/2008 r. ®uroxumuuno npoyusane Ha Gypsophila trichotoma
Wend. (Caryophyllaceae)

BOJAEI U3CJTEJOBATEJIL: IIpod. Credan Jumurpos Hukonos, nbu
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:

Jou. Mnuna Hukonaesa Kpweresa, ad, Karenpa no dpapmaxornosust

I'n.ac. Ilerpanka Kpymosa 3xpaseBa, Katenpa mo gpapmakornosus

Jon. Crimpo Koncrantunos, 1M, Kateapa no ¢apMakonorus 1 TOKCHKOIOTHUS
I'n.ac. ['eopru Momekos, n¢, Kateapa no ¢papMakoiaorus u TOKCHKOIOTHS
Cr.ac. Becena liBanoBa banabanosa, Karenpa no dapmaxornosus,

Teonopa Artanacosa, nabopant, Kateznpa rmo ¢apmMakonorus # TOKCHKOIOTUS
BA30BA OPTAHU3ALUSI: DapmanestuyeH Pakynrer, Kateapa no gpapmakorsosus
PE3YJITATH:

[Ipu ¢uroXUMUYHO H3CIIeABaHE HAa OYTAaHOJEH EKCTPAKT, MOJyYeH OT
kopenute Ha Gypsophila trichotoma Wend. (Caryophyllaceae), ca usomupanu tpu
HOBH Cy/(aTHpaHU CAOHUHH OT OJicaHaHOB ThIl. CTPYKTypaTa UM € OIpeesicHa
karo: 3-O-sulfoechinocystic acid 28-B-glucopyranosyl ester (1), 3-O-sulfooleanolic
acid 28-B-glucopyranosyl ester (2) u 3-O-sulfoquillaic acid 28-B-glucopyranosyl
ester (3) Ha 0Ga3aTa Ha XMMHUYHHM M CIIEKTPAJIHU IaHHH. AHTUIPOIU(EpaTHBHATA
aKTHBHOCT Ha CKCTPAKTH U MPEYHUCTCHU CAIOHUHOBH (DPAKIMHU € M3CICIBaHA BbPXY
YOBCIIKA TYMOPHH KICTHYHH JIMHHH ¢ momoinTa Ha MTT-tect. YcTaHoBu ce, ue
OYTaHOIHHAT CKCTPaKT W MPEYHCTCHAa CalmoOHWHOBA (pakius, OT KOATO ca
W30JIUPAaHH CAIlOHMHUTE, MpOSBSIBAT Hai-700pe m3pa3eHa MPOTHBOTYMOpPHA
akruBHoct. C unen xyiaruBupane Ha Gypsophila trichotoma e wuscnensano
CEMEHHOTO TIOKBJIBAaHE IPH pa3IM4YHU YCIOBHs. YCTaHOBH ce€, Y€ CeMeHara,
TpeTUpaHN ¢ THUOEpEeIMHOBAa KHCEIMHA W TE3W, 3aJI0KCHH IIPH TMPOMEHIIHNBA
Temneparypa (20°C/4°C), umar Hait-noopa kbaasemoct (78% u 88%). IIponieHTHT
Ha TOKBJIBAaHE HA CEeMeHarTa, TPETUPaHH ChC COJIeHa Bojaa, ¢ HUCHK (8%), HO
MPOIICHTHT HA PACTCHUSATA, OIICNENH 3a 3acaxaaHe, ¢ Hai-Bucok (75%). Bemnubx
3acaJicHM B TI0YBaTa, pacTEHHWATa C€ pa3BUBaT MHOro no6pe. Hsxom ot
MOKBJIHENHUTe 00pa3yBaT M TEHEPAaTHBHO CTHOIO B Kpas Ha MbpBaTa TI. OT
passutrero cu. Kopenu u Hamsemum dactu ot G. trichotoma (kyaruBupanu u
IuBOpacTAIM o0pasnn) ca ananuzupanu upe3 TCX 3a callOHMHU U ChABPKAHUE HA
BTOPHUYHH META0OINTH.

HAYYHU NYBJIUKALIUU U ITPOSIBU:

e  Krasteva IN et al. 3-O-Sulfo-triterpenoid Saponins from Gypsophila trichotoma
Wend. Z. Naturforsch., 64b, 2009, 3, 319-322.

. Balabanova VI et al. Possibility of cultivation and preliminary phytochemical
study of endangered Gypsophila trichotoma Wend. Comptes rendus de 1’ Académie
bulgare des Sciences — in press

e Krasteva IN et al. Sulfated triterpenoid saponins from Gypsophila trichotoma
Wend. Fifth Conference on Medicinal and Aromatic Plants of Southeast European
Countries, Brno-Czech Republic, September 2-5, 2008. Book of abstracts, p.136.
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. Balabanova VI et al. Cultivation and preliminary phytochemical study of
endangered for the Bulgarian flora species Gypsophila trichotoma Wend. Fifth
Conference on Medicinal and Aromatic Plants of Southeast European Countries,
Brno-Czech Republic, September 2-5, 2008. Book of abstracts, p. 86.

Hayunusr otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 46/2008 r. @uToxumuyeH noreHuuan Ha Linum thracicum ssp.
thracicum 3a npoaykuust Ha GpJIaBOHOUIH M JTUTHAHU

BOJIEI M3CJIEJOBATEJ: so1. a-p Mnana Minuesa Honkoa
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:
. I'n. acuct.Credan LierkoB Hunos, @D, Kat.dapmakoraosus
. Nckpa AntoHoBa AHTOHOBa, Buomnor, ®®, Kar.®apmakornosus
. Cryzent 3opa Mopaarosa Ieopruesa, d®, Kar.dapMakorHosus
. Crynent Jlecucnana ['eopruesa [lenkosa, @@, Kar.dapmakornosus
BA30BA OPITAHU3ALUS: O, Katenpa no PapmakorHo3us 1 60TaHUKa
PE3VYIITATH:
3a mpBB IBT € MPOBENEHO (PUTOXMMHYHO IPOy4BaHe Ha Buma Linum
thracicum (Griseb.) Degen ssp. thracicum, Linaceae, ennemur 3a Baikanckust
MOJYOCTPOB W € JIOKAa3aHO HAIMYHe Ha HAKOJIKO TPYNH OHOJOTMYHOAKTHBHU
BemectBa: ¢maBoHommu (0,1%), momm3axapumu (11,53), TammaE (0,15%).
Ch3aneHu ca MH BUTPO KYITYPH OT BHIA, IPOAYLHPALIH JTUTHAHU U (IIABOHOUIH.
OT eKCTpakTH Ha WHTAaKTHOTO pAacTeHHe W OT WH BHUTPO Kyirypure Ha Linum
thracicum (Griseb.) Degen ssp. thracicum, ca u3onupanu u gOKa3aHHU arIMKOHUTE
nopopmiorokcud (PTOX) u  6-merokcunogodunorokcun (6MPTOX). Isere
ChCMHEHHS, H30JUPAHH 32 IPHB BT OT TO3U PACTUTEIICH BH] Ca HICHTUPHUIIUPAHH
nocpenctBoMm HPLC, UV u LC-MS. UscnenBana e aHTHnponudepaTHBHA
aKTHBHOCT Ha arJIMKOHMTE OT Hax3eMHu vactd Ha Linum thracicum (Griseb.)
Degen ssp. thracicum, upe3 mposexmane na MTT-Tect ¢ pedepeHTeH CTaHAapT
aHTHHEOIUTACTHYHUS areHT eromo3ui. Excrpakrute ot Linum thracicum (Griseb.)
Degen ssp. thracicum moka3Bar 3HaYMTENHA MMTOTOKCHYHOCT KBM BCHUKH
TECTYBAaHHU KJIEThYHU JIUHUU.
HAYYHHU NYBJIUKALIUU U ITPOSIBU:
e D Milanova, | lonkova, (2009) DPPH radical scavenging activity of fractionated
extracts from plant and in vitro cultures from Linum thracicum ssp thracicum and
Linum thracicum ssp multiflorum, Herba Polonica, submitteded
. lonkova 1. (2008), Ariltetralin lignans from in vitro cultures of Linum thracicum
and their cytotoxic activity, PSE Symposium Natural Products in Cancer Therapy,
Naples, Italy, p.P24

Hayunusar otuer e npuer ¢ BUCOKA onenka no ckanata Ha CMH.
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Jorosop Ne 41/2008 r. M3oaupane u uaeHTHGHUUHPaHe HA GeH30(eHOHH U
Apyru GpeHoTHN ChelMHEeHMsI OT npeacTaBuTe Il Ha poa Hypericum L. u in

Vitro npoyusanus 3a DPPH-paaukai-cBbp3Baiia 1 aHTHOKCHIAHTHA
AKTHBHOCT

BOAEL U3CJIEJOBATEJI: I'epacum MuueB Kuranos, [ou. , tokTop
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUII:

e  TInac. [Tapackes Togopos Hensikos, nd, @apmaneBtudeH hakyiaret

. Cr.ac. Jumutpuna JKuskoBa JKemesa — JumurpoBa, nd, DapmaneBTuueH
taxynrer
BA30BA OPI'TAHM3AIIUA: ®apmaneBTuUeH GaKynTer
PE3VYIITATH:

WscnenBann ca THHajzeceT Buaa Hypericum, pasmpocTpaHeHH B
Benrapus. Hiakoko W3BEeCTHH CheUHEHHS — OCH30()CHOHUTE aHyJIaTO(QEHOHO3HUI,
aneTmwiaHynatoQeHoOHO3Hu, aHylnaToheHOH U ¢uaBOHOMOHUAT O-TIMKO3HLI
ryasBeprH Ca W30JMPaHM 3a MBPBH BT OT Haxzemuara dact Ha H. maculatum. B
JONbJIHEHHE XHIICPO3H[, W30KBEPLMTPHH M MHKBEIMAHMH OsXa W30JIMPAaHH OT
cpmoTo pacrenue. CTpyKkTypara Ha CheIUMHEHMATAa € YCTAaHOBEHA C IIOMOINA Ha
GM3UYHN ¥ XUMHYIHE MeToau. OnpeneneHo € M KOJMYECTBEHOTO ChAbp)KAaHHE Ha
TaHUHU U ()IIaBOHOMIH BBB BHpoBere Hypericum, usmonssaiiku crotBeTHO FOlin-
Chiocalteu pearent u AICl;. Komnuectsoro Ha Tanuuure Bapupa ot 1.30 + 0.01
mg/100 g dw B H.elegans no 8.67 + 0.02 g/100 g dw B H. perforatum. Haii-Bucoxka
KOHIIEHTpaIis Ha (aaBoHouau € ycranoena B H. cerastoides (7.64 + 0.02 g/100g
dw), a maii-umcka B H. olympicum (1.25 = 0.03 ¢/100g dw). MeraHonHu
eKcTpakTH oT BiaoBe Hypericum u usonupanute ot H. maculatum semectsa 6sxa
aHAM3HPAHU 34 paJuKall-CBhp3Ballla U aHTHOKCHIAHTHA aKTUBHOCT, upe3 DPPH-,
ABTS - tecr, Toranna antnokcuaanTHa aktuBHocT (FRAP meron) u FTC meron.
Karo mo3uTHBHM KOHTPOJHM C€ M3IMOJ3BAT OYTHIXUIPOKCH TOJYOJ U aCKOPOHHOBA
KUCeNMHa. VI30KBEpLUUTPHUH M METaHOJHHTE eKcTpakTh oT H. cerastoides, H.
perforatum u H. maculatum pmemoHcTpupar Hali-BUCOKAa aHTHOKCHIAHTHA
aKTUBHOCT M TE3W BHJOBE Ca MOTCHIMAJIHM M3TOYHHMIM 33 DPACTHTEIHH
AQHTHOKCH/IAHTH.

Hayunusr otuer e npuet ¢ JOBbPA ouenka 1o ckanara Ha CMH.

Jorosop Ne 3/2008 1. AHTHHEOIVIACTHYHH ({UTOTOKCHYHU)

anmIguIoporTynHoIu oT ObJarapcku sugose Hypericum L. (OKbar
KAHTAPUOH) - (HOAKTUBHO-HANIPABJISABAHO M30/IMPaHe, CTPYKTYPHO
onpezesine 1 (papMaKoJOTHYHO 0XapaKTepH3UpaHe

BOAELL U3CJIEJOBATEJI: [Tapackes Togopos HensinkoB, HoKTOp, IW1aBeH Ac.
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YJIEHOBE HA U3CJIEJOBATEJICKUS EKUII:
. T'eopru IlBeranoB MoOMeKOB, JOKTOp, I1aBeH Ac. karenpa dapmakonorus u
TOKCHUKOJIOTHs
. T'epacum MuueB Kuranos, gokrop, Jou. karenpa ®apmakorHo3ust u 60TaHUKA
. Jumuntpuna JKuskoBa JKeneBa-JluMMTpOBa, IOKTOp, cTapmu Ac. KaTempa
®dapMakorHo3us U 60TaHUKA
BA3OBA OPIAHM3ALMUSA: dapmauenruucH ¢akynter, kareapa @PapMakorHosus u
OoTaHMKa

PE3VIITATH:

Hemonsapan (merponeeBo eTepHH W JIUXJIOPMETAHOBH) M  IOJIPHH
(MeTaHONMHM) eKcTpakTH oT 13 Oparapcku Buma Hypericum 0sxa MOATIOKEHH Ha
CKPUHHUHT 32 IUTOTKCHYHOCT BBPXY TPH JIeBKeMHUYHH KieThuHn auHnn (KE-37, K-
562 and HD-MY-Z), usnomBaiiku MTT Ttect. Bcuuku HENmONspHU EKCTPAKTH
MOKa3axa CHJIHA JI0 yMEpeHa MUTOTOKCHYHA akTUBHOCT ¢ ICsy cToitHOCTH OT 4.5 10
167.2 pg/mL. IleTposeeBo eTepHHUTE EKCTPAKTH CPABHEHHU C AUXJIOPMETAHOBHTE Ca
MOKa3aJl eKBHKAJCHTHA WJIM MAJKO I0-BHCOKAa aKTHBHOCT. M3KIIo4eHHe OT ToBa
IIpaBWJIO MpassT m3Bienute or Hypericum barbatum, H. richerii, H. rumeliacum, H.
umbellatum u H. tetrapterum. MeTaHONHUTE €KCTPAKTH, ¢ MAJKH H3KJIIOUCHHS Ca
HETOKCHYHH B KOHICHTpanuu mo-Huckd ot 200 pg/mlL. B pomenHeHme, oT
JOUXJIOPMETAHOBHUAT eKCTpakT Ha Hypericum elegans Stephan ex Willd. ca
M30JIMPaHHU BE IUTOTOKCHYHH ChEANHEHHUS C aIlUINXIOPONTYIIHHOIOB XapakTep. C
moMomra Ha crmekrpanHd Meromun (JIMP, WY, VB, wmac) BemecTtBata ca
WACHTH()UIHPaHN KaTo (E)-(2-(3,7-mumernnokra-2,6- TMEHUIIOKCH ) -4, 6-
quxuapokcudenmn)(peHrT)MeTaHOH, HAMMEHOBaH ellera)eHOH U 7-eMHUKIIy3HaHOH.
[TppBOTO ChEOUHEHWE € HOB MPUPOJCH IMPOAYKT, JJOKAaTO BTOPOTO C€ HM30JHpa 3a
BPBH BT OT M3cnenBanHus TakcoH (H. elegans). M nBere cheamHeHue mokasBar
BHCOKA IIUTOTOKCHYHA aKTHBHOCT BbpXy KieThbuHH suHuM KE-37, K-562 and HD-
MY-Z c ICsy croitHOCTH 13.9+16.9 UM 3a eneradeHon u 9.8+13.6 uM 3a 7-
eTHKITy3HaHOH.

Hayunusr otger e npuet ¢ /[JOBPA ouenka no ckanara Ha CMH.

Horosop Ne 5/2008 r. [TpoyuBane BhPXy XeNaTOTOKCHYHOCTTA HA Cy0CTPATH,

NpeThpNsABAIY 0HOAKTHBHPAHE H Bb3MOKHOCTH 32 MOBJIMsIBaHe, B
HM30JMPAHH XeNATOUUTH OT IIbX
BOAELI U3CTEJOBATEJL: npod. n-p Mutka Koncrantunosa Muuesa, M
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHIT:

. Ipod. Credan JumurtpoB Hukomnos, adH, kateapa apmMakoraosus

e  I'm ac. Becena bucepoa Buuesa, karenpa ®apmakonorus, dapmakoTepanus 1
Toxcuxonorus
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. I'm. ac. Pymsna JliobommpoBa CumeoHoBa, Karenpa Dapmakomnorus,
®apmakortepanus 1 TokcuKonorus
. Jou. Mnnna HukonaeBa Kpberepa, karenpa dapmMakorHosus
. cr. ac. Marpganena CrnacoBa KonpeBa-bBypauna, xarexpa dapmakosnorus,
®apmakortepanus 1 TokcuKonorus
BA30OBA OPIrAHM3AIUSA: dapmaneBtuueH ¢akynrer, Karenpa ®dapmakonorus,
®dapmakorepanusi u  Tokcukoiorusi, Jlabopatopuss “TOKCHKONOTMS W JIEKApCTBEH
MeTabomu3bM”
PE3VYIITATH:

Llenra Ha HacTOALIMS MPOEKT € Ja C€ OLEHM TOKCHYHOCTTa Ha
muknopocdamun, OeHIaMyCTHH, KOKaWH, cyOcTpath Ha 1utoxpom P 450,
MPETHPISIBAIIM YepHOAPOOHa OMOTpaHcopManus W MOBIHMABAHE HA TOKCHYHUTE
UM MEXaHU3MH 4pe3 U3IO0J3BAHETO Ha KJIACHUECKHUsSl XENaTONPOTEKTOP CHIIMMapUH
U HoBom3oJmpanus ¢aBonoun ot Astragalus hamosus L. - pamuoutpus 4 -p-D-
ranakronupano3un. Llukmodocdamun, OEHAaAMYCTHH H KOKaWH, TIPOSBSBAT
KOHIICHTPAIIMOHHO 3aBHCUM ITUTOTOKCHYCH e(eKT. IHKyOupaHeTo Ha XEMaTONUTH,
W30JIMpPaHH OT MPEABapUTEIHO HWHAYLHMpaHH C (eHobapOuTan ILTbXOBE C
nuKIogochaMua U ¢ KOKalH, BOAU A0 33ABI00YaBaHE HA XEMATOTOKCHYHHTE UM
e(eKTH, KOETO Hali-BEPOSATHO € CBBP3aHO C YIACTHETO Ha N30(OpMH, HHAYIIHPYEMH
oT (eHOOapOUTAN, B TEeXHUS METabOIM3bM M TOKCHYHOCT. [lpm OeHmamycTtuHa
TOKCUYHOCTTA HE C€ MPOMEHS, KOETO MOTBBPKIaBa JUTEPATypHUTE JaHHH, Y€ TOU
ce Merabonm3upa 0 METabOoJIMTH C MMo-cilaba TOKCHYHOCT Wi ¢ OJu3Ka 10
MailYMHOTO chenuHeHue. Ponsita Ha GroTpanchopManusITa B IUTOTOKCHYHOCTTA Ha
nuKIogochaMu ¥ KOKaWH Ce JOKa3Ba M upe3 H3MOJI3BAHETO HA aMHOJAPOH,
naxubutop Ha CYP3A, yuactBam B MeTaboim3Ma M Ha JBETC ChEAMHCHHS.
[IpenHKyOHpaHETO HA XEMATOUTUTE C aMHOIAPOH, HaMaJIsiBa TOKCHYHUTE e(heKTH
Ha JIBETE€ CHEAWHEHHUs, JOKATO TOKCHYHOCTTa Ha OCHAaMyCTHHA HE CE MPOMEHS.
IIpy  wu3nonA3BaHETO HA  KJIACHYECKHS  XEHNaTONpPOTEKTOp CHJIMMAapuUH |
HOBOM3OJHMPAHUAT (uaBoHOWA pamMHOIUTpUH 4'-B-D-ramakromupanosua, ¢
MOTEHLMAIIHO aHTHOKCUIAHTHO JCWCTBUE, CE YCTAHOBSBA, Y€ MO-HU3SBEH, LSJIOCTEH
MPOTEKTUBEH e(PeKT WMa CUIMMapuHa Jokaro pamHouutpuH 4'-B-D-
raJaKTOMMPAHO3M/] MIPOSABABA MO-U3ABCH €(EKT KATO AHTHOKCUIAHT.

HAYYHHU INYBJIUKALIUU U ITPOSIBU:
. M Kondeva-Burdina, A Kostovski, M Karaivanova, M Mitcheva. Comparative In

Vitro Study Of The Effects Of Bendamustine And Cyclophosphamide On Cell

Viability And LDH Leakage In Freshly Isolated Rat Hepatocytes. 45th Congress of

the European Societies of Toxicology; Rhodos, Greece, 5-8 October, 2008; J Tox

Let 2008 180S S1-S246, pp 108

. R Simeonova, M Kondeva-Burdina, V Vitcheva, M Mitcheva. In vitro toxicity of

D-amphetamine and cocaine in hepatocytes, isolated from spontaneously

hypertensive rats (SHR) and normotensive wistar rats (NTR). 45th Congress of the

European Societies of Toxicology; Rhodos, Greece, 5-8 October, 2008; J Tox Let

2008 180S S1-S246, pp 117
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Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 25/2008 r. Cunres, H30J1MpaHe H 0XapaKTepU3HpaHe HA
KOMILICKCHH CheINHEHUS HA PeJKO3eMHHU eJIeMEeHTH C IPOU3BOJAHH Ha 4-
XHIPOKCHKYMapHuHa c foka3zaHa anTH-HIV-aktnBHocT. CKpuHMpaHe Ha
HOBOCHHTEe3MPAHHTE KOMILUIEKCHH CheUHEHHs B KJIeThYHHU KYJITYpPH
BOJAELL U3CIEJOBATEJIL: non. Mnus ManosnoB Unues, ax
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHII:

. Credan Annpees [loueB, CTyIeHT

. Ipod. Panka Mnanenosa Apruposa, amu, HII311b

. I'mac. Teoprm ILlseranoB MowmekoB, n¢, karenpa «dDapmakoiorus,

(hapmakoTepanus ¥ TOKCHKOJIOTHSI

. Tlers T'enoa, 16, H.c. I ct., JTaboparopus «Knerbunu kynrypuy, HL[3ITb

. Joun. lanuena JIynnaposa, oM, Jlaboparopust «Knersunu kyntypmy», HI3IIb
BA30BA OPI'TAHM3AIMS: ®apmanestideH ¢pakynrer, MY-Codus, karenpa «Opranudaa
XUMUS»
PE3YJITATH:

CuHTe3MpaHu ca HOBH KOMIUIEKCHH CheluHeHMs1 Ha aHTU-HIV-aktuBHn
Ouc-4-XUIpOKCHKYMapHHOBH TPOM3BOJHHM C TPUBAJICHTHH JIAHTAHOMJHU HOHHU.
BemecrBara ca oxapakTepu3upaHd U WACHTU(GUIMPAHH C TIOMOIITA Ha eJICMEHTCH
aHallM3 U CHEKTPOCKOINCKU WU3CJIEABAHUS. YCTAaHOBEHO €, Y€ HEe3aBHCUMO OT
M3MOJI3BAaHATE KOJIMIECTBEHH CHOTHOIICHUS MEXKAY PEareHTUTE, KOMIUIEKCHUTE
CBhEJMHEHHS Ca CbC ChCTAaB MeTal:aurany 1:1.

BuckymapunnTe ¥ TEXHHTE JAHTAHOWIHM KOMIUIEKCH TIPOSIBIBAT H3pa3eHa
IUTOTOKCHYHA aKTUBHOCT BBPXY CIIEKTBp OT YOBEIIKH TYMOPHHU KIETHYHU JIMHUH,
IIPY KOETO U30MEPHUTE TPUMETOKCH IIPOU3BOAHH 2 U 0cOOeHO 3 ca 3HAYUTEIHO MO-
aKTHBHHM OT JUMETOKcH mnpoun3BogHoto 1. IlepmeBuTe KOMIUIEKCH ITOKa3BaT Haii-
BHCOKA I[UTOTOKCHYHA aKTUBHOCT, CPAaBHUMa C Ta3d Ha CBOOOJHMS JIMTAH[ VI
JIOpH I0-BHCOKA, JIOKATO ChOTBETHUTE JTAHTAHOBU M HEOAUMOBU KOOPAMHALMOHHU
ChEIMHEHHS Cca T0-C1a00 akTHBHHU. 24-dyacoBoTo Tperupane Ha KE-37 kmetku c
murang 3 Kakto W ¢ HeroBute uepueB (3a), manranoB (3b) m meommmos (3c)
KOMIUIEKCH BOJAM JO 3HAUYMUTENHO HATpylBaHe Ha XucToHO-acouuupanu JIHK-
(parMeHTH, KO€TO CBHAETENICTBA 32 MHAYKIMS Ha MPOTPaMHUpaHa KIEThIHA CMBPT.
[lony4yenure paHHM JaBaT OCHOBaHME Jla C€ 3aKIIOYM, Y€ IPOYyYBAHHUTE
KyMapHHOBU NPOU3BOJHM M TEXHUTE JIAHTAHOMIHH KOMIUIEKCH Ca MEepPCIEKTUBHU
KaTo JHMIACPHU CTPYKTYPU 3a pa3pabOTBaHE Ha IO-TOJIEMH CEPUU OT XOMOJIO3H,
4peTo (apMaKoNIOTHYHO OXapakTepu3MpaHe OW TMO3BOJMIO U3SICHSBaHE Ha
BpB3KaTa CTPYKTypa-aKTUBHOCT 3a TO3M KJIAaC AHTHHEOIUIACTHYHU CHEIHMHCHNS,
KakTO M MPOBEXXAAHETO Ha palMOHaJeH AW3aifH 3a pa3paboTBaHe Ha IO-aKTHBHHU
aHano3u. [loTBBpIeHa € aHTHBHpYCHaTa akTUBHOCT (aHTU-HIV-1) Ha TpmTe
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JIMraHja. YCTaHOBEHA € BUCOKA aKTMBHOCT Ha HOBOCHHTE3MPAHUTE KOMIUIEKCHU
coemuHenns. Hskou ot Tsix — Hanp. (L-2)Nd, (L-2)La B OHOIOrHYeH TecT MoKa3BaT
JIOpH [0-BHCOKA aKTUBHOCT OT juranaute. Jpyru mek — Hamp. (L-1)Nd u306mio He
M0Ka3Ba aHTUBUPYCHA aKTUBHOCT. OT BCHUYKH PEIKO3EMHH METAJIHU NPOU3BOJHU
La ¢ Tpure nWraHga TOKa3Ba HAH-MOCTOSHHO W OTYCTIUBO IOJITHCKaHE Ha
BHpYCHATa peruiuKanusl.

HAYYHHU ITYBJIMKALIUU U ITPOSIBU:

. Genova-Kalou P et al. Rare-Earth metal complexes with 4-hydroxycoumarins
show higher therapeutic efficacy than their ligands in cell culture. 7" International
Synposium on Trace Elements in Human: new perspectives. Proc., Athens, 13 — 14
october 2009, p. 77-81.

e  Raleva S et al. Evidence for a new inhibitor of Human Immunodeficiency Virus —
type 1 (HIV-1) integrase. Poster presentation. Abstracts of the 6th Balkan
Conference of Microbiology (Microbiologia Balkanica), Ohrid, Macedonia, 28 —
31 October, 2009, Abstract 4.23P, 95.

. Genova-Kalou P et al. Cytotoxicity and antiviral activity of rare earth metal
complexes with 4-hydroxycoumarins in cell cultures. Fourth Workshop “On
biological activity of metals and metal compounds”. November 24 — 25, 2009,
Sofia, Abstract BO2, 17.

Hayunusr otger e npuet ¢ /[JOBPA ouenka no ckanara Ha CMH.

Jorosop Ne 37/2008 r. [Tpomsina Ha SHBG u MeTa00/IMTH HA TECTOCTEPOHA-

DHEA npu ekcriepuMeHTATHA MOJIMKACTO32 HA AHYHUK H BPB3Ka C
HHCYJIMHOBA PE3UCTEHTHOCT
BOJELL U3CJIEJOBATEJIL: [Ipod. Hanka MBanosa Bosimkuesa, aMH
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKUIL:

e Mar. ®apmanesT Bans CnaBosa

. JlabopanT Maanen Hecreposa, Karenpa no ®apmakosnorust u Tokcukosorus,
BA30BA OPI'TAHM3AIMA: Karenpa no ®apmaxonorus u Tokcukonorus, MO
PE3VYJITATH:

[IpoBenern ca (apMaKkoOIOTHYHH HW3CIEOBAHWS C JIBE BEIIECTBA-
TecrocTepon mpormonar u 4-tert-octylphenol (4-OP) BbpXy JKeHCKH IUTBXOBE OT
mopoga Bumctap. OmnpezmeneHn ca XpOHHYHHTE UM €(EKTH BBPXY SHYHHIM,
MOKa3aTeNld Ha MAaCTHAa W BBIJIEXHIpaTHa OOMsHA, METa0OJIHTH Ha TECTOCTEPOH
(DHEA) u masmen rino0ynun (SHBG). Onpenesnenu ca go3a-epekTd U BpeMe-
e(eKkTH Ha JBeTe BellecTBa. Pe3ynraTure NEMOHCTPHPAT pa3BUTHE Ha IMPOMEHH C
KHUCTH B SHYHHUIIMTE HA XKUBOTHUTE ciel 40 THEBHO TPETUPAHE C TECTOCTEPOH MIIH C
4-OP. TectocTepoH yBen4aBa IJIa3MEHUTE CYTPEIIHN HUBA HA HHCYIIUH, 3HAYHMO
yBenm4uaBa KoHneHTpauunte Ha DHEA, Ternoto Ha KMBOTHHTE M NPOMEHS BBB
BpEMe-3aBHCUMOCT TOKa3aTelmd Ha MacTHa oOmsHa. 4-OP He moBmmsBa
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MetabonuTHu mokazatenn u DHEA. U nBere (dapmakogornuHu cpeactBa He
MpoMeHsT ma3MennTe HuBa Ha SHBG. B3etu 3aenHo pe3yaraTuTe IeMOHCTpPUPAT
MOJENH Ha TOJUKUCTO3HM SAHYHUIM Ha IUIBXOBE M ca 3a I[eNuTe Ha
eKCIIepHMEHTalIHaTa MeAuLIuHa. PrUcka OT aHIpOreHU3HpaHe € OIpeJeleH B XoJa
Ha XPOHUYHHTE ONUTH C PA3BUTHETO Ha META0OJMTHH NPOMEHHM W Ha KHCTH B
siqHUIUTe. XWIEepaHAPOTCHEMHATa W XHUIEPUHCYIMHEMHATa ca (AaKTOpH B
maToreHe3ara Ha TIOJIMKUCTO3¢H sIiYHMK. Pucka ot ymorpeba na 4-OI1
(3aMBbpcsBaHE ¢ TOBA BEIIECTBO) € JOKa3aH C Pa3BUTHE HA IIPOMEHH B AHYHHUIINTE U
kucTH. VHCymMHOBa PpE3UCTEHTHOCT HE C€ [I0Ka3a, C U3KIIOYCHHE Ha
XHUIIEPUHCYITUHEMUSL.

Hayunusr otger e npuet ¢ /[JOBPA ouenka no ckanara Ha CMH.

Cnopasymenne Ne 1/2009 r. no /lorosop Ne 21/2008 r. UMyHOIMTOXHMUYHO
u3cieaBade Ha riryramatiute NMDA penentopu B peTHHATAa HA HUCIIH
rpbOHAYHU
BOJEL U3CJIEAOBATEJIL: [Ipod. JInnmusa Anekcanaposa Buranosa, iMH
YJEHOBE HA U3CJIEJOBATEJICKUA EKHUII:
. Jou. Ilers Hukonosa Kynenosa, nm, Katenpa mo ®usuonorus, M®, MVY-Codust
. Wnmana AnatonueBa Anexcanaposa, crygentka VI xype
BA30BA OPITAHU3ALUS: Katenpa no @usuosnorus, MO, MY-Codus
PE3VYJITATH:

NMDA  (N-merun-D-acmaprar) penentopbT MeAHHpa  MOIIHHTE
BB30Yy/IHU BIMSHHS Ha €IUH OT Hall-IIMPOKO pasnpoctpaHeHuTe Meauatopu B LIHC
— miyramara. Toll mpeacraBisBa TeTpaMepeH HoHeH kanai, m3rpazeH oT NR1 u
NR2 cybemunnnm. Jlokato NR1 cyOeauHunara e 3aabiDKUTENEH eJEMEHT Ha
peuenTopa, BkiIrouBaHeTo Ha pasnmuuan NR2 cybenmuumm moxe na Bapupa. OT
getupute Bupa NR2 cybemmammu (NR2A — D) Haii-cmabo ca mpoydeHH
MOCNITHATE JBE. 3aToBa IIe] HA HACTOSIIETO IIpOydBaHe Oe Ja ce Wu3cienBa
AMYHOIIUTOXUMHYHO  BB3MOXKHOTO pasmpeneneane Ha NR2C u  NR2D
cyOenuHMIIUTE B peTHHaTa Ha >xaba. Hammre pesynratn, momydeHum upes
HWHIMPEKTHHST UMYHO(IyOpecleHTeH MEeTOJ, MoKa3axa, 4e JBeTe CyOeqMHHIM Ha
NMDA penentopa ca nobpe H3pa3eHH B peTHHaTa. Te ce JIOKalu3HupaT B
petuHanHata TiMs — MrojlepoBuTe KJIETKH. B HHTO €IMH OT NpOBEJCHUTE
excriepuMeHTH He ycraHoBuxme Hanmmunme Ha NR2C u NR2D cyGenuHuite BHB
BBTPEIIHUS IUICKCH(OPMEH CIOH — MSCTOTO HA HAl-MHOTOOPOIHM CHHANTUYHH
KOHTAaKTH Ha ITyTaMaTeprudHN HEBPOHH. B cepus oT BB3IEHCTBYA ¢ 1BE MEPBUYHH
aHTHUTENIa YCTAHOBUXME JaCTUYHA KO-JTOKAIN3aINs HA U3CJIeIBAaHNUTE CYOeTIMHUIN C
NR1cybenuannara. Be3 ocHOBa Ha Te3n MaHHM MOXKE Jla ce€ HAIPaBH H3BOJA, Ue
rnuagHuTe NMDA penentopu ce OTJIMYaBat 10 CBOSI ChbCTAaB U XapaKTEPUCTHKU OT
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HeBpoHanHute NMDA penentopu. OcBeH TOBa, Hail-BEpPOSTHO CBHIIECTBYBAT

HAKoNKO BapuaHTa Ha rimanan NMDA penentopu. O6chkaa ce 3HAYMMOCTTa Ha

NMDA peuentopute 3a HOpMIHOTO (GYHKIHOHHpaHEe Ha MIOJNIEpOBHUTE KIETKH U

Ha peTHHara KaTo IsUI0.

HAYYHU NYBJIUKAIMU U ITPOSABU:

e L Vitanova. lonotropic glutamate receptors in frog retina as revealed by

immunocytochemistry. In: Frogs: Biology, Ecology and Uses. Nova Science
Publishers, 2011. In press.

Hayunusr otyer e npuet ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 25/2009 r. Yuacrue Ha nporenn kuHaza CK2 B peryjanusita Ha

ODC/noJuaMuHM CHCTEMATA B ABTOKPHHHO TH(epeHIMpamu HOpMaJIHI
YOBEUIKHU eNUIePMATHH KePATHHOLMTH
BOAELL U3CJIEJOBATEJIL: Autonus Pymenosa Hcaesa, 1M
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:
. TIpod. Banso MBanoB Murtes, 160H, Karenpa MenuunHcka XUMUS 1 OHOXUMUS
. Buctpa Pocenosa benkosa, nm, Karenpa Menuunacka Xumusi 1 OMOXUMUS

BA30BA OPTAHU3ALUSL: Katenpa Menuimacka xumus u ouoxumust, MO, MY-Codust
PE3YJITATH:

[otuckanero Ha akTHBHOCTTa Ha CK2 OT CENEKTUBHHUA W HHXHOHTOP
TBB mpenmsBukBa  xunodochopuwiupane Ha c-Myc B aBTOKpHHHO
mudepeHIpanl HOPMAIHH YOBCIIKH eNHACPMAlHA KepaTWHOUWTH. TBB-
MPEeIM3BUKAHOTO MOHWKEHHE Ha cTaTyca Ha Gocopuimpane Ha c-Myc He BoaU 10
mpomenn B JIHK-cBbp3Bamara akTHBHOCT HAa TPaHCKPUIIMOHHUS (akTop, 3a
pazmuka ot DFMO-unayuupanoro wunxubupane Ha ODC aktuBHOCcT. Tesu
pe3yiTaTu  J0Ka3BaT, dYe OT eIHa CTpaHa noCm-TPAaHCKPUILUOHHOTO
Moaudunupane Ha c-Myc or CK2 He e wact oT perynamusra Ha c-Myc
TPAHCKPUIIIIUOHHATA AKTMBHOCT M OT Jpyra, ue NOoJMaMHH-MeAuHpaHara
perynanus Ha c-Myc JIHK-cBpp3Bamara akTuBHOCT (DYKIIMOHUpPA U MO BpeMe Ha
KepaTHHOIMTHAaTa AudepeHImanus. HeHapymeHoTo (yHKIHOHHMpaHe Ha c-Myc
OCHTYpsIBa HEHApYIIeHa eKCIpechsi Ha HeroBus TpaHCKpumnuuoHeH TapreT-ODC B
TBB-TpeTupanuTe aBTOKPUHHO AUGepeHIUpaIiu KkepaTHHOIUTH. ChIeBPEMEHHO,
nuaxubupanero Ha CK2 akTUBHOCTTA MOTHCKA MOJIMAMHUHHATA OWOCHHTE3a IO
KOHIEHTPAIIMOHHO3aBUCUM MbT. HuBaTa Ha myTpeciuHa ce MOHMIKAaBaT B I0-
roixiMa CTENEH OT HHMBAaTa Ha HEIOBUTC AC€pUBATH CIHEPMHUAWH MU CICPMHUH.
Otuerenoro TBB-uHmynupaHo moHmkaBaHe Ha MOJHAMHHHATa OMOCHHTE3a € Haii-
BEpOSITHO B pe3y/iTaT Ha HEraTHBHOTO perynupaHe Ha aktuBHoctTa Ha ODC B
ycnoBusAta Ha motucHata CK2 aKkTHBHOCT, Thi Karo IyTpeCHUHA € IHPEKTEeH
MpoAyKT Ha ¢pyHKIHoHMpaneTo Ha ODC u e mpekypcop Ha CHEpPMUINH U CIIEPMHUH,
U Hail-cuiHo ce 3acsira oT TBB.
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Hayunusr otyer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 26/2009 r. Yuacrue Ha nporenn kuHa3za CK2 B curuaiixo-
TPAHCAYKIMOHHATA PeryJianus Ha KepaTHHOMUTHATA AudepeHInanus
BOJELL U3CJIEJAOBATEJIL: [Ipod.Banso iBanoB Mutes, 1M, 10H
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHII:

. Anronust Pymenosa Hcaesa, 1M, Katenpa Menuiuincka Xumust 1 GHOXUMUS

. I'n. ac. CunBus Kanenneposa, Karenpa MenuuuHcka XMMust 1 OHOXHUMUS
BA30BA OPI'AHM3AIMUSA: Katenpa Meaurmucka xumust 1 6uoxumust, MO, MY -Codust
PE3VYJITATH:

Unxubupanero Ha aktuBHoctra Ha CK2, or HeliHms cneunuduueH
naxubutop TBB, B aBTOKpHHHO JAW(epeHIMpaly YOBEIIKH eHNHICPMATHH
KEpaTHHOLIMTH TPEIM3BUKBA JAeperyianus Ha wnsciensanara gact or MAPK
CUrHAJIHUS bT. [IpunoxkenusT uaxubuTop-TBB mokasawno, upes in vitro kinases
tests, He oka3Ba eekT BbpXY QYHKIHOHHpaHETO Ha u3cieaBannte MAPK kunazm.
B pesynrar Ha notuckaneto Ha CK2 qpacTudHO ce MpOMEHAT aKTUBHOCTHTE Ha P38
MAPK wu ERKI/2, xouto ¢QyHKUHOHHpAT CBBMECTHO mon (opmara Ha
HaJIMOJIEKYJICH KOMIUIEKC, YHUKaJeH 3a KEepPaTHHOLUWTHHSA KJICThUCH THIL
IMosnTBHATa perynanus Ha p38 aKTHBHOCTTA M HETaTHBHATa peryjalus Ha
ERK1/2 akTHBHOCTTa HE c€¢ IBJDKA Ha IMPOMsSHA B CKCIIPECHPAHETO UM, a €
Benencreue Ha TBB-npeansBukanoro aktuBupane Ha MEK3/6, kosiTo e mupekteH
perynarop Ha p38 B MAPK xackanara. Taka crumymupanero Ha MEK3/6 Bogu o
HapacTBaHe Ha aKTHBHOCTTa Ha P38, kosro HeratmBHO peryampa ERK1/2 B
CBHBMECTHHS MM KOIUIEKC. Te3H pe3ynTaTH 3a MbPBH MBT JOKYMEHTHPAT YIaCTHETO
Ha CK2 B perymanumsara Ha kepatuHouuTHus ERK1/2-p38 kommuekc. CK2
¢ynkunonupa Hag MEK3/6 kato 9acT OT CHrHajgHUS KOHTPOJ Ha KOMILIEKCa.
Nuxubupanero va CK2 akTHMBHOCTTAa M MOCIEIBALIOTO OT TOBA JeperyHpaHe Ha
n3cnensanara yact o MAPK curnanmHmst mbT He BiMsie Ha KepaTHHOLMTHATA
KHU3HECIIOCOOHOCT M Ha €KCIIPECHUsTa Ha MHBOJIYKPHH.

HAYYHU NYBJIUKALIMU U ITPOSABU:
. Isaeva A, V Mitev. CK2 is acting upstream of MEK3/6 as a part of signal control
of ERK1/2 and p38 MAPK during keratinocytes autocrine differentiation.

Crarusta e mofaaena B Zeitschrift fiir Naturforschung C

Hayunusar otuet e npuer ¢ OT/IMYHA ouenka no ckanata Ha CMH.
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Jorosop Ne 23/2009 r. [Tpoy4BaHe 1€HOHOMIHATA JHHAMUKA HA JIeNPECHBHUTE
CBHCTOSTHHUSI TPH KAaWHATEH MO/eJI HA eNMHJIeNcusi Ha TeMIOPaJHUs 100 y
HOPMOTEH3MBHH M CIIOHTAHHO XMIEPTeH3NBHU IIbX0BE
BOJEII U3CJTEJOBATEJIL: I1pod. Anexcaunsp I'eoprues CroitHeB, IMH
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:
. Iers [TaBnoBa MapkoBa, cneramct, Katenpa mo gpusnonorus
. Jlanuena Mapunosa IlexmuBaHoBa, H.c. I ct., MHcTHTYT IO HEeBpoOuonorus, BAH
. Slna {umutpoa Yekanaposa, H.c. | cT., 1okTOp, IHCTUTYT 110 HEBPOOHOIOTHS,
FAH
BA30BA OPI'AHM3AIUA: MY-Codust, M®, Karenpa no ITatodusunonorus
PE3VJITATH:

IpeauinHuTe HU pE3yiTaTH IIOKa3axa, de HopMmoreHsuBHuTe Wistar
(WIS) u cronranHo xwunepreHsuBHH 1UIbX0Be (SHRS) wMmar pasmuumst B
JCHOHOIHUTE TIOKa3aTel Ha [BUTaTelHAa aKTHBHOCT U H3CIEAOBATEICKO
MOBEJICHUE M HUCKU HHUBA Ha OE3MOKOHCTBO B CpaBHEHHE ¢ KOHTpoiuTe. OCHOBHUS
aKIIeHT Ha HACTOSIIETO H3CieABaHe Oc¢ YCTAaHOBsSBaHE HA IIaM-CIELHUIHHTE
JICHOHOIIIHY BapHalWH B CIIOHTaHHUTE I'bpyoBH npuctsiu (CI'TI) u nenpecuBHOTO
nosenenne y WIS u SHRs npe3 xponnunara ¢aza Ha xanHateH (KA) mMozen Ha
temnopaina enunencust (TLE). ILtexoBere 6sxa MOANIOKEHN HA JCHOHOUIHO BUICO
nabmonenne 3a orumrane Ha CITI mpe3 3-4 mecer cien KA-mpeau3Bukanust
emwtentuyeH cratyc. Enunentiuaaute WIS u SHRS ce oTnugaBaxa ¢ mporpecuBHO
yBenunuaBane Ha CI'TI u mo-Bucoka yectoTa npe3 cBerinara ¢asza. Kaunaraure WIS
IUTBXOBE C€ XapaKTepH3Hpaxa C JCHPECHBHO IMOBEICHHE Mpe3 cBeTiara (dasa, a
SHRS npe3 TeMHaTa (a3a o OTHOLIEHHE MPEANOYNTaHHETO KBbM 3aXapeH pa3TBop
U peakUuTe NPH TeCTa 3a IPHHYUTeIHO ryBane. Kontposinure n KA-Tpetupann
WIS mipxoBe mokas3axa HO-TOJIEMH CTPAaXOBH PEAKLIUH CIHPSIMO XHUIIEPTEH3MBHUTE
IUTBXOBE 3a JBeTe (a3u 1Mo OTHOLICHWE JIATEHNMSTA 32 M3JIM3aHe OT 3aTBOPEHOTO
pamo mipu T-tecta. Kontpomaure WIS mrpxoBe ce xapakrepu3upaxa ¢ M0-BUCOKH
HUBa Ha Oe3nokoiictBo crpsimo SHRS (mpe3 cernara ¢asza) u KA-tperupanure
WIS (TpMmHaTa ¢asza) TO OTHOIICHWE JAaTCHLUATAa 3a W3JIM3aHE OT OTBOPEHUTE
pamena. [loka3aHuTe pe3ynrTaTu MOKa3BaT, 4ye W JBaTa Iama IUTbXOBE Pa3BHBAT
XapakTepHUTE 3a JCIPECUBHUTE CBCTOSIHUS ITOBEACHUSCKH pEaKUUH Ipe3
xponnyHata ¢aza Ha KA wmomen na TLE, HO ¢ pasnuums B mposBara Ha
JICHOHOIITHUTE UM PUTMH.
HAYYHU NYBJIUKALIMU U ITPOSABU:

e  Tchekalarova J, D Pechlivanova, C Atanasova, P Markova, A Stoynev. Study of
diurnal rhythms of depressive state in kainate model of epilepsy in normotensive
and spontaneous hypertensive rats. Comptes Rendus de L'Academie Bulgare des
Sciences, 2010 (in press).

e  Tchekalarova J et al. Study of diurnal variation in depressive-like behavior of
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. 7" FENS
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Forum of European Neuroscience, Amsterdam, July 3-7, 2010. Ref.: FENS Abstr.,
vol.5, 106.44, 2010

Hayunusr otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 3/2009 r. Bpb3ka Me:k/1y CHHAPOM Ha 00CTPYKTHBHA CHHHA alHest
U eNpecMBHU CHMIITOMH

BOJEILL U3CJENOBATEJL: lou. OrusH bopucos I'eoprues, nm, Hauamaux
[Tyamonoruuno otaenenue, Y MBAJL ,,AnekcannpoBcka”
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:

. IIpop. Buxpa KpymoBa MmanoBa, nmH, Katempa Ilcuxmarpus, YMBAJI
»AlleKkcanipoBcka”

. Jou. anuena Crouukosa IlerpoBa, nM, YMBAJI , Anekcannposcka”, KIIBb —
HyHMOHOFI/I‘IHO OTACICHHUC.

. Hanko Jlungnos Monzewkyn, YMBAJI , Anekcanaposcka”, KIIBb -
HyHMOHOFI/I‘IHO OTACICHUC.

. Panocnas I'eoprues buntokos, opaunarop, KIIBB — [Tynmonoruyso otaenexue
BA30BA OPIrAHM3ALUA: YMBAJI , Anexcanaposcka”, KIIBb — Ilyamonoruuno
OT/ICIICHHE
PE3VYIITATH:

Hamero npoyuBane nokas3Ba, ue € Halulle KOMILIEKCHA BPb3Ka MEXIY
OCA wu pgempecust. Ta ce oOsicHsBa ¢ BB3JCHCTBHETO HA PAa3IMYHU (aKTOPH,
xapakrepmsupanmn  OCA - Oogm-mac MHOCGKC, (QparMeHTanuss Ha CBHA |
WHTEPMUTEHTHAa HOINHAa xunepkamHus. Bogemmsar 3a OCA matodusnonorndyeH
MEXaHU3bM — HMHTEPMUTEHTHATa XUIIOKCEMHs, OIpeneeHa C JecaTypaluoOHHUS
HMHJEKC WM IPOABIDKUTENIHOCTTa Ha CbHA CbC carypauus nox 90% He e
CTAaTHCTUYECKH 3HAUYMMO CBBp3aHa C Pa3BUTHUETO Ha JACTPECUBHO Pa3TPOMCTBO.
Crnopenl HamMTe AAHHU IO-TOJIsIMA € pOJIATa Ha HOIIHATA XUIEpKarHus. 3a
MOTBBPKIABAHETO Ha Ta3W XHIIOTE3a € HEOOXOIUMO IPOBEXKIaHE Ha MpPOYyYBaHE
cpenl mo-rojsiMa rpyna mnauueHTH. M3cinenBaHeTo Ha MNATOTEHETUYHHUTE U
MaToU3NONIOTHYHN ~ MEXaHW3MH, ompenemsimm  Bpb3kata OCA/nmenpecuBer
CHHIpOM, OWXa IIOCTaBWJIM OCHOBaTa 3a paHHA IHArHOCTHKA, CBOEBPEMEHHHO
JICUCHHE W TIOJ00PSABaHE KAUECTBOTO HA )KUBOT MPH TE3H MAIUCHTH.
HAYYHHU NYBJIUKALIUU U ITPOSIBU:

. P Bumoxos, 1 Monaemku, P UYepueBa, O I'eoprues, /1 Ilerposa. JlenpecuBHu
CHMITTOMH TIPH TIAITHEHTU C OOCTPYKTHBHA ChHHA amHes ‘‘TopaxamHa MemuiuHa‘
ToM.3.6p.1.2011r. mox mevyat

. Il Monnemku P Bumoxos, P Uepnesa, /| IlerpoBa, O I'eoprues. BiusiHue Ha
HHTEPMUTECHTHATA HOIHA XUIICPKAIlHUA NPU IalUEHTH C 06CprKTI/IBHa ChbHHa
annes. ‘‘Topaxanna meaunmHa“™ ToM.3.0p.2.2011T. mox neyat

Hayunusar otuet e npuer ¢ BUCOKA onenka no ckainara Ha CMH.
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Jorosop Ne 9/2009 r. ®eHOTUIIHA XaPAKTEPUCTUKA HA H30JIATHA NMOMYJIALUS
BOAEL U3CJIEAOBATEJI: n-p Aunenus LlonoBa KvHueBa-beneBa, acucreHr,
Katenpa no ncuxnarpus , MY-Codust
YJEHOBE HA U3CJIEJOBATEJICKHMS EKHII:
. Ipod. Buxpa KpymoBa Munanosa, 1M, AMH, 3aBexxaan] Kinuarka mo ncuxuatpus
, YMBAJI” Anexkcannpocka”, PekoBoauten Karenpa mo neuxuarpust
. I'n.ac. Pagka IlerpoBa KbueBa, nm, Katenpa Xumus u buoxumust, [(IMM
. Tans Huxonaesa Xpucrosa, nokrtopanrt, Karnepa Ilcuxuatpus, Ilcuxuarpuyna
kinHuKa, YMBAJL ,,Anexcanposcka”
BA3OBA OPI'AHU3AIMSA: YMBAJI , Anekcannposcka”, IlcuxuarpudHa KIIHHHUKA,
Karenpa mo ncuxuatpusi, Mexuuuncku daxynrer, MY-Codust
PE3VJITATH:
Uscnensanu 6sxa xmHIIHO 50 60mHM 1 100 31paBy IbPBOPOICTBEHHUIIH.
85% ca HaOpaHu OT aMOYJNaTOPHUTE TICHXHATPUYHH CiIyxou, 15 % ca
xocruranmsupany. 40 manpenTa ca ¢ a)eKTHBHHU pa3cTpoucTBa, 10 ca ¢ puarnosa
mmsodpenus. C BAP tun I ca 8% mnaumentn, ¢ BAP Il 20%., ¢ P/IP 52%.
CpenHara BB3pacT Ha BKIIOYCHHTE B H3cieqBaHeTo, ¢ 46 roxa. IIpeoGmamaBar
xeHuTe - 72 %, kM MBke 28% Ilo oTHOmEHHe Ha oOpazoBaHHEeTO ce Gopmupar
camo nBe rpymu. 50% ca c¢ ocHOBHO oOpasoBanme u 50 % ca cbCc cpemHO,
HEe3aBHCUMO OT AuarHosara. [1o paBHO IpeJICTaBeHU ca CEMEUHUTE U Te3U, KOUTO
kuBesAT camu. [To-manka gact ot Gomuute padoTiar 24%, 50 % ca Oe3pabOTHH.
BunonspuuTe MaT no-yecto dammiHa obpemeHeHocT. Benuku manmentu ¢ BAP,
UMaT pOJHMHA C IICHXHYHO pas3cTpoiictBo. Half -MHOro ca mammeHTtHTe C
pexypentHa npenpecust 52%, BAP 28%, mmsodpenus 20%. IIpubmmsuremrHoTo
CHOTHOIIECHHE MEX Ty aQeKTUBHHUTE MAMEHTH B KOXOPTAaTa B €yTHMHO ChCTOSIHUE 1
Te3n B ocTep emm3ox e 1:3. Hacrosmm nempecuss M MaHHS/XUIIOMaHHS ca
npexctaBeHd 1o paBHo. [Ipm 75% oT adeKTMBHMTE NANMEHTHUTE AOMHHUpAT
JCTIPECUBHUTE €MH30H, a Ipu 7% ManuiiHUTe OnuTuTe 3a camoyouiicTBo ca 15%
cpes BCHUKM npobanau Beuuku Te ca mpu manueHTH ¢ peKypeHTHa jaenpecus. [1o
paBHO ca mpencTaBeHN adeKTHBHHUTE MalMeHTH ¢ (a30B XOJ Ha 3a00NISIBAHETO M
TE€3W C aJITEPHAHTHO NMpoTUYaHe — CbOTBETHO 51% u 49% . Ilpu mauuenTHutre c
mm3odpeHns /2 ca ¢ MPUCHIIHO U ‘2 C NMPHUCTBHITHO MPOTPEIUEHTHO MPOTHYAHE.
Knuangaaure pemucun ca mbIHOUEHHH mpu 60% OT m3cClegBaHUTE MAIMEHTH C
adexTHBHU pazcTpouctsa u npu 40% ot mm3oppernaute npodanau. o 3 6orecTHn
enu3zona umar 13% or Oonuute, Hax 3 OonectHu emm3oma — 87%. 49% ca
MOCTBIBANM 10 3 NBTH B IICUXMATPUYHO 3aBElICHWE, [O- Mallka 4acT umMar 4-
10xocnuranuzanuu, 12% ca umanu Haa 10 xocnuranu3anuu. B 3aBUCHUMOCT OT
HPOABIKUTENHOCTTA HA GonenyBaHe ¢ 10 -20 roauiiHa ucTopus Ha OojecTTa ca
32%, nmox 10 rogumiHa JaBHOCT Ha ncuxuyHuTe npobiemu umar 40%, a Hag 20
roaunuOonenysat 28%. Ilpu 6 npobanna ¢ AP ce ycraHoBsiBa nuarHosa mo oc 1.
ITo oc 2 camo mpm 5 mamMeHTa OT M3CIEIBAHUTE CE YCTAHOBSIBA CHIIBTCTBAIIO
JHYHOCTOBO pascTpoiictBo. Ilpm 53% oT wm3crnenBaHuTe € Hanmmie COMaTHYHA
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KOMOPOHUIHOCT - €HAOKPHHHA MATOJIOTUS U apTepHanHata XunepToHus. 49 % umat
HUBO Ha o0mo ¢QyHkunonupane cbriaacHo GAF mexny 80 m 60. 41% wumar
CEpPUO3HO 3acAraHe Ha oOwoTo HUBO Ha (yHKIMOHHpaHe. Camo 9%, Haii-Beue Ha
TEe3U B PEMHCHsI, UMaT 001110 GyHKIMOHHUpaHe, olleHsBaHo ¢ Hax 80T ot obmo 100T.
Hapymenoro mncuxoconuanHo (yHKIHOHHpaHE KOpelupa ¢ PaHHOTO HAJano B
aKTHBHA BB3pacT, HAUTMYHETO Ha CyOCHHAPOMHHY NIPOSIBU 110 BpEMe HA PEMUCHUTE H
KOTHHTHBHH CMYIIEHHS, KaKTO B OCTpUTE (a3y, Taka M B H3BBHIPUCTHITHHS
HIEPUO.

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 15/2009 r. SIapen maTpukc u unrepmeauepru puaamentu (NM-
IF) B MHIIIM OBOUHUTH U KYMYJIYCHU KJIETKH
BOAELL U3CJIEJOBATEJIL: Jou. Aumurpuna Kupunosa lumurposa, am
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIIL:

. I'n. ac. Maiisa J{sakoBa MapkoBa, M

. I'n. ac. Pamuna Credanosa XKuskosa, mm

. I'n. ac. Credpkxa Meroauesa JlenumuTpeBa, im

. Ac. Benepa [lanTaneesa Hukonoa
BA30BA OPI'AHM3AIIUA: Karenpa buonorus, M®, MVY-Codus
PE3YJITATH:

LlurokepaTrHUTE W BUMEHTHHBT IOKa3axa CXOIHO pasmpenencHue. B
eKCTpaxupaHUTE OBOUMTH Ha craamii meradasa | m metadaza Il ce HabnromaBame
Konanc Ha Mukpodumamenture u uHTepMmenuepuute ¢Gunamentu (IF), BepostHO
mmopajay paspylaBaHe Ha KopTukanHus cioil. Ha cragmuit GV, HanpoTus, HAMame
BU/MMa pa3iKa MEXIy eKCTPaXUpaHH M HEEeKCTPaxMpaHH OBOLUTH, KOETO
MI0Ka3Ba, Y€ Ha TO3M €Tall BPB3KUTE C MPOLECUTE MOANbpIKAT LislaTa CTPYKTypa
crabunna. Habmronasaie ce meiiHa KoJjokanu3anus Ha ¢uopunapuus aktuH u IF.
Te3n nuToCKeNneTHH CTPYKTypH Osixa HaOJI0/1aBaHU B TPU KOMITapTMeHTa: 1) spBbK
U JMCKPETeH KOPTHKAJEH CIIOH HEMOCPEICTBEHO IOJ OOJNeMaTa; 2) HUIIKOBHIHH
CTPYKTYpPH, CHOTBETCTBAI[M HA MPOIECHTE HAa KyMYTyCHHTE KIETKH Mpe3 zona
pellucida; 3) B 3apoaumHoTO Mexypue, KbIeTO OsIXxa aCOLUUPAHK C HA-TUTBTHHS
XpOMAaTHH OKOJIO Kaprocdepara. Tam, KbAETO ooeMaTa MPEMHUHABAIIE B IIPOLECH
MEXy KyMyJyCHHTE KJIETKH M OBOLMTa, MHKpodmimamentute u |IF oGpa3yBaxa
NpBCTEHOBUIHU CTPYKTypHu. Crienn mpexona kbM Metadasa | HacThIBaxa cieaHUTE
npomenu: |F ocraBaxa cBbp3aHu ¢ MeradasHute xpomosomu. OCBeH TOBa ce
HaOJro/jaBallle HaTPyNBaHe Ha WMHTEpMEAMEpHH (HUIAMEHTH OKOJIO MEHOTHYHOTO
BpeTeHO. AKTHHBT C€ OTApBIBANIe OT XPOMO3OMHTE W (OpMHpame T. Hap.
aKTWHOBA MIAIKa, KOSTO 3aKOTBSI BPETEHOTO IIOJ] 00JIeMaTa OT yCTAaHOBSIBAHETO Ha
metadasza I no omroxnanero. [To Bpeme Ha Meradasa [ u Il KOpTUKATHHAT CIIOH OT
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IF 1 mukpodunamentu ce 3anasaiue. [Ipu ELISA ¢ NM-IF ¢pakims kato anturen
€IIMH OT U3CIIEIBAHUTE CEPYMH pearupa rnoyioKUTENHO.
HAYYHU IYBJIUMKALIMHA U TPOSIBU:
. MapkoBa M u ap. LluTomnasmeHn HHTEpMEAHWEPHH (HIAMEHTH B raMeTd OT
6o3aitauim (0030p). Anaposorus, T. 19, 2010, Ne 3, 14-17.
e  Zhivkova R et al. Localization of cytokeratin and vimentin in maturing mouse
oocytes. The Cytoskeleton in Development and Pathology — FEBS/EMBO Lecture
Course in conjunction with European Cytoskeletal Forum and Swedish Association
for Cytoskeletal Research, Stockholm, Sweden, 19 — 24. 06. 2010, p. 115.

Hayunusr otyer e npuet ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 57/2009 r. M3ciieiBaHe Ha BPb3KaTa MEKIY NOIMMOP(U3MUTE B
unmepneskun-10 rena (IL-10) 1 Bb3HHKBaHETO HA I€PMATOMHO3HUTA B

Bovarapus

BOJELL U3CJIEJOBATEJL: I'n. ac. Jlrobomup AceHoB JJypmurues, am,
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:

[ Ac. Panka IlerpoBa KbheBa, 1M, Karenpa Meaunuucka XumMus 1 OUOXUMUS;

LIMM

®  3opuuia ['anyeBa Kamenapcka, a1, [IMM

o Pymsina MBanosa [lonosa, nokropant, LIMM
BA30BA OPI'AHM3AIMSA: KinunHuka 1no KOoXKHM M BeHepudecku Oonectd, YMBAIJI

»AlleKcaHpoBcka”

PE3VJITATH:

Bewe mpoBeneHO M3ClienBaHE OT THIA NMAIMEHTH-KOHTPOJIH, HACOYEHO
KbM H3SCHSBAHE HA Bpb3KaTa Mexy netr nosumopdusma B I1L-10 rena (—1082G/A,
—592C/T, -3575A/T, -2763C/A u -2849G/A) u nepmatomuo3uta y Bb3pacTHH. B
H3CIIeABaHEeTO Os1Xa BKIIFOUSHH 27 MallieHTa ¢ AePMaTOMHUO3UT Y BB3pacTHH, 27 ChC
CHCTEMEH ITyITyC epuTeMaro3yc U 60 HepOoACTBEHN KOHTPOJIH, KOUTO CHOTBETCTBAT
Ha OOJIHUTE TI0 TOJ, BB3pacT M €THHYEeCKa mMpuHamuexHocT. ['enorunsr IL-10 -
3575TT [p=0.0455, OR 2.54, 95%CI 0.96-6.69] u T-aneast [p=0.0696, OR 1.98,
95%ClI 0.87- 4.48] moxa3BaT acouuanus M C JAepMatoMHO3UT M cbc SLE.
Acormanusirta e Ho-CHIHO u3paseHa npu mexe cbe SLE [T-p=0.062, OR6.5, 95%ClI
0.74- 56.99/ TT-p=0.100, OR 6.86, 95CI 0.66-71.72] u nepmaromuosur [T-
p=0.057, OR 4.5 95%CI 0.87- 23.3/ TT-p=0.105, OR 4.57, 95%CI 0.72-29.13],
OTKOJKOTO TipH keHu. [Tomumopdusmbtr I1L-10 -1082G/A He moka3Ba acouuanus
HUTO C IEPMATOMHO3MT, HUTO chc SLE. bemre ycTaHOBEHO 1MO-BUCOKO HOCHTEIICTBO
Ha TEHOTHITH, ChABpXKamm -592A anena cpen manueHTUTe cb¢ SLE, oTKONKOTO
cpell KOHTPOJHTE, KOSTO TIOKa3Ba TCHICHIMS 3a aconuanus Ha A anena cbe SLE
[p=0.066, OR 2.26, 95%CI 0.89-5.72]. Acoumanusra e mo-CHJIHO W3paseHa IMpu
xenn [p=0.031, OR 3.25, Cl 1.08-9.82]. Bemie ycraHOBeHa TEHICHIMS 3a
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acouuanust Ha IL-10 -2849G anena u maepmaromuosuta npu mMbxke [p=0.087, OR
5.78 95%CI 0.65-51.24] u na IL-10 -2763C anena cbe SLE npu mwxe [p=0.093,
OR 5.57, 95%CI 0.63-49.22].

HAYYHHU TYBJIUMKALIUU U ITPOSIBU:

e  IlerpoBa M. IlpoyuBaHe Ha Bpb3KaTa MeXIy NOIUMOP(UIMUTE B HHTEPIIeBKHH-10
reda (IL-10) ¥ BB3HMKBAaHETO HA [JEPMATOMHO3UTa H CHCTEMHHS JIyIyC
epuTeMaTofec B OBIrapckd MauueHTH. J{MIuIoMHa paboTa 3a HPHUCHKIAHE Ha
Hay4Ha cterneH Maructsp. Codus, 2010.

e Jlypmumes JI. YOBeHMICH AepMaTOMHO3HUT: ETHOIATOICHE3a, KIMHUYHHU IIPOSIBH,
Tepanus u nporao3a. MEDINFO 2010; (mox meuar).

. Hypmumes JI. 19 Konrpec nHa EBpomneiickata akagemus 10 J€pMaToONOrHS U
BeHepouorusi (EADV), I'votebopr, 5-10 OxromBpu 2010 — yyacTue B 3acegaHusiTa
na European Immunodermatology Society u European Society of Cutaneous Lupus
Erythematosus

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka o ckanata Ha CMH.

Jorosop Ne 54/2009 r. AHa/iu3 Ha roJieMu reHOMHM JieJIeNUd, HHCEPUHH 1
npenapexianusi B BRCAL n BRCA2 rennte npu 0bjarapcku nanueHTH ¢

HACJeACTBEH KapUMHOM HA I'bpAaTa
BOJELL U3CJIEJOBATEJL: Acuct. AtTanacka Bennukosa MutkoBa, 10
YJEHOBE HA U3CJIEJOBATEJICKUS EKUIT:
I'n. ac. Panxa IlerpoBa KpHeBa, 16, Katenpa Mexnunncka xumus 1 6noxumusi, LIMM
IIpod. Banso Mutes, 161, Karenpa ,,Meaunuuscka xumust 1 6uoxumus”, IMM
TIpod. NBo Mapunos Kpemencku, nvu, CBAJIAT “Maitann nom”
Pymsna JlonoBa, nokropanrt, Karenpa ,,Mennuuacka xumust 1 6noxumus”’, [IIMM
Caetna Tonoposa Hukonosa, nokropanr, Karenpa ,,AKyImepcTBo U rHHEKOJIOrus”
Jon. Ceernana Jlrobomuposa XpucrtoBa, M, LIeHTHp M0 KIMHUYHA TaTOJIOTHS,
YMBAIJI ,,AnexcanapoBcka”
. I'n.ac. Anexcannpuna MBanosa BrnaxoBa, M, LIeHThp 1O KIIMHUYHA IATOJIOTHS,
YMBAIJI ,,AnexcanapoBcka”
. Ac. Tuxomup Unuitues [Jukos, oM, LleHTbp 1o knuHnyHa naronorusi, YMBAJL
,»AJleKcaH/IpOBCKa”,
. Jlon. Aranac Credanos Mowkos, am, Kiiuwka 1o o61ma n 4epHoapobHa XHPYprs,
YMBAIJI ,,AnexcanapoBcka”
. I'n.ac. Teopmn Arrenos Cemoes, am, || Xupyprus, YMBAJIL ,,AnexcanpoBcka”
BA30OBA OPTAHU3ANMA: Menuuuncku Paxynrer, Karenpa “Menununcka Xumus u
Buoxumus™
PE3VIITATMU:
B MHOTO OT M3cieBaHM CeMelcTBaTa MpUYMHA 3a pa3BUTHE HA paK Ha
rbpaara ca roieMd reHomMHH mnpomeHn B BRCAL/2 renwrte. B Hacrosmioro
u3cnesnBade Oeme nposeneH MLPA ananu3 3a Hanuuue Ha TakUBa MPOMEHH INPU
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100 OBarapcku ManMeHTKH C pak Ha I'bpAaTa, MOAOPaHU CIIOpel MEKIYHAPOIHUTE
BCLC kputepun 3a Hacutenu Ha BRCA wmyrtaumu. YectoraTa Ha OTKPUTHTE
TeHOMHHU TIpoMeHH Oeme 8%, aHAIOTMYHO Ha NAHHWUTE, TOMY4YeHH NpPH OPYTU
nomynanun. B BRCAL 6sxa otkputu 4 (4%) renomuu npomenu: del BRCAL ex
11A npu manueHTka ¢ pak Ha repaata u sitaaunuTe; del BRCAL ex 13 npu xeHa ¢
paHHO Hauajo M (amMHIIHA UCTOPHS Ha pak Ha rbpiara U npoctartara; dup BRCAL
ex 14-15 u dup BRCAL ex 20 mnpu manueHTKH C (aMIIIHA HCTOpUS Ha pak Ha
repaara. HaOmonaBanute myraruure B BRCA2 rena Gsixa cbumio 4 (4%): del
BRCA2 ex 3B npu manueHTka ¢ paMuiIHa HCTOPUs Ha pak Ha repaara; del BRCA2
ex 25-27 npu Miazia xeHa ¢ paHHO Havano u pammina ucropus, dup BRCA2 ex 9 u
dup BRCA2 ex 27, mpu >KeHH C paHHO Hadajlo Ha 3a00JsIBAHETO. B 3aKiOueHHe,
koMOuHHpaneTo Ha MLPA ¢ KOHBEHIMOHATHUTE METOJH 32 MYTAIlMOHEH aHAIN3,
OM JTOBEJIO 10 OTKPUBAHE Ha IBJIHUS CHEKTHP OT MyTal[MU IIPH MallMeHTH C paK Ha
repaara B benrapus.
HAYYHHU NYBJIUKALIUU U ITPOABU: [TonyueHnute pe3ysiraT ca OT TOJISIMO
3HAQUeHWE M C€ MNPEABKIA Ja ObJaT NyONMKYBaHM CleJ INOTBBPXKAABaHE Ha
OTKPUTHTE T'CHOMHH NPOMEHH C JIPYr HE3aBUCUM METOJl, KOETO H3Ju3a HM3BBbH
pPaMKHTE Ha HACTOSLIHS TPOCKT
. Dodova R, Mitkova A, Caulevska M, Vlahova A, Dikov T, Sedloev T, Jonkov A,
Kremensky I, Christova S, Mitev V, Kaneva R. Association of polymorphisms and
mutations in BRCAL gene with breast cancer risk in Bulgarian familial cases.
European Association for Cancer Research Conference, 26-29 June 2010, Oslo,
Norway. Abstract book.

Hayunust otuer e npuer ¢c BUCOKA onenka no ckanara Ha CMH.

Horosop Ne 32/2009 r. MoJieKyJIHH XapaKTePUCTHKH HA CHHAPOMA HA
»4ylIuBa” X-xpomozoma B buarapus. BoBeskaane u cpaBHeHue Ha 1BaTa

JUATHOCTHYHH MOAX0/a - KiIacuuecKusaT southern blot ananu3 u Mmogepuusit
PCR/MS-MLPA meroau
BOJELL U3CJIEJOBATEJIL: Ac. bunsaa ['eopruesa ['eopruesa, nm
YJEHOBE HA U3CJIEAOBATEJICKUSI EKUIT:
. IIpod. Banbo HMBanoB MwureB, n6H, Karenpa mno Meaununcka Xumus u
Buoxumust, MM, M®, MY-Codus.
. I'nm.ac. AnGena ITvpBanoBa Tomoposa, 10, Karenpa mo Menuuuncka Xumus u
Buoxumus
. Jou. Panka Credanosa Tunuesa, nm, Karenpa no nenuarpust, CBAJI/JIB, Knunuka
o eHHOKpI/IHOHOFI/IH, ,HI/Ia6eT U TCHETHUKa
. Cr. ac. lanuena MupueBa ApmxueBa, aM, Karenpa no nemuartpus, CBAJI/Ib,
KHI/IHI/IK& 1o eH}IOKpHHOJ’[OFI/IH, zma6e"r U TCHCTHUKa
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BA30OBA OPI'AHM3ALUA: MVY-Codus, M®, Karenpa mo Meauuuncka XuMus u
Buoxumus
PE3YJITATH:

C macrosmus npoekt Osixa BhBenenn JJHK meromu 3a nuarHoctuka Ha
CHHJpOM Ha ,,uyrumBa’” X-xpomosoma (Fragile X syndrome, FXS). Tosa e Haii-
YEeCTOTO HACIEICTBEHO 3a00JIIBaHE NMPH MBXKE, CBBP3aHO C YMCTBEHO M30CTaBaHE.
[IpuuuHsBa ce OT eKCHaH3Us M XHUIepMeTHiInpaHe Ha TpunykieotuaeH CGG
noBrop B mpomotopa Ha FMRI1 rena, pasmonoxkern Ha X-Xpomoszomara. bsxa
ormrrumMusupanu Southern blot/xubpuansanust Bepxy resomua JIHK u mertomuxu
ocHOBaHM Ha mnoiuMmepa3Ha BepwxkHa peakmusi (PCR). Ilporoxommte 3a PCR
BKJIIOYBAT OPHWIMHAJIHM ONTHMHU3AallMM Ha KOJICKTHBA. B exuHMS IpOTOKON ce
M3I0JI3Ba BHCOKO ChABpXKaHHWe Ha GerauH, a B Apyrus deaza-dGTP. IMomyuenure
ammmuuUKaTH B IBPBHA CIydail ce pa3lenaT IOCPEACTBOM  araposHa
enektpodopesa, a tounusr Opoir (CGG)n ce ompenmens upe3 KamwispHa
enekTpodope3a Ha aBTOMAaTHUEH cekBeHartop. [lpm BTOpHAT MPOTOKON
aMIUIMUKATATE C€ pasfelsT B aKpWIAMHICH Trej, mocienaBaH ot Southern
tpancdep u xubpumuzauus ¢ DIG-Genssana (CGG)s-conna. BwBemen e HOB
mozepeH Metroq MS-MLPA (uyBcTBuTenHa Ha MeTWIHpaHe MYJITHUILIEKCHA
JIUTa3HO-3aBHCHMa XHUOpHAM3aNMs/aMIUTH(UKanys), OLEHSBAL] METHIMPAHETO B
npomortopa Ha FMR1 rena. To3u MeTo[ orieHsIBa HE caMO XHIIEPMETHINPAHETO, HO
Y TIO3BOJISIBA OTKpHBaHE Ha rosiemu Aenenuu/ayminkanud B FMR1 rena. Uertnpu
FXS cemeiictBa u 10 HEpOICTBCHH >KEHH HOCHTEIKM Ha IMpeMyTalus Osixa
W3CIICABAHU C pa3padOTEeHUTe METOAHM. BbBeneHHWTe AWArHOCTHYHH IOIXOIU
ocHTypsiBaT Obp3a, JIeCHa ¥ TOYHA JAMATHOCTHKA, C KOETO C€ OCHUTYpsIBA aJleKBaTHA
TeHEeTHYHAa KOHCYNTalUs, MpoQWIaKTHKa W TIpeHaTallHa JUArHOCTHKAa Ha
3abonsiBaHeTO B ceMeiicTBara ¢ FXS.

HAYYHU NYBJIUKALUU U ITPOSIBU:

e  Todorov T, Todorova A, Georgieva B, Mitev V. A unified rapid PCR method for
detection of normal and expanded trinucleotide alleles of CAG repeats in
Huntington chorea and CGG repeats in Fragile X syndrome. Molecular
Biotechnology 2010;45(2):150-4.

e  Todorov T, Todorova A, Avdjieva D, Dimova P, Angelova L, Tincheva R, Mitev
V. Molecular Basis of mental retardation in a sample from Bulgaria. Genet
Counseling 2010 (in press).

e  Todorov T, Todorova A, Avdjieva D, Dimova P, Angelova L, Tincheva R and
Mitev V. Clinical/molecular data of mental retardation in Bulgaria. Balkan Journal
of Medical Genetics 2010 (in press)

. Todorov T, Todorova A, Avdjieva D, Dimova P, Tincheva R and Mitev V.
Molecular genetic testing of mental retardation in Bulgaria. Eur J Hum Genet
2010;18(Supplement 1), pp.328, P12.128. European Human Genetics Conference
2010, June 12-15, 2010, Gothenburg, Sweden

Hayunusar otuet e npuer ¢ OT/IMYHA ouenka no ckanata Ha CMH.
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Jorosop Ne 55/2009 r. CKpuHMHT 32 HeGATAHCHPAHU CYOMUKPOCKONCKH
abepanuu Ha cy0TeJIOMEPHU U HHTEPCTHIMAIHHE XPOMO3OMHH PaiioHH npH
MANMEHTH ¢ UIMONATHYHO YMCTBEHO U30CTaBaHe
BOAELL U3CJIEJOBATEJL: nou. n-p Anekceit CnaBkoB CaBoB
YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
. Ipod. o Mapunos Kpemencku, nvu, M®, CBAJIAT , Maitaun nom”
. Ipod. Emun Teoprues CumeonoB, J[lercka kimuHHKa, aMH, YMBAJI
,,AlleKcaHpoBCcKa”
. Jou. Benera CamoBa Yamopa-boxxuHoBa, Jlercka HEBpOJOTrMYHA KIMHUKA,
YCBAJIHII “Cs.Haywm”, Codus™
. Jou. CwiBusi  AcenoBa IllomoBa, nam, J[lercka kimHuka, YMBAJL
»AlleKcaHIpoBcka”
Hpena Memosnam Bpanunosa, M, CBAJIAT ,MaiiuuH 1om”,
Cr.ac. Pagocnasa Bacunesa Bexxaposa, CBAJIAT ,,Maituun nom”,
Mapus bopucosa MBanosa, 1M, xumuk, CBAJIAT ,,Maituun gom”
WBanka IlerkoBa Cunurepcka, xumuk, CBAJIAT ,,Maituun 1om”
Caemiia TopopoBa Huxonosa, nokropanr, CBAJIATL ,Maiiuun nom”,
Crosta Haiinenos buues, 6uosor, CBAJIAI ,,Maituun gom”
Mowmuun AutonoB Hukoios, 1okropant, Karenpa XuMusi 1 OHOXUMUS
BenuecnaB PymenoB Aranacos, pokropant, CBAJIAT ,,Maituun nom”, Karenpa
A’
BA30OBA OPIAHU3AIMSA: Memuuuncku dakynrer, Karteapa no AkymepcTBo Hu
T'unekonorusi, CBAJIAI , Maituun nqom”
PE3VJITATHU:
Lenra Ha mpoBeNEeHOTO M3CIIEABAHE € Ype3 MpuilaraHe TEXHOJIOTHSATA Ha
MLPA na ce CkpuHHpaT 3a MHKPOCTPYKTYpHH HeOaJaHCHUpaHH XPOMO3OMHH
abepaluy TMAIMEHTH C WIWOMATHYHO W30CTaBaHE B YMCTBEHOTO pa3BUTHE,
CHUETAHO WJIM HE C BPOJCHU aHOMAlNMH W TucMop¢du3bpM. ChOpaHM ca KIMHHYHA
napopmarms u JJHK mpobu ot 120 nanuentu ¢ MYP ¢ HescHa eTHONOTHS, KOETO €
MPE/NOCTaBKa 3a MPOBEXKIaHE Ha OBJCIIM HayuyHH W3ClenBaHus. M3crnenBaHusra
0sixa TPOBEJCHU MpU KoxopTa oT 30 MalMeHTH ¢ KIMHUYECH cOop >5 mo ckanara
npemiokena ot De Vries at al. 2001. B uscnensanara xoxopra ot 30 maieHTH ¢
WUYP 6sxa ycraHoBeHu o0mo 10 OTKJIOHEHWs OT HOpMajHUs Opod Komus Ha
TapreTHUTE CEKBEHIINH B MHTEPCTHIMAIHA U CYOTEIOMEPHH XPOMO3OMHH PaioHH,
BEpPOSITHO  CBBp3aHM ¢  KIMHWYHHA  QeHorun. [lpm  ckpuHHMHTa 32
MHUKPOJICICIIHH/MUAKPOAYIUIUKAUA B XPOMO3OMHH pailOHM AacOUWUpaHH ChbC
CHHIPOMH OsIXa YCTAaHOBEHH OTKJIOHEHHWS NPH TPUMa TAlEeHTH — JBE JCJCIHH,
enHa aymimkauus. [lpy w3cnenBaHusTa 3a  IeNICUUM/OYIUIMKAlMd B
CyOTeIOMEpHUTE XPOMO3OMHM pPaiOHM O0siXa YCTAQaHOBEHHM OTKJIOHEHHs mnpu 7
HauueHTy — 6 fenenuu u 1 JymuiiKanus.
HAYYHU NIYBJIUKALMU U ITPOSIBU.
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. P Bwxaposa, I BpagunoBa, C buueB, A CaBo, E CumeonoB, 1 Kpemencku.
BwBexxmane Ha Meroma MLPA  3a  CKpMHHMHT 32 MHUKpOJEICLUH U
MHKPOIYIUIMKAlUK OPH NalUeHTU C U30CTaBaHe B yMCTBEHOTO pa3ButHe, OpaiHa
npeseHtanust - Xl-ra Hamuonanmna koudepenmus Ha OINI m memmatpu ¢
MexXayHapoaHo ydactue, CirpHUEB Opsir, 22-24 Maii 2010

. RV Vazharova, S Bichev, | Bradinova, E Simeonov, V Bojinova, | Kremensky,
IMoctep - P02.124 - Screening for common submicroscopic deletions/duplications
in Bulgarian MR/DD patients, European Human Genetics Conference 2010,
Gothenburg, Sweden - June 12 - 15, 2010

Kvm momenma pezynmamume ne ca oyenenu om CMH.

Jorosop Ne 43/2009 r. M3ciieBaHe HA POJIATA HA XeNATOUMTHHUS HYKJIeapeH

¢daxrop 1-6era (HNF1B) 32 pa3BuTHETO HA BPOIEHH AHOMAJIUU HA
OTAeJIMTeJHATA CHCTeMa
BOJELL U3CJIEJAOBATEJI: Onra XXuanosa bemuesa, okrop
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUITL:

. Iou. Anenust Xpucrosa Byesa, nm, Kitnaunka o aercka Hedposorus, Karenpa
1o neauaTpus
Crosin Haiinenos buues, nokropant, ouonor, CBAJIAL “Maitumn 1om”
Cranucnasa VBanosa /lumutpoBa, madopant, LIMM
Ac. Panka IlerpoBa KbHeBa, aM, LIMM u Karenpa ,, Xumust u 6noxumus’™
TIpod. Mo Mapunos Kpemencku, qvu, Hamponanna renetuysa gabopaTtopus,
CBAJIAT “Maiiunn nom”
BA30BA OPI'AHM3AIUSA: Menuuuucku dakynret, LleHTEp 10 MoJleKyTHa MEIHINHA
PE3YJITATH:

Bponennte aHomMammm Ha OBOpenuTe W OTIETHMTENHATA CHCTEMa
(BABOC) ca ocHOBHa IpHunHa 32 OBOpeYHa HENOCTATHYHOCT NpH Aena. Cpen Haill-
yectute npuunHd 3a BABOC ca nedexktn B rena Hnflp, koiito koxmmpa
TPAHCKPHIIIMOHEH (aKToOp C KIIOYOBa poyisi 3a eMOpHoreHesara Ha OBOpeka.
VYcranoseno e, e 16%-30% ot manueHTnTe ¢ OBOpEUHA XUITO- AHUCIIIA3US HOCAT
myraimn B HnflP. HacrosimeTo mpoyuBaHe € IbpBH OIUT 32 M3sICHSIBAaHE Ha
reneTnyHATe OCHOBH Ha BABOC B bbarapus. B Hero 0sxa BkmoueHu 14 nena c
pa3sHOOOpa3HH JUAarHo3W - JBYCTpaHHaTa MYJITHKHCTO3a, JABYCTpaHHaTa
XHIEPEXOTeHHOCT Ha OBOpelnTe, XUMOILIa3us, eqHOCTPAaHHA areHe3a Ha ObOpeka.
B xonma Ha u3cnenBaHeTo Osixa yCIIEIIHO BBBEJCHU JBa METOJa 3a I'eHETHYEH
aHanmm3 3a HnflPmyranun - MLPA u nupektHOo cexBeHupane. Meronst MLPA e
NPHIOKUM 32 OTKPUBAHE Ha TOJIEMH JENCHUH U/WIN MHCEPLHHU, a CeKBEHHPAHETO,
3a uIeHTH(QUIMpAHE HAa TOYKOBH MyTauuu. [Ipy HUTO €IHO OT H3CIICIBAaHUTE
cemeiictBa He Osxa ortkputn HNflB nedextn, BbOpekH, ue BH3 OCHOBA Ha
JUTEpaTypHUTE JAaHHH OYaKBAaXMe Jla YCTAHOBUM MYTalUH HpH 2 10 4 ManueHTa.
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[MpuunHuTe 3a TOBa pa3MHUHABaHE MOXKE Ja ca: a) OTHOCHUTENHO Malkus Opoii
OOJHHU JAena BKJIIOYEHH B IPOEKTa MK 0) Mo-Majnkara 3HAYMMOCT Ha TO3HU T'eH 3a
natoreHe3ara Ha BABOC B Owirapckara momynanus. 3a H3SICHSABAaHETO HA TO3U
BBIIPOC € HEOOXOMMO YBEIMYaBaHE Ha M3CICIBAHATA IPyIa Yype3 MPUBIMYAHE HA
HOBH IMMalEHTH.

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 33/2009 r. MosieKyJTHH XapaKTePUCTHKH HA Mb3KKH CTEPHIIHTET B

Bbarapus
BOJELL U3CJIEJAOBATEJL: I'n.ac. An6ena [IspBanoBa Tomoposa, M
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUII:
. IIpod. Banbo HMBanoB MureB, n6H, Karengpa no Meaununcka Xumusi u
Buoxumust, MM
. Anppeit BennucnaBo Kupos, noxropanr, Karempa “Menuuuncka Xumus u
Buoxumus‘
BA3OBA OPIrAHU3ALUA: MVY-Codus, Menuuunckun Pakynrer, Kareapa mo
Menunuacka Xumus 1 buoxumus
PE3VYIITATH:
C Hacrosius nmpoekT 0sxa BbBenenn JIHK MeToauku 3a quarHoctiuka Ha
rpyra OT TeHETHYHO OOYCIIOBEHH 3a0O0JIsIBaHWs, BOJEIIM 10 azoospermia u
oligoasthenoteratozoospermia npu Mbxe U OsXa U3CICIBAHU TCHH U PAOHH KOUTO
0 JIUTEpaTypHH JaHHU ca cpe]] TeHeTHYHHUTE (PaKTOPH, BOJEIIHN IO CTEPUIIUTET.
1. AZF peruonu B Y xpoMo3omara.
2. TeHbT, KOaWpam MNPOTEHMH 3 HA CHHANTOHEMATHHS KOMILIEKC
(SYCP3 rena).
3. Tewwt, komupani YOukBuTHH-crienuduuna mpoteaza 9 (USPIY
reHa)
4. TeHbT, KOIMpal] PEHEeNnTOp 3a TOHAIOTPONUH-OCBOOOXKIABAIINS
xopMoH (GNRHR rena).
5. Tewwr, komupam [-cyOenuHumnara Ha (OIUKYI-CTHMYIHPAIIUSL
xopmoH (FSHB rena).
6. TenbpT, Kommpam [-cyOenWHHIATA Ha JYTEHHH3HPALINS XOPMOH
(LHB rena).
bsxa onTUMH3UpaHU METOAMKH, OCHOBAaHU Ha IOJIMMEPa3Ha BEpPUIKHA
peakuust (PCR). Hact 0T METOMKHUTE BKIIFOUBAT OPUTHHANICH AW3aiiH Ha MpaiMepH
3a aMIUTMQUKALKS Ha ChOTBETHUTE PETHOHHU, KaKTO M ONTHMH3ALMs Ha YCIOBHATA
3a amuiMduKanys. BeBeeHUTe AMarHOCTHYHU aHAIIM3H, 3a€HO C JaHHU OT JPYrH
H3CIeABaHus 0sXa M3I0JI3BaHM 32 pa3paboTBaHe Ha CHCTEMEH ITOIXO, eI JJa ce
ocHTypu OBbp3a W TOYHA TUATHOCTHKA MPH MBXKE C PEMPOAYKTHBHU MPOOIEMH, C
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KOETO C€ OCHTypsiBa aJeKBaTHA TICHETHMYHA KOHCYNTAUUs HA IAlUCHTHUTE.
VYenopeaHo ¢ ToBa, M3CIEABAHETO MOKa3Ba OTKIOHCHUS B YECTOTUTE HAa OTKPHTHTE
TeHEeTHYHH Ae(EeKTH TpH H3CNeBaHaTa Ipyna MAlHeHTH — MHKpOJeienuu HaY
xpomo3zoMarta — 6,67% (cpenna ceeroBHa yectota 10-20%) 1 reHeTHYHH NeEKTH B
LHB rena — 2,67% (cBeToBHa "yecToTa CHIIHO Bapupa Mexny 5,7% (CAIL) u 24,1%
(Ounnangus)) — no mamHm ot OMIM. ToBa Haii-BepOSTHO ce IBIDKH Ha
CPaBHUTEHO MayKaTa Tpyla H3CIeABAHM IIAllMeHTH W ToJsiMara TeHeTHYHa
XETEePOreHHOCT Ha ObJrapckara HOIyJIalus.

HAYYHU IYBJIUKALOUU U ITPOSIBH: LHB gene mutations in Bulgarian
patients with hypogonadism and azoospermia — ppKonuc B mporiec Ha MoArOTOBKA.

Hayunust otuer e npuer ¢c BUCOKA onenka o ckanara Ha CMH.

Jorosop Ne 52/2009 r. M3ciieiBaHe HA KAHAUIAT FeHU B PAiiOH HA CKAYEHOCT

3a (paMHIIHA MAPUHATHA eNUJIeNCUst
BOJEL U3CJIEJAOBATEJI: Teonopa Esrenunesa ['opanoBa, 16
YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
. I'mac. Panka IlerpoBa KwheBa, 10, Karempa ,Meguuuncka Xumus u
Buoxumus™
. Ipod. Usaiino Jlroamusos TepueB, amH, Yb ,,Anekcanaposcka”, Karempa mo
HEBPOJIOTHS;
. Ilpod. Bamso MBanoB Mures, n6mn, Karenpa mo Memuuuncka Xumus u
buoxumus
. Jopa TeoprueBa AmnremuueBa, 10, Karenpa ,MenuunmHcka Xumus u
Buoxumus™
BA3OBA OPIAHM3AIUSA: MVY-Codus, M®, Karenpa ,MeanumHcka XUMHI H
Oonoxumus”, LIeHTBp 10 MOJIEKYIHA MEAUIIMHA
PE3VIITATMU:

Enunencusra e Haif-4uecToTO MO3B4HO 3a0omsBaHe. [lpemxomHo
M3CNe/IBAHE HA CEMEUCTBO C CMWIICTICUs MoKa3a ckadeHocT ¢ 5031-32. Ilenrta Ha
HACTOSIIIIOTO MPOyYBaHE Oelle 1a W3CJIeaABa TPH KaHIUIAT TeHa B TO3W PETHOH —
SPRY4, FGF1, KCTD16. Te 6sixa anamusupanu Ha PHK HuBo. beme nposenen
obpatHo TpanckpunioneH PCR wu cexkBenupane Ha kJHK 3a Haii-uecTuTe
aNTepHATUBHH TpaHCKpUNTH Ha reHnTe. OcBeH TOBa, Oelle W3BHPIICHO
cexBerupane Ha JIHK HuBo Ha SPRY4 rena 3a msmoTo cemeiictBo. [Ipu ananmsa Ha
SPRY4 6sxa orkputu 10 m3BecTHH M 3 HeomUcBaHU moiuMop¢u3mu. [Ipu HUTO
eJIMH OT TsX obade He Oerre HaOJI0IaBaHa acoIMalUs ¢ enuiencusTa. [loBeyero ca
pasnoyioKeHW B HETpaHCHMpaHaTa oO0JIACT HAa T€Ha U € BB3MOXKHO Ja HMaT
peryiaTopHO BIMSHHE BBPXY eKCIpecusiTa My. B pesynrar Ha anamuza Ha PHK
HHMBO Oellle YyCTaHOBEHA EKCIPecHs Ha 2 OT Hai-4ecTUTEe alTepHaTHBHH (OopMH Ha
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SPRY4 npu nBete kOHTponu, HO He W npu Oonuute. 3a FGF1 Gemie ycranoBeHa
eKcIpecHs INpH eIHaTa KOHTpOJa, HO JIMNCBame npu OonHute. Jlumcara Ha
eKcrpecus MpH NalMeHTUTe O MOIna 1a € CBbp3aHa ¢ TAXHOTO 3abonsgBaHe. 3a
tperus red, KCTD16 He Geme yctaHOBEHa eKCIIPECHsT HUTO IPH KOHTPOJINUTE, HUTO
npu nanuenture. ToBa 61 MOIJIO A2 ce ABJDKK Ha HUCKAaTa eKCIPECHs Ha TO3H I'eH B
KkpbB. Heobxoxumo e pesynrature f1a 6b1aT IOTBBPACHN Upe3 aHAIU3 Ha TI0-TOJISIM
Opoii manueHTy.

Hayunusr otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 44/2009 r. Onpenesnsine yecToTaTa Ha MyTauuu B MSH6 rena

MeKIYy MALUEeHTH ¢ eHA0MeTpHAJeH KAPHHHOM YHUTO OUONICHYHU MaTepUaIn
noka3Bat nHakTuBupamu myrauuu B KRAS rena

BOJELI U3CJIEAOBATEJL: lapuna Koncrantunosa, 10H

BA30BA OPTAHM3ALUSA: MVY-Codusi, Menuuuncku dakynrer, Karenpa ,,Meauuuncka
XUMUS U OHOXUMUS”

PE3YJITATH:

Exzon 1 nma KRAS rena Oe cekBeHupan mnpu 108 mamueHTH C
CH/IOMETpPHANICH KapiuuHoM. 3a menta Oe m3moy3BaHa TymopHa JIHK, Teii karo
MYTaIlMTE B TO3H TeH ca MPEJUMHO COMaTHUHHU. MyTanun ycraHoBuxMe npH 18 ot
ix (16.7%). Ilpu Tsix Oe cexBenupan MSHG rena, karo Oe w3mOJI3BaHA
repmuHatuBHa JIHK. Myramum He Osixa ycraHoBeHH. OCBEH Te3H pe3yNTaTH
ycraHoBeHute myTtauun B KRAS rena 0siXxa ChIOCTaBEHH C HAXOIKUTE MpPHU
nmanueHTuTe. Te ce cpemaxa mo-4ecTo MpH eHIOMETPHOUIHU TYMOPU CPaBHEHO C
HeeHHoMeTpuonaHu. Pasnpenenenuero Ha myranud B KRAS rena 6e cbprioctaBeHO
u ¢ ToBa Ha Mytauuu B PIK3CA rena.

Pesynrarure 6sixa 000011eHH B ITyOIMKAIIKS.
HAYYHU NYBJIUKALIUN:
e  Konstantinova D, Kaneva R, Dimitrov R, Savov A, Ivanov S, Dyankova T,

Kremensky 1, Mitev V. Rare Mutations in the PIK3CA Gene Contribute to

Aggressive Endometrial Cancer. DNA Cell Biol. 2009 Oct 19.

Hayunusr otger e npuet ¢ /[JOBPA ouenka no ckanara Ha CMH.

Jorosop Ne 60/2009 r. Bausinue Ha pa3iM4HO HACHTEHH MACTHH KHCEJUHHU

BBbPXY CTPYKTYPHATA OPraHu3alus Ha MeMOpaHHUTe padT-10MeHn

BOJAEI U3CJEJOBATEJIL: Exatepuna Mapunosa Hukosnosa, 16
YJEHOBE HA U3CJIEJOBATEJICKHWSA EKUIT:
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. Ilpod. Banbo HMBanoB MwureB, n6H, Karenpa mno Meaunuucka Xumus u
Buoxumus, MM
Antonus Pymenosa lcaesa, 6uonor, Katenpa MenunuHcKa XUMHS 1 OHOXUMUS
Ipod. Auana Xpucrosa Ilerkosa, 161, UHCcTHTYT 10 6noduzuka, BAH
J1-p T'ans MapueBa CtaHeBa, Hay4eH CbTpYAHHK, VHCTUTYT N0 6nodu3uka, BAH
Tans TogopoBa MapkoBcka, 6uosnor, MactutyT 1o 6nodusuka, BAH
. Paiina liBanoBa I'eopruesa, 6uomnor, MacturyT no 6uodpusuka, BAH

BA3OBA OPT'AHMU3AIMS: Karenpa MenunuuHcka XUMus M OMOXMMHES, MeEIUIMHCKHA
tdaxynrer, MY-Codus
PE3YJITATH:

MacTHHUTE KUCEITMHN ca MHOTO B)KHU 32 (D)YHKIIHOHHPAHETO Ha KICTKHUTE
ThIl KaTo Te BIHSAT BHPXY MeMOpaHHaTa CTpyKTypa W (yHKnus. M3cnenBaHusra
BbPXY UHKOIIOPUPAHETO Ha KbCO BEPWIKHU MACTHU KUCEJIMHU B KIETHYHU KYJITYpHU
OTIVICKAAHU B YCJIOBUATA Ha TPUU3MEPEH MATPUKC IpenarnojaraT ABa pa3iuyHU
MOJIEKYJIHM M€XaHH3Ma, KOHUTO 3aBHCAT OT CTPYKTypTa Ha KHCEIUHATa.
[NanmuTHHOBATa KMCETHHA CE BKIIOYBA B KIECTKUTE Upe3 mpocTa AuQy3us, J0KaTo
OJICMHOBATa KHCENMHA MOKa3Ba TPAHCIIOPTEH IMpPOLEC, KOUTO Ce XapaKTepH3Hpa C
KpuBa Ha HacuilaHe. Te3u gBa MeXaHM3Ma NpeANa3BaT KIETKaTa OT W3JIHUILHU
KOJIMYECTBA HA TE€3M MACTHHU KHUCEIMHU U OCUTYpsBaT ONTUMAJIHM YCIIOBHUA 3a
MpPOTHYaHE Ha KICTHYHUTEC QYHKIMH. BKIIOYBaHETO Ha JTOKO30XCKCaeHOBaTa
KUCEJIMHA B KJIETKUTE 3aBUCH OT KOHIICHTpallUATa Ha KUCEJIMHATa B XpaHUTEIHATa
cp€aa, HO HE 3aBUCH OT BPEMCTO Ha TPETUPAHE, 3allOoTO CE€ HWHKOpIOpUpa
CIIOHTaHHO B OIpEIeJICHH TOMEHH Ha MeMOpaHarta. [IpoBeneHu ca m3cienBaHHS C
THTAaHTCKHU YHIJIAMEJIAPHU JIUIIO30MH 1 A epeHIInaIHA CKaHNpaIa KaJIOPUMETPHS
Ha TPUKOMIIOHEHTHH cMecd OT (ochaTHOWIXOIMH C  OJEWHOBA  HIIH
JIOKO30XEKCacHOBa KHCENMHA Ha BTOpa IMO3MIWS Ha TIHIEPOJIOBUS TPpBHOHAK:
C(bI/IHFOMI/IeJ'IHH U XOJIECTEPOI U € IOKa3aHO, JIOKO30XEKCAa€HOBTA KHCCIMHA
MpEM3BUKBA MOSBA HA TOMEHH [TPU TEMIEPaTypH OJU3KU 10 HU3NOTOTUIHUTE.
HAYYHHU NYBJIUKALIUNUU [TPOSIBU:

e  Damyanova R, Markovska T, Mitev V, Staneva G, Petkova D. Uptake of fatty
acids by fibroblasts cultured as three — dimensional matrix. Comp Rend. Bulg.
Acad Sci, 63, 2010 (in press)

Hayunust otyer e npuetr ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Horosop Ne 24/2009 r. M3ciienBaHe HAa ChABPIKAHUETO H MPOU3X0/1a HA

XOMOLMCTEHH BbB BHHO M APYTH ()epMEHTALMOHHH NPOAYKTH
BOJEIL U3CJIENJOBATEJIL: I'n.ac. Cunsus ['eopruesa Kanennepona
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUAIT:
. Buctpa Pocenosa benkosa, mokrop, cnenuanuct, Kateapa MeaunuHcka XUMusi 1
OHOXUMUSI -HaITyCHAJIA.
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. Anronust Pymenosa Hcaesa, 16, Karenpa MenuuuHcka XUMUsE 1 OMOXUMUS
. Ilpo¢. Banbo MBanoB MuteB, n6H, Karenpa no Menguiuacka Xumus u

Buoxumus, MM
BA30BA OPI'AHM3AIUA: Karenpa Mequrmmuacka Xumust u buoxumust, M®, MY-Codust.
PE3VYIJITATH:

[loBuiieHuTe NiIa3MeHU HMBA HAa XOMOILMCTEHH Ca TACHO CBBP3aHU C
peavua maTtoNorHYHU ChCTOsSHUSA. CKOpPOLIHM JaHHU OT JIUTEpaTrypara IoKa3BaT
HAJIMYMETO HA 3aBUCUMOCT MEXIy BHCOKaTa KOHCyMAallus Ha BHHO U JpYyrd
QJIKOXOJIHY HAIIUTKY U MIOBUILIEHUTE KOHIEHTPAllMY HA XOMOLUCTENUH, a OT TaM U Ha
MOBHIIICH PHCK OT CHPJIEYHO — ChIOBH 3a0oisBanHus. [IpuunnanTe 32 TO3H eheKT Ha
aJIKOXO0J1a BCE OIlle ca OOEKT Ha Je0aTh U He ca HaIbJIHO u3scHeHH. OCBEH TOBA, BCE
OIlle HE Ca IIPaBEHH U3CJIEABAaHMs, KOUTO 14 YCTAHOBST Bb3MOXKHOTO IIPUCHCTBUE HA
XOMOIIMCTEHHA B ChCTaBa Ha BUHOTO HJIM JPYT'H COMPTHU HamUTKH. JloOpe u3BecTeH
¢ ¢akra, 4e pa3HOOOpa3HU JETINBH CEPHU CHEIMHECHUS, KAKTO M HEJICTIUBH THOJI-
CBHIBPKAIIA KOMIIOHEHTH TBPIAT META0ONMTHH NPEBPBINAHHUS IO BpeMe Ha
(depMmenTanuaTa Ha rposgero. OCBEH TOBa MOXKE Ja C€ OTOCNeXKH, de
XOMOITUCTEHHBT € KJIFOYOB METa0OJNUT B METaboNM3Ma Ha cspaTa TMpH JAPOKIUTE,
KOETO OT CBOS CTpaHa MOXe Ja ObJie MPHYUHA 32 Bh3MOXKHOTO MPUCHCTBHUE HA TO3U
KOMIIOHCHT B KpailHMs TPOAYKT Ha (EepMEHTAIMOHHMS NPOIEC — BUHOTO. B
JIEMCTBUTEIHOCT B JIMTEpaTypaTa HsIMa JJaHHM 3a ChIbpPKAHUE HA XOMOLIMCTENH BbB
BUHO. He ca mpaBeHu u3cienBaHus Aaau TO MOKE Aa JOTPUHECE 33 MOBUILIABAHE HA
MJa3MEHUTE HUBAa Ha TO3M KOMIOHEHT. [lopagu ToBa B HAcCTOSIMS Hay4dHO-
HU3CIEN0BATENICKU TPy HUE CH IOCTaBUXME 3a LN Ja U3CIeIBaMe ChIAbPKAHUETO
Ha XOMOLMCTEMH BBB BHHA C pa3iIdyeH [POU3XOJ U pPa3jIMuYeH COpT.
Konm4ecTBeHOTO ChABPKAHHME HA XOMOIMCTEHH O€ ompenesieHo B 36 mpoOu OT
YepBeHU U OCNT BHHA ¢ Je(UHUPAH MPOM3X0]] OT Pa3IHYHK PErHOHU Ha Bbarapus.
OryereHUTe HHMBA Ha XOMOIIMCTEMH ca OT TMopsAabka Ha | \M.I_l, KOETO
mpefonpeaenss HeoOXOAMMOCTTa OT TIIOHATATBHIIHM HW3CIEABAaHUS, KOHTO Jia
YCTaHOBSAT BB3MOKHOCTTA OT YCBOSIBAHE HA TO3H PHCKOB (pakTOp OT opranm3ma. He
€ U3KIII0YEHA Bb3MOKHOCTTA HAJIMYMETO HA XOMOIMCTEMH BbB BUHOTO J1a TOBJIMSABA
IUTa3MEHUTE My HHUBa Cliell MpeKOMepHa KOHcyMmalus Ha BuHO. HeoOxommmu ca
JOITBIIHUTENIHYA NIPOYyYBAHUs B TA3M HACOKA, 3a Ja CE OLIEHU PUCKA OT ChABPIKALLUS
C€ BbB BUHOTO XOMOLIMCTEUH BBPXY 34PaBOCIOBHOTO ChCTOSHHUE.

HAYYHU NYBJIMKALIUU U ITPOSIBU:
. Benkova B, Lozanov V, Ivanov IP, Stoev G, Yordanova N, Milchova M,

Kalenderova S, Mitev V. Quantitation of homocysteine content in wine. European

Food Research and Technology, 230, 2009, 361.

Hayunusar otuet e npuer ¢ OT/IMYHA ouenka no ckanata Ha CMH.
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Jorosop Ne 17/2009 r. ITpusio:kenue Ha ypunapuute L-DOPA, karexosaMuHu
¥ TeXHHTe MeTadOoJINTH NPH THATHOCTHKA HA nanueHTH ¢ Boject Ha
IHapxuncon

BOAELL U3CJEJOBATEJI: Jlronmuna Bragumuposa MateBa

YJEHOBE HA U3CJIEJOBATEJICKUSA EKHIT:

. IIpod. Banbo HMBanoB MwureB, n6H, Karenpa mo Meaunuucka Xumus u
Buoxumust, MM

. Ac. Credan CserozapoB IlerpoB, xumuk, M®, Kar.” Meaununcka Xumus u
OroxumMus’”

BA30OBA OPIrAHM3ALMUSA: Meauuuncku @axynrer, Kar.”MenuuuHcka Xumus H
onoxumust”’; 3apase 2, Codust 1431
PE3VYJITATH:

KarexomamuHnTe ®  MeTaHepHHUTE WrpasT BakHa poOIs  3a
nH(popManuATa 3a TPAaHCMHCHATA U PETyIalusATa HAa METaboIM3Ma B YOBEUIKOTO
Tsmo. KonmmuecTBeHOTO ompenensHe Ha KaTexolaMUHHTE, MeTaHedpuHHTE M L-
DOPA ca BaxHu 3a paHHAara AMarHocTuka Ha Oonectra Ha [lapKUHCOH.
Wznmonmssaxme BETX-meTon ¢ ¢QayopeclieHTHa JeTeKIMsA 3a aHAIU3 Ha
KOHIICHTpaMHUTE Ha KaTexonaMuHu, Metanedpunu u L-DOPA B npo6u ot mia3ma
u ypuna. KoHneHTpanuuTe Ha Karexoidamuny, Mertaneppuran u L-DOPA B npodu
OT IUIa3Ma M ypHHa 0sXa CpaBHEHH IPU 3[paBH JOOPOBONIM W IPH MAIUECHTH C
6onect Ha [lapkuHCOH M OsXa HampaBeHW CHOTBETHHUTE W3BOJM 3a MPOMCHHUTE B
KOHIICHTpallMUTEe Ha Te3W BemiecTBa. Haif-o0mo ce HaOmromaBa HaMalleHHE B
KOHILICHTpaMuTe Ha HOopemuHehprH (3 mbTH mpH m1asmMa u ¢ okomo 30% mpu
ypuHa), nonamuH (8 meTH npu wiazmMa U 10 metr npu ypuna) u L-DOPA (6 metr
npu wiasma 1 10 mbTH Npy ypuHA) B IUIa3Ma M ypUHA NPU MAlUEHTH ¢ 00JecT Ha
[TapkuHCOH.

HAYYHU NYBJIUKALIMU U ITPOSABU:

e  Mateva LV, Petrov SS, Mitev VI. Simultaneous determination of free DOPA,
Catecholamines and Metanephrines in plasma and urine for early diagnosis of
Parkinson decease. Crarusita e u3mparena 3a myOmukysane B Journal of Liquid
Chromatography & Related Technologies npe3 maii 2010r.

Hayunust otuer e npuer ¢ [JOBbPA ouenka no ckanara Ha CMH.

Jorosop Ne 14/2009 r. MUKpPOCTPYKTYPHH r€eHOMHH H3MEHEHHS PH
HINONATHYHA A300CHEPMHUSI H OJTHTOCHePMHUSI B iepudepHa KPbB U eAKyIaT—
u3ciaensade upe3 JHK Mukpounnose

BOJELL U3CJIEJAOBATEJL: I'n.ac. Pamuma Credanosa XKuskosa, 10
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUAIT:

. I'n.ac. Bepa Mnuesa JlamsinoBa, Katenpa mo Meaumunacka 6uonorus

. I'n.ac. CaBuna IlerpoBa Xamkunekosa, Kareapa no MeauuuHcka reHeTuka
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Becena bopucosa Hukonosa, 10, Katenpa mo AkymiepcTBo U THHEKOIOTHS
JecucnaBa BanentrHoBa Hemresa, 6uostor, Karenpa no MenuuuHcka reHeTHKa
Jou. Ipara MBanoBa ToHueBa, 10H, Kateapa no MenuuuHcka reHeTuKa

Jou. Wnus L{geranos Bates, [lokTop, Karenpa mo MeaumuHcka OUoiI0THs
BA30BA OPI'TAHM3AIUS: Katenpa no buosorus, 1431 Codus, yi. 3npase 2
PE3YJITATH:

T'eHoMHUTE aucOamaHCH ca YECTO CPEIlaHW MpU PA3IMYHU BHIOBE
nH(EpTHINTET U MMaT 3HAUCHUE IPH TPETHPaHEeTO Ha Oe3IUIONHeTO IPH JOBeKa.
CpaBaurennata reHomHa xuOpummsanus (CGH) BepXy MUKpodHMIOBE € Haii-
ChbBpEMEHHATa TEXHMKA 3a M3CIE/BaHE HAa OTKIOHCHUATA B T€HOMA, 3alllOTO JaBa
BB3MOXHOCT 3a IapajieJIHa OLCHKa Ha BCUYKU XPOMO3OMM U IIPUTEXKaBa MHOIO
BUCOKa pe3omonusa. Hue aHamm3upaxme TeHOMHHUTE AucOanaHCH B NpoOU OT
nepudepHa KpbB Ha 10 MBXKe ¢ HAMONATHYHA OJUI0ACTEHOTEPATO300CTIEPMHUS HIIH
azoocnepmust ype3 CGH ¢ MUKpOUHIIOBE, TIOKPHUBAILY LIEJHS TEHOM. Y CTAHOBHXME
MHUKpoabepaluy Ipu U3ciIeIBaHUTE allUeHTH, KaTo OposT Ha mpoMeHuTe Oeme 1 -
2 Ha npoba. B abepamunTe nmame 2 - 16 3acerHaTu KJIOHOBE, JaBalllll OTPaKEHUE
BBPXY pa3Mmepa Ha u3MeHeHuTe ydyactbiy ot 0,5 - 16 Mb. Jlanaure nokassar, 4ye Y-
MHKpoalepanunuTe ca Hali-dyecTHTe abepaldyl W 3acsraT TeHH B Y-XpOMO30Marta,
OTTOBOPHM 3a HOpMaJlHaTa cliepMaToOreHe3a U 3pecHeTO Ha crepmartozounure. B
JOIBJIHEHHE KBbM MHKpoabepamuuTe Ha Y-XpoMo3oMmara, HHE OTKPHXME OIle
HSKOJIKO 3aCeTHaTH JIOKYCH, BKJIrouBamy 3026.32 memenmst 3aemHo ¢ 14q1l.1
nernerwst, 9912 menmenwst, 5935.1 ammuudukanums, 7p22.3 ammwnbukanus u 17012-
17921.2 ammnudukaust, KOATO 00XBallla y4acThK C Pa3IMYHH T€HH, KOAUPAIIU
YY4aCTHULIM B DAa3IMYHM IpOLECH Ha peryjgauus Ha KICTbUHHS LUKBI U
MOCTTpaHCIAIlMOHHATa 00paboTka Ha OeNThUUTE. Y CTaHOBHXME U abepainust B TeH,
otroBopeH 3a zona pellucida-cesp3ssam 6entek 2 (ZPBP2) ¢ BaxHO 3Ha4YeHHE NpH
crepMaToreHesaTa u oIloxaaHeTo. IlomyyeHuTe pe3ynraTu ouepTaBaT 3HAUYEHUETO
Ha u3cnenBanmsTa ype3 CGH ¢ Mukpounnose kato obemasamna o0acT Ha HAyIHU
H3CIeBAHUS ChC CEPHO3HO KIMHUIHO MPUIIOKEHHE.

Hayunusr otger e npuet ¢ /[OBPA ouenka no ckanara Ha CMH.

Jorosop Ne 11/2009 r. [TpoyuBaHe posisiTa Ha YOBEIIKUTE MOJTMOMHH BHPYCH

(BK u JC) npu pa3BUTHETO HA MHbPBHYHH MO3bYHH TYMOPH
BOJEL U3CJIEJOBATEJI: TIpod. Benuecnas Acenos bycapcku, imMu
YJEHOBE HA U3CJIEJOBATEJICKUSI EKHUII:
. Junsu BanentunoB ®epannannos, Kimunuka nmo Hespoxupyprus, YMBAJI ,,Cs.
WBan Punckn”
. Wnns Jumutpos Lexos, Jlaboparopus mo Monekymnspaa Bupyconorns, HI3ITb
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. Anronust [lumutposa Ilerposa, JlaGoparopust mo Monexymsipaa Bupyconorus,

HI3I1B
BA30OBA OPIAHM3ALMUSA: Menuuuncku @axynrer, Karegpa no HeEBpoXupyprus;
YMBAIJI,,Cs. UBan Puncku”, KnmuHuka 1o HeBpOXUpyprus
PE3YJITATH:

[IpoyuBaneTo e mbpBO 1O poaa cu 3a bwirapus. bsxa koHcTpyHupaHw,
ONTHMHU3UPAHH U anpOOHPaHH CUCTEMH 3a JETeKUus Ha mojanoMHute Bupycu JC 1
BK. HMsnomssanu 0sxa texuomoruure SYBR Green, LUX u Tagman real-time
PCR. TlonoBuHara oT mpoOure Ha manueTHH ¢ ruobnacromu (n=40) Gsixa LT
nonoxurensu. Cpex rpynara ¢ actpormutoMud (N=20) U C OJUTOJCHIPOTIMOMH
(n=12) nomnoxwurenuu Gsixa choTBeTHO 35% U 33.3%. Cpen ocrananute rpymu LT
0c aMIuIMUIMpPaH Opu: 2 OT 3 OJUTrOACTPOLUTOMHU; 3 OT 5 TaHIJIMOTIIHOMH; 2 OT 5
MenynobnactoMu; 1 OT 3 NHHEONWTOMH; HO HE M HPH S5-Te TECTBaHH IPOOU OT
CMCHIUMOMHU. BCHYKH MONOXHUTEIHH MpoOH, Osixa C KbCEH IMParoB LHUKBI Ha
HapacTBaHe Ha (ryopecueHTHHs1 curHan Bapupail mexay 36 u 50. NCCR mpu
moBeveTo npodu He Oe aMruMpUIMpaH, KaTo camo 21 0s1xa MOJIOKUTEITHH U TO ChC
cTapToB Opoii Ha cekBeHIUTe B 00xBarta Ha 10-1000 xomust. [Tpu 8 ot mpobure LT
u NCCR 6s1xa elHOBPEMEHHO MOJIOKUTENHH. Hann4nero Ha MOMMOMHH CEKBEHIIUH
KakTo © Oene3nTe 3a HEMPOAYKTHBHA BHPYCHAa HMHQEKIMS MOJKPEISAT
noreHman#ara poyst Ha JCV kaTto ¢akTop 3a MHAYKIHS/IPOMOIHS Ha EPBUYHH
MO3puHH TyMopH. [lomydeHure pesynratu ca 6a3a OT JaHHH KOSTO MOXE Ja
TIOCITY KU TIPH TIOCIIEABAIY IPOYYBaHUs B 00IacTTa.

HAYYHU IYBJIUKALUU U TPOSIBU:

e Tsekov ID et al. SYBR Green Based Real-Time PCR Assay for Detection of
Polyomavirus JC. Problems of infectious and parasitic diseases 37, 2009, Ne 1, 15-
16.

e  Tsekov ID et al. Design and Evaluation of New Light-Upon-Extension (LUX)
Real-Time PCR Primer System for Detection of Polyomavirus Hominis 2 (JC
Virus) in Clinical Samples. Biotechnol & Biotechnol Eq. 23, 2009, Ne 3, 1360-
1363.

e Kalvatchev ZN et al. Effective Light-Upon-Extension Real-Time PCR Primer
Systems for Rapid Detection of Human Viruses. Laboratory medicine 41, 2010, Ne
3, 150-155. (IF=0.309)

e Tsekov ID et al. Involvement of Polyomavirus JC in the Process of
Neurooncogenesis. Cr. Acad. Bulg. Sci., (in press).

e  Tsekov ID et al. Prevalence of JC polyomavirus genomic sequences from the large
T-antigen and non-coding control regions among Bulgarian patients with primary
brain tumours. Clinical Neurology and Neurosurgery (under peer-review).

. Lexos /I u np. Poxns n 3nauenne Ha HPOV 3a pa3BuTHe Ha MO3BYHU HEOIUIA3UH.
19-ta Exeromna Acambies Ha IMAB ,JMudexunmn u Pax”. 3natnm Ilsceum,
Boarapus, 7-10 Maiit, 2009.

. Ferdinandov DV et al. Association of JC Virus DNA Sequences with Various
Primary Brain Tumors. XIV World Congress of Neurological Surgery, Boston,
USA, August 30-Sept. 4 2009, Abstracts Book p. 29; CO3.
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e  Tsekov ID et al. Altered infection with JC virus as a premise for in vivo malignant
transformation of glial cells. The EANS Annual Meeting 2010, Groningen, The
Netherlands, March 25-27, Abstract 504.

Hayunusr otyer e npuet ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 21/2009 r. Posi Ha a30THHSA OKCHJL, HIPOAYLHPAH OT HEBPOHAJIHATA
a30TeH OKCH/] CHHTA32a B PeryJIaluaTa Ha Obp3uTe KoJleGaHusl Ha

APTEPUATHOTO HAJIATAaHE U ChbP/IeYHATA Y€CTOTA Y CIOHTAHHO-XUINIEPTCH3UBHHA
IIbX0BE

BOAELL U3CJIIEJOBATEJI: Ilers [TaBnoBa MapkoBa
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:
. Cr. Ac. Pene /TumurpoBa Munesa-ITonosa, Karenpa no dusuomnorus
. WBan Koncrantunos Yakaos, CTyA€HT
. JHestH Mupocnasos Ilomnos, cryaeHT
. Opaun OpnunHoB [1aBioB, cTyaeHT
BA30BA OPI'AHU3ALUS: Meauuuucku ®akynrer, MY - Codus
PE3YJITATH:
ExcrniepuMenTHTE 0siXa MPOBEACHU HAa OYJIHU HOPMOTEH3WBHH IUTHXOBE
Wistar u cionranno-xumneprensuhu mwibxose (SHR). CenekTHBHOTO MHXHOUpaHE
Ha HeBpoHanHara a3teH okcupa cuuTaza (NNOS) cwe 7-Nitroindazole (2 mg/kg/h,
i.V.) He npe/M3BHKa IPOMEHH B CPSAHUTE CTOWHOCTH Ha apTePHAHOTO HAJSITaHE
ChpACYHATA YECTOTa y OBETE HM3CIENBAHH TPYMHU XKHUBOTHHA. Y HOPMOTCH3UBHUTE
mwrexoBe Wistar, NNOS TmOHMXH CHMIIATUKOBO MEAWHPAHUTE KONeOaHus Ha
ChpAEYHATa YECTOTa M MPOMEHH CUMITaTHKO-BarycoBus OanaHc. B cnexrporpamure
Ha aprepuanHoTo HamsraHe NNOS moOBIHMS €IMHCTBEHO BHCOKOYECTOTHHTE
KoJieOaHusI Ha CHCTOJTHOTO apTepHalTHO HalsraHe. 3a pa3iuKa OT HOPMOTEH3UBHHUTE
wipxoBe, y SHR NNOS He noBmms Bapuaumute Ha ChpAcYHATa 4YecToTa H
CHMIIaTHKO-BarycoBusi 0anaHc, HO YCHJIM MOILIHOCTTa Ha KoyeOaHWs Ha
apTepHalHOTO HaysraHe. A30THHS okcuj, cuHTe3supaH oT NNOS mma chuiecTBeHa
pOTs B TeHEPUPAHETO Ha OBP3UTE OCIIIAINMHU Ha ChpJEYHATa YecTOTa, MeIUHPAHU
OT CHMIIATHUKOBHUS [ISU HA aBTOHOMHATa HEpBHA CHTEMa M B MOJABPXKAHETO Ha
CHMIIATHKO-BaryCcOBHUs OalaHC y HOPMOTEH3UBHHUTE ILTbXoBe oT numsta\Wistar. V
SHR, cunresupanuar or NNOS azoreH okcua Momyimupa Obp3uTe KoieOaHHS Ha
aprepuanHoTo HamsraHe. CuntesupaHusaT oT NNOS a30TeH OKCHJ OCHIIECTBSBA
e(beKTHTe CH B"pry CbpACYHO-ChA0BaTa Bapna6va00T 110 pasjINnYHU MEXaHU3MHU y
HOPMOTCH3MBHH U CLIOHTAHHO-XUIICPTCH3UBHU IJIBXOBE.
HAYYHU ITYBJIUKALIUU U TTIPOSIBU:
. Markova P, R Girchev, B lliev, D Popov. Heart rate variability during nNOS
inhibition in spontaneously hypertensive rats. Submited for approval in Trakia
Journal of Sciences
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. Markova P, R Girchev, B lliev, D Popov. Heart rate variability during nNOS
inhibition in spontaneously hypertensive rats. Anniversary Scientific Conference
15 Years Trakia University, Stara Zagora, 21.05.2010, p.6

. lliev B, D Popov, S Ognyanova. Influence of nitric oxide produced by nNOS on
sympatho-vagal balance in conscious rats, IX International Congress of Medical
Sciences, Sofia, Bulgaria, 13-16. 05. 2010, Tribuna medica, VVol. LXII, Suppl.
1/2010, Abstract book p.76 - awarded 3" place, preclinical poster section.

. Popov D, B lliev, S Ognyanova, O Pavlov. The sympathetic mediated oscillations
of systolic arterial blood pressure in spontaneously hypertensive rats during
selective nNOS inhibition, IX International Congress of Medical Sciences, Sofia,
Bulgaria, 13-16. 05. 2010, Tribuna medica, VVol. LXII, Suppl. 1/2010, Abstract
book p.40 - awarded 2™ place, preclinical oral session.

e  Popov D, B lliev. Blood pressure and heart rate variability during selective nNOS
inhibition in conscious rats. Submitted for participation in 21% European Students’
Conference, Berlin, Germany, 13-17. 10. 2010.

Hayunust otuer e npuer ¢ OT/IH9HA onenka no ckanara Ha CMH.

Jorosop Ne 51/2009 r. Ananu3 Ha noJuMopGHN BApHAHTH B KAHIUIAT reHH,

aCOMUPAHU € paKk Ha npocTraTraTta
BOAELL U3CJIEJOBATEJI: I'n.ac. Panka [lerpoBa KbHeBa, 1M
YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
Ac. Aranacka BennukoBa MutkoBa, 1M, Kateapa “Xumus u buoxumus”™
IIpod. Banso Mures, n6H, Karenpa no Meauuunacka Xumust u buoxumust, IMM
Ipod. YaBnap Cnasos, YMBAIJI ,,AnexcanapoBcka”, KinHHKa 10 ypoiorus
Enenko Ilerkos ITonos, 1M, YMBAIJL ,,Anexcanaposcka”, KiiHuka o yposuorus
Ipo¢. o Mapunos Kpemencku, nmva, CBAJIAT “Maitunn nom”, [IIMM, HI'JI
Ounra JKuBanosa beiuesa, am, [IMM
Mowmuun AnronoB Hukounos, Karenpa “Xumust u buoxumus”, MM
boromuna ITetkoBa Uepkenosa, Karenpa no Axymepctso u I'nnexonorus, HI'JI
Caemnana Jlrobomuposa Xpucrosa, 1M, YMBAJI ,,Anekcannposcka”, LieHTsp 1o
KJIMHUYHA TIATOJIOTHSI
. Anekcanapuna MeanoBa Bnaxoa, YMBAJI , Anexcanaposcka”, LleHTsp mO
KJIMHUYHA TIATOJIOTHSI
. Tuxomup Wnmitues Jukos, YMBAIJI ,,Anexcanaposcka”, LleHTbp 10 KIMHUYHA
MaTOJIOTUS
BA30BA OPI'AHM3AIMSA: Katenpa “Xumus u buoxummus”, Memunmucku Dakynrer,
MVY-Coodus
PE3VYJITATMU.
PakpT Ha mpoctarara (PII) e monurenHo, 3aboinsBaHe, 32 KOETO ca
OTKPUTH MHOXXECTBO JIOKyCcH ¢ Manmbk edekr. [IpoBemoxme perummkanuoHHO
aCOIMaTUBHO IPOyYBaHe upe3 reHorunupane ¢ TagMan® meron Ha rpyma ot 190
nauenTd ¢ PII u 195 koHTponu ¢ 1en NOTBBp)KIaBaHe Ha Bpb3KaTa MEXIY
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3abomsiBaHeTo M monuMopdumuTe pasmonoxenu B 7021, 8924, 10qll, 11pi5,
12q13, 19q13.
He otkpuxme acouuanust Ha rs6465657(7021), rs1447295(8924), rs902774(12913),
rs266849 u rs2659056(19q13) ¢ PII. Tenxaenuus 3a acormanus uma T/C reHotuna
Ha 510993994(10q11), a anensT T noka3Ba eAnH BT ¥ NTOJIOBHHA YBEINYaBaHEe Ha
pHcKka 3a pa3BuTHe Ha JUMGHH MeTacta3u npu nanuenture (p=0.046). AHamM3BT
Ha 157920517 ma 10ql1 mnoxa3a, we G/A TEeHOTHUIIBT BOJM O JBYKPATHO
MOBHIIaBaHE Ha pUCKa 3a pa3BuTe Ha PII, a anen A B XOMO3HIOTHO CHCTOSIHHE €
npotektuBeH. [lomumopdmmure 156983267 u  rsl0505477 B 824 ca
CTaTHCTUYECKH 3HAYMMO acouuupanu ¢ pa3sutue Ha PII ¢ Bucok Gleason score. B
chritacue ¢ nureparypaute naHau rs7127900 B 11pl5 ce okasza acommupan ¢ PIT u
mpu OBJITapH, KaTO XETEPO3UTOTHUTE HOCHTENM MMAT MOYTH ABYKPATHO YBEIWYEH
puck (p=0.015), a rerotunsr G/G e mportekTuBeH. C HACTOSMIOTO IPOYyYBaHE ce
MOTBBpXKJIaBa poysita Ha Jokycn 8024, 10qll, 11pl5 3a passutme Ha PII B
Obnrapcku MBxe. HeoOxomumo e mmo-mama®HO u3iIenBaHe 3a KaTerOpHYHO
H3SCHSBAaHE Ha IPUHOCA HA WICHTU(HUIMPAHNUTE JIOKYCH B eTHojorusta Ha PII.
HAYYHU IYBJIUKALIUU U TPOSIBU:
. Eeles RA et al. Identification of seven new prostate cancer susceptibility loci
through a genom-wide association study. Nature genetics 2009; 41(10):1116-1123.
. Kachakova DL et al, Polymorphic variants in CYP1B1 linked with increased risk
for prostate cancer in Bulgarian patints, European Human Genetics Conference,
Gothenburg, Sweden, June 12-15, 2010, p.189-190
e  Kachakova DL et aln Association study of polymorphic variants in chromosome
locus 8924 linked with prostate cancer in Bulgarian patients, 21-st Meeting of the
European Association for Cancer Research, Oslo, Norway, June 26-29, 2010,
p.220
. Popov EP et alin Role of genetic polymorphisms in SRD5A2 gene in progression of
prostate cancer, IX International Congress of Medica Sciences, Sofia, Bulgaria,
May 13-16, 2010, p.65
e  Popov EP et alx Prostate cancer risk association with SNP polymorphic variants of
CYP1B1 gene in the Bulgarian population, 25" Anniversary Congress of the
European Association of Urology, Barcelona, Spain, April 16-20, 2010, p. 242
e  Slavov CK et alix Role of genetic polymorphism in SRD5A2 gene in progression of
prostate cancer, 30" Congress of the Societe Internationale d’Urologie, November
1-5, 2009

Hayunust otyer e npuet ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 22/2009 r. Bausinue Ha HeceJIeKTHBHO HHXHOUPaHe HAa a30TeH

OKCHJI CHHTa3aTa BbPXY HHUBaTa Ha mpocraryianaui E, u npocrarmanaun Fp-
alpha B ypuHa u mia3mMa y ClOHTaHHO-XHIIEPTEeH3UBHH MJIbX0BE
BOJEILL U3CJIEAOBATEJIL: I'n.ac. FOpu [lenkoB Hsronos, M
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YJIEHOBE HA U3CJIEJOBATEJICKUS EKUIL:
Iers [TaBnoBa MapkoBa, 6uonor, Karenpa no ®usunonorus
Becenuna Kupuiioa Byuunnonosa, 6noxumuk, Karenpa no ®usnomnorus
I'eopru Credanos JIroToB, CTyAeHT
Enuna Pamkosa I'epoBa, cTyneHT
. Kpacumupa OpniHOBa ATaHacoBa, CTYICHT
BA30BA OPI'AHM3AIUA: Katenpa no @usuonorust, M®, MY - Codust
PE3YJITATH:

W3scnensa ce ypuHHaTa KOHIEHTpalus u ekckpeuus Ha PG-E, u PG-F,a
npu mwiexoBe Wistar u cnontanHo xwumnepreHsuBHH IIBX0Be (SHR) cnen
HecenekTuBHO uHXxubOHpane Ha NO-cuntazara ot N®-Nitro-L-Arginine methyl ester
(L-NAME). ExcniepumenThTe ca mpoBefeHH BbpXy 18 Oynnu mwrsxa Wistar rats u
18 SHR. L-NAME (10 mg/kg) ce BbBeXIa €IHOKpPAaTHO BBB (peMOpaHaTa BEHA.
ApTepuanHoTo HansraHe ce perucrpupa Ha a. femoralis. Ypunara ¢ cs6upana ot
HMMIUTAaHTHPAH KaTeThbp Ha muKouHus Mexyp. Konuenrpamuure Ha PG-E, u PG-F,a
ca ompemensian 1o ELISA wmeron. Pasmuums B auypes3aT MeXAy HETpPETHPaHH
rexoBe Wistar u SHR He ce ycraHoBsiBar. KOHIEHTpalMUTe W CKCKPELUATa HA
PG-E, u PG-F,a npu SHR ce yBenuuaBar 3Haummo B cpaBHenue ¢ Wistar. L-
NAME mnoBumaBa 3HaYMMO apTepHANTHOTO HASITaHe W JAWype3aTa, KaKTo IpH
mrexoBere Wistar, taka u mpu SHR. Huxubupanero na NOS nosuimasa
KOHIIeHTpanusTta u exckpernusita Ha PG-E, mpu Wistar u SHR. L-NAME ne
MPOMEHsI KOHIIEHTpauusta 1 ekckperusita Ha PG-F,o npu mrsxose Wistar. TIpu
SHR uxubupanero va NOS Boau 10 moHmkeHne Ha KoHUeHTpanusIta Ha PG-F,a B
ypHHAaTa, HO eKCKPEIHsTa MY € TIOBHUIICHA.

HAYYHU IYBJIUKALIUU U TPOSIBU:

e  Nyagolov YP, P Markova, V Vuchidolova, K Atanassova, R Girchev. The effect of
nonselective nitric oxide synthase inhibition on urine prostaglandin E, and
prostaglandin F,, excretion in spontaneously hypertensive rats - mpenamena 3a
neuar, Comptes rendus de I’ Acade'mie bulgare des Sciences.

. Atanassova K, B lliev, D Popov, E Gerova, The effect of nitric oxide synthase
inhibition on urine prostaglandin F2a in spontaneously hypertensive rats, IX
International Congress of Medical Sciences, Sofia, Bulgaria, 13-16 May, 2010,
Tribuna medica, Vol. LXI1, Suppl. 1/2010, Abstract book p.77 - awarded 1™ place,
preclinical section - poster session.

. Pavlov O, K Atanasova, D Popov, B lliev, Renal prostaglandin E2 excretion during
nonselective nitric oxide synthase inhibition in Wistar rats IX International
Congress of Medical Sciences, Sofia, Bulgaria, 13-16 May, 2010, Tribuna medica,
Vol. LXII, Suppl. 1/2010, Abstract book p.41 - awarded 1™ place, preclinical
section - oral presentation

Hayunust oruer e npuer ¢ BUCOKA ouenka mo ckanara Ha CMH.
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Jorosop Ne 20/2009 r. MoJiekyJIsIpHO-TeHETHYHH M O0MOXHMUYHH NPOYYBAHUSA
BbPXY HeypaMHHHU/Ia3aTa U THI iii eeKTOPHUTE NPOTENHH, NPOAYLUMPAHH OT
KJAMHAYHO 3HAYMMHU mamose Pseudomonas aeruginosa
BOAELL U3CJIEJOBATEJIL: [I-p Tanst Bacunesa CrpateBa, 1M
YJIEHOBE HA N3CJIEJOBATEJICKUS EKHUII:

. Ac. Tomucnas Cumeonos Koctsines, Karenpara mo Menununcka MUKpOOHOIOTHS

. IOmust CrosiHoBa Maptesa-IIpoescka, opaunatop B JlaGoparopust mo Knunuuua

mukpobuonorus, YMBAJT ,,AnekcanipoBcka”
BA3OBA OPI'AHU3AIMSA: Menuuunacku ¢dakynrer Ha MVY-Codus, Karegpa mo
MenuuuHcKka MUKpPOOHOIIOTUst
PE3VJITATH:
bsxa mnpoyuenu 218 kiInHHYHO 3HaumMmu mamoBe Pseudomonas

aeruginosa, BKIIOYBAIM HM30JaTH OT MAlMEHTH C MYKOBHCIMO3a (aHri. Cystic
fibrosis — CF) (n=42) u npoGiemun Ho30KOMuaHu u3oiatu (N=176), ¢ uen aa ce
ompeenu yectorara Ha renure, koaupamu Tuin 1 edexropuu nporennu (ExoS,
ExoU, ExoT u EX0Y) u HeypamMuHH/a3a, KAKTO M Ja C€ aHAIU3HPA TAXHOTO
pa3npOCTpaHEHHE B 3aBHCHMOCT OT Ipylara Ha IalMeHTUTE, JOKAIM3ALMATA Ha
HHQEKIMATA ¥ aHTUMHKPOOHATa PE3HCTCHTHOCT. bsXa yCTaHOBEHM CICIHHTE
YEeCTOTH Ha pa3mpocTpaHeHHe Ha reHure: e€x0S — 60.1%, exoU — 31.7%, exoT —
100%, exoY — 86.2%, u nanl (aeypamununaset rex) — 21.1%. JIsurbT Ha aMoBeTe
P. aeruginosa, ceabpixaru camo exoS (49.5%) wmm exoU (20.6%), Gerre mo-rossim
(P<0.001) or TO3M Ha mIAMOBETE, B KOHMTO Osixa JOKa3aHH JBara TIeHa
enroBpemerHo (9.1%). Otkpusanero Ha nanl Gere 3HaunmMo mo-Brucoko (P<0.01)
cpen CF (38.1%) crpsimo non-CF usonarure (17.0%). CF-mamosete P. aeruginosa
¢ Hanm4ueH Nanl reH 0sixa M30JIMpaHH caMo OT ManueHTH (N=6) ¢ YecTO MOBTapSIIH
ce ek3amepOamuu Ha 0ernoApoOHHTE MH(EKIUH W TEXKO KIMHHYHO CHCTOSHUE.
YecroTaTa Ha pa3npoCTpaHEHHE Ha IPOYYEHUTE TeHH Ha BHUPYJIEHTHOCT Bapupalie
CIOpe/1 JIOKaTM3anusTa Ha Ho3okoMuanauTe nHpekuun. J[Ba reHa (exoU u nanl)
rokasaxa 3HauMMo To-Brucoka aucemuHaims (P<0.001) cpen moimpe3sucTeHTHHUTE
(MDR) Ho30KOMHaNHK 1aMOBe, B cpaBHeHne ¢ non-MDR P. aeruginosa (c»oTs.,
42.6% vs. 18.7% u 26.7% vs. 4.0%). Beuuku mamoBe, B KouTo Oerre qokasan hanl,
NpoAyIHMpaxa M3BBHKICThYHA HEypaMHUHHA3a ¢ €H3MMHa akTHBHOCT oT 1.25 1o
10.25 U/ml, onpenenena upe3 xonuvectBenus: bnoxumumdern metox na Aminoff. B
3aKIoYeHne, dectorata Ha Nanl® msomarm P. aeruginosa or CF Gonau Gemre
yMepeHa M B IpsKa KopeJanus ¢ MpeoldiajaBaHeTO Ha MalMeHTH B 100po
KJIMHUYHO CBHCTOSHHME. MOJEKyISIPHO-TeHETHYHOTO J0Ka3BaHe Ha TO3M Te€H MOXKe
Ja Cce M3MOoNI3Ba KAaTO HMHAUPEKTHO CpEICTBO 3a OICHKa Ha Mporpecusira Ha
6enonpobHOTO 3a00msBane. Tum Il cexperopHaTa cucteMa NpUChCTBALIE B OYTH
BCHYKH H3CJIEBaHH IaMOBE, HO U30JIATHTE OT MH(EKIHHN C pa3InyHa JIOKaTH3aLHs
ce pasinMyaBaxa IOMEXIY CH Mo cBouTe edexropHu reHoTumose. IIInpokoTo
pasnpocTpaHeHue Ha TeHH, koaupamu tun |l edekropun mnporenHu cpen
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KIMHUYHUTE W3071aTd P. aeruginosa, chOTBETCTBA HA BaXKHATA POJIS HA CHCTEMATa B
raToreHe3ara Ha IPUYUHEHUTE HHEKIHH.
HAYYHU IYBJIUMKALIMU U TPOSIBU:

. CrpareBa T u ap. MosekymnsapHO-TeHETUYHH IPOYYBaHHs BBPXY (akTopuTe Ha
BUPYJICHTHOCT Ha pecrupatopHu u3onatid Pseudomonas aeruginosa ot nauueHTtH
¢ mykoBucuuno3a. Hayka [Tynmonorus. 2009; r. IV, Ne 4: ctp. 141-145.

e  Strateva T et al. Prevalence of the type Il effector proteins-encoding genes in
clinical isolates of Pseudomonas aeruginosa. Probl Inf Parasit Dis 2009; 37, Ne 2:
p. 21-24.

. Strateva T et al. Neuraminidases produced by cystic fibrosis isolates of
Pseudomonas aeruginosa: gene distribution, enzyme activity and clinical
importance. Probl Inf Parasit Dis 2009; 37, Ne 2: p. 25-27.

e  Strateva T et al. Distribution of the type Ill effector proteins-encoding genes
among nosocomial Pseudomonas aeruginosa isolates from Bulgaria. Ann
Microbiol 2010; 60, Ne 3: in press. Published online ahead of print on 12 June 2010

. TlerpoBa I', T CtpaTteBa. MUKpOOHOJIOTHYHHE HAXOJKH TIPH U3CJICIBAHE HA XPAYKU
Ha TAmHeHTH ¢ MykoBucuugosa (moctep). XI™ Hammonanen Konrpec mno
Ienuarpus ¢ mexayHapoano ydacrue. [Tnosaus, benrapus, 16.10.—-18.10.2009 r:
ctp. 142-143.

e Mitov I, R Gergova, T Strateva. Antibiotic resistance and virulence factors in
opportunistic Gram-negative bacteria (oral presentation). 1% Southeast European
Conference of Chemotherapy and Infection incorporating 20™ Jubilee Annual
Assembly of IMAB. Varna, Bulgaria, 6-10 May, 2010. Journal of IMAB — Annual
Proceeding; Volume 16, Book 1-C, 2010, Part C “Infections — clinical and
microbiological aspects™: p. 12-13.

. Petrova G, P Perenovska, V Ulevinov, T Strateva N. Ulevinov. Immunoglobulin
levels, cytology and microbiologic investigations of broncho-alveolar lavage in
children with cystic fibrosis (poster). 14™ International Congress of Immunology.
Kobe, Japan, 22-27 August, 2010.

Hayunust otuer e npuer ¢ OT/IHYHA onenka no ckanara Ha CMH.

Jorosop Ne 8/2009 r. IIpoyuBaHe Ha HOBH GaKTOPH HA BUPYJIEHTHOCT M

eBOJIIIHS HA aHTHOAaKTepHaHaTa pe3ucTenTHOCT Ha Helicobacter pylori y nac

BOJEL U3CJIEAOBATEJL: dou. Jlronmuina bosHosa ['eopruesa, tMH
YJIEHOBE HA U3CJIEJOBATEJICKHUSA EKHUIL:

e Cr.ac. Jlanuen Banentunos Mopmanos, Katenpa MeTuITHHCKa MHKPOGHOIOTHsI

. I'n.ac. Pymsna JlonkoBa MapkoBcka, 1M, Kateapa mo Menuimucka MEKpOOHOIIOTHS

. J-p l'anuna Munwsosa I'eprosa, opaunatop, Kateapa no MeauimHcka MUKpOOHOIIOTHS
BA30OBA OPT'AHU3AIIUA: Karenpa mo MemuumHCKa MHKPOOHONOTHS, MeTUIMHCKA
taxynrer Ha MY - Codpust

PE3YJITATH:
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JbarorpaifHuTe TEHACHIIMN Ha aHTHOMOTHYHATA PE3UCTEHTHOCT MOTaT Ja
npeackaxar ObJeIM MPOMEHU B pe3ucTeHTHocTTa. YectoTara Ha clarithromycin
pesucrentHocT (19.4%) na H. pylori mpe3 2007-2009 r. Geie Mo-BUCOKa CIPSIMO
1990-1995 1. (6.2%). MIIKgo Ha erythromycin npe3 1990-1995 r. Geme 142-mpTH
mo-Hucka or Tasu Ha clarithromycin mpe3 2007-2009 r. XwuHOIOHOHBaTa
pe3ucTeHTHOCT HapacTHa 7.7 mbTH ¢ 5S-kpaTHO HapactBaHe Ha MIIKqg,.
Metronidazole n tetracycline moxasaxa 4-kparHo Hamanenue Ha MITKsq ot 1990 .
[TbpBrYHaTa pe3UCTEHTHOCT Oelle CBbp3aHa C BB3pacTTa Ha OONHHUTE H
HallMOHANHAaTa KOHCyMaluss Ha aHTHOMOTHMIM. Pe3ucTeHTHOCTHa TOKa3a
OBITOTpaliHM TMPOMEHH ¢ MMo-Obp3a eBomolms 3a clarithromycin oTkonkoTo 3a
OpyruTe aHTHOMOTHHH. YBenmuyeHata ciprofloxacin  pesucreHTHOCT —Oerme
YCTaHOBEHa C yIbDKaBaHE Ha IepHoAa Ha mpoyduBaHeTo no 20 rogmxu. I'enure
cagE u vacA i Ha H. pylori ca Baxxuu (hakTOpu Ha BUPYJICHTHOCT. SI3BeHO GONHHTE
UMaxa Mo-4ecTo OT OCTaHANWTe IaMoBe ¢ rexotumobe CagA®, cagE", vacA il,
cagA*/cagE" u vacA sla/il. I'ensT cagE, caMoCTOATENHO MM B KOMOMHAINH, Gelre
CBBP3aH C Bb3pacTTa U mnoia. Mmamre pa3inyus B 4eCTOTUTE Ha VACA allelnTe IpH
JIEKyBaHU ¥ HEJIEKyBaHH OOJHM W Ha VACA il anema cropel MeCTOXHBECHETO.
[IpenoppunTenHO € TECTYBaHETO HA JBaTa CaQ IeHa 3a Jla ce OMPEAeNsT mo-1o0pe
BHPYJICHTHHTE ImamMoBe. I enotumnosere cagE™ u cagA*/cagE™ mokasaxa Haii-cuiHa
acoumanust (P <0.001) cbc 3abonsBanHusTa W ca J00Bp MapKkep 3a MiamoBara
BUPYJICHTHOCT M MPOTHO3ara Ha WHpEKIuaATa. 3a pasiuka ot VacA sl u s2, vacA i
ayenuTe NajoxXa pasIMKU CIIope] TeKecTTa Ha 3aboisiBaHero. Hammumero Ha
HEBHUPYJCHTHU VAaCA TeHOTHUIIOBE OM MOTIJIO Jia C€ CBBPXKE C IO-BHCOK PHUCK OT
HEyCIIellIHA epajuKalus, 3aToBa C€ IPernopbuyBa CTPUKTEH KOHTPOJI Ha
CHTPYJHUYECTBOTO Ha MAIMEHTHTE, OCOOEHO B Ta3u rpyma.

HAYYHU NYBJIUKALIMU U ITPOSABU:

e  Boyanova L, Nikolov R, Gergova G, Evstatiev |, Lazarova E, Kamburov V, Panteleeva
E, Spasova Z, Mitov |. Two-decade trends in primary H. pylori resistance to antibiotics
in Bulgaria. Diagn Microbiol Infect Dis. 2010 (in press).

e  Boyanova L, Yordanov D, Gergova G, Markovska R, Mitov I. Association of iceA and
babA genotypes in Helicobacter pylori strains with patient and strain characteristics.
Anton Leeuw Int J 2010 (in press).

. I7lop)1aHOB [, bosinosa JI, Mapkoscka P, I'eprosa I', MutoB 1. PasnpocTtpanenue Ha
OCHOBHHTEe (pakTOpH Ha BHpYJeHTHocT Ha IamoBe Helicobacter pylori cmopen
XapaKTEepUCTHKUTEe Ha TanueHTute. (qokian). 8" Haunwonamen Konrpec mo kimHn4YHA
MHKpoOHonoruss ¥ wuH(peknuun Ha bbiarapckara acomuanus Ha MHKPOOHOIO3HTE.
ITnosaus, 22-25 anpun 2010 1.

. Bosinosa JI, ﬂopnaHOB 11, Teprosa I', Mapkoscka P, Muros 1. Acormanust Ha iCeA u
babA renorunosere nHa Helicobacter pylori ¢ xapakrepuctukure Ha I@amoBere H
naupenture. (noknax). 8" Harmonanen KoHrpec 1mo KIMHHYHA MHKPOOHOJOTHS U

uHpekuun Ha Bearapckarta acormanms Ha MukpoOuonosure. [lnoBmus, 22-25 anpuin
2010 1.

Hayunwust oruer e npuer ¢ OT/IHYHA onenka no ckanata na CMH.
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Jorosop Ne 18/2009 r. MUKpPOGHOJOrHYHA XaPAKTEPUCTHKA HA KIIMHUYHO
3uaunmu mamose Haemophilus influenzae npuunnuTesn Ha o6uecTseHo-
NPUAOOMTH MHPEKIHH
BOAELL U3CJIEJOBATEJL: [lou. Jlena IlerpoBa CeuanoBa, 1M
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:
. TIpod. MBan 'eproe Muros, nmH, Kareapa mo MeauuHcka MUKPOOUOIOTHS
. I'n.ac. Becena Backosa PaiikoBa, Kateapa mo MeauiuHcka MUKpOGHOIOTHS
. Ac. TomucnaB CumeonoB Kocrsanes, Karegpa mno MeaunuHcka
MHKPOOHOIIOTHSI
. Onus CrosiHOBa Mapresa-IIpoescka, OpAUHATOD, YMBAJT

»AlleKkcanipoBcka”

BA3OBA OPTAHM3ANLMS: Karenpa mno MeaunuHcka  MHKPOOHOIOTHSA,
Menuuuucku pakynrer, MY-Codust
PE3YJITATH:

Haemophilus influenzae e exun or BomemUTEe NPUYMHUTENH HA
OakTepHalH  OOLIECTBEHO-NPUIOOWTH  WHBa3MBHH M  PECHHPATOPHHU
3a0onsBaHMS IIpU JAela W Bb3pacTHH. KoHIOrMpaHaTta BakCHHATa CpeIly
ceporun b Ha H. influenzae Gewe nuuensupana B bearapus npes 2002 r. u ce
M3IO3BAIlle KaTo InpenopbuutenHa 1o 2009, or Tasu I. BiIese B
3aJbJDKUTETHUS. IMYHU3AIMOHEH KaJeHAap 3a JAemnara y Hac. llenure Ha ToBa
npoyuBaHe 0Osixa: 1) a ce ompeaenu cepoTUIIOBOTO pasmpeneieHue upe3 PCR
TeHOTUIIHPAHE HAa KaICYJIHUTE aHTHTCHU HA KJIMHUYHO 3HAYNMU WHBa3UBHU H
pecnimparopuu mamose H. influenzae npeaun BpBesknanero va Hib Bakcunara y
HAC KaTo 3aJBDKUTENIHA W 2) Ja Cce aHaIu3upa aHTHMHKpOOHaTa
YYBCTBHUTEIHOCT Ha CEPOTUIIMPAHUTE KIMHUYIHU T1amoBe. 00610 178 mama H.
influenzae Gsixa u3cnensanu, mamosere Osixa n3oaMpaHu 3a neproaa 1994 no
2010 ot geua u Bb3pacTHH nanueHTy: 53 mama ot nukeop (CSF), 8 - ot kpbB
W IpyT MHBa3MBEH, 63 Marepuaia OT Xpauka, 8 yIIHH eKkcynara, U 46 cekpeTn
or ropen-pectmparoped Ttpakt (URT). IllamoBere Osixa H30MHpaHd OT
MAIIMACHTH TOBEYETO Ha OOJHWYHO JIEYEHHE M I0-MajKo OT TAX Osxa
aMOyJaTOpHU MHAWBUAM C PECIHPATOPHA OOIIECTBEHO-TIPHA00NTA HH(EKIIHSL.
Benuku maMoBe ca WACHTH(GUIMPAHA ¢ PYTHHHH MUKPOOHOJIOTUYHH METOTH.
CepotunupaneTo Oelie IPOBEIEHO ¢ KOArIyTHHAMOHEH TECT ¥ MOTBBPJICHO C
PCR renotunupane. UyBCTBUTEIHOCTTa Ha IAMOBETC KbM AHTHOMOTHIIH
Oelrie M3cieaBaHa ¢ MUKPOOYJILOHHUS MeTo] 3a ompenensHe Ha MUK. bera
JTaKTaMa3HaTa MPOAYKIHA Oelle ompeaeneHa ¢ XpOMOTeHEH 1e(aloCIOPHHOB
tecr-uutponedun. Ilo-romsima gact ot uzonarure H. influenzae 6sixa ot nena
Ha BB3pacT 10 5 roguHu (58.2%). Ot Bcmuku cepotunupanu ¢ PCR merona,
61 mama npunaiekaxa kbM cepotun b (34.5%). 1 mam Gemre ot ceporur f, u
octa”anure 115 mama (65.0%) 6sixa HeTunaOunHu (Oe3KancyaIHu) U30JaTH Ha
H. influenzae (NTHi). Cpen HoBOpoOaeHHUTE M j€emaTa OT 2 Mecela J0 5 FOJAUHI
C auar’go3a MCHUHIUT WA 11pyra HWHBAa3MBHa I/IH(beKL[I/Iﬂ BCHYKH IIaMOBE, C
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uskimoyeHne Ha 1, Osixa or ceporun b. Tlpu pecrmupatopHuTe IHIaMOBE
W30JIUpAaHU OT OONHU C MHEBMOHHUS, OCTBP OTUTHC MeEAWA, CHHY3UT WU
WHAUBUIU C XpOHHYHO OenoapoOHO 3a0oisgBaHe, Hai-4ecTO ce H30JIHMpaxa
NTHi mamoBe (96.5%) u B ABeTe BB3pAaCTOBH IPYNHU-ACLAa H BB3PACTHH.
Criopen pesyararute ot MIC tecryBanero ua 176 mama H. influenzae xem 13
aHTHOMOTHKA Hal-HEYyBCTBUTEIHNTE AaHTHUMHKPOOHM mpemaparn Osxa:
amoxicillin (25.6%), tetracycline (18.8%), chloramphenicol (17.6%), cefaclor
(7.4%), azithromycin (4.0%), cefuroxime sodium (2.8%), cefixime (1.7%) and
rifampin (1.1%). Karo wusio pesucrentHoctTa KbM ampicillinfamoxicillin ce
IbIDKeIe Haii-uecTo Ha f-maxkramasHa mpoxykius 19.9%. Ho B-makramasHarta
MPOIYKIIKs Oellie MHOTO TT0-BUCOKA Cpel MHBa3UBHUTE H1amMoBe - 36.1%, u mo-
HHUCKa IpH INAMOBETe OT pecrnupartopeH mpomsxox - 11.3%. Husoto Ha
PE3UCTEHTHOCT OlpeJieNieHa OT -JIaKTaMas3n Cpell MEHUHTHTHUTE M30JIaTH He
ce e mpoMeHmo 3a nociexuute 10 rognau. Criopex TEKyIIMTe MPEHOPBHKH Ha
CLSI, 2008 3a OpeHKIOHHT Ha aHTUMHKpPOOHA YyBCTBHTENHOCT, 10 Imama
(5.7%) Osixa B-makramasa He npoxyuupaniu ampicillin-pesucrentau mamose
(BLNAR) u BcuukuTe 0sIXxa M30JMpaHH OT pecrmparopHu marepuand. PCR
TeHOTUIIPAHE Ha KalCyJHUTE aHTUTEHH TpsOBa /Ja ce MPOBEXIa Ha BCHUKU
mamose H. influenzae Ges ceporun b. Brmousanero Ha Hib BakcuHara B
MMYHHU3aLMOHHUS KajeHaap Ha P. Beiarapus me nosexe 10 pedylupaHe Ha
WHBa3uBHUTE MH(eKuuK npuunHeHd ot tun b Ha H. influenzae, Ho Hama na
Obe MoJIe3Ha 3a PecIUpaTOpHUTEe MH(GEKIUH NMPUYNHEHH OT HETHUNAOWITHH
LIAMOBeE.

HAYYHU NYBJIUKALIMU U ITPOSABU:

. Kostyanev T, L Setchanova, V Ouzounova-Raykova, Y Proevska, | Mitov.
Microbiological characterisation of Haemophilus influenzae strains isolated
from patients with invasive and respiratorydiseases. Online Journal of IMAB
(J of IMAB), Annual Proceeding (Scientific Papers) 2010, Volume 16, Book
1-C, Part C - INFECTIONS - CLINICAL AND MICROBIOLOGICAL
ASPECTS. http://www.journal-imab-bg.org/ (in press)

. Kostyanev T, L Setchanova, V Ouzounova-Raykova, Y Proevska, I.Mitov.
Microbiological characterisation of Haemophilus influenzae strains isolated
from patients with invasive and respiratory diseases. 20-th Annual Assembly
of IMAB, 6-9 May, 2010, Varna, Bulgaria, Abstracts 1st SEECCh&I part
Medicine. POSTER SESSION 3:INFECTIONS - CLINICAL AND
MICROBIOLOGICAL ASPECTS.

Hayunusar otuer e npuer ¢ JOBbPA onenka no ckainata Ha CMH.
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Jorosop Ne 47/2009 r. EnuieMu0J0rH4HO THNHPAHE H MOJIEKYJISIPHO-
reHeTHYHH NMPOYYBAHMS HA MeXaHU3MHUTE HA PE3UCTEHTHOCT M (paKkTOpUTE HA
BHUPYJIEHTHOCT NPH KJIMHAYHO-3HaYnMu mwamose E.coli u K.pneumoniae,
NPOAYIHPAIIU IINPOKOCHEKTHPHH feTa-1akTamasu (ESBL) B Tpu coduiicku

O0O0JTHHITH
BOJELL U3CJIEJOBATEJL: I'n.ac. Pymsana JlonkoBa MapkoBscka, Katenpa
MuxpoOuonorus
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUII:
. Jlo6punka Kupunosa I1BanoBa, JlabopaTtopus o muxpoouomnorus, |1 MBAJI
. Jon. boiixa Knupunosa Mapkosa, 1M, Jlabopatopus o mukpoduonorus, YMBAJI
,»AlleKcaH/IpoBcka”
. Jou. Marganena ManoBa JleceBa, nM, OtieneHue Mo KIMH. MHKPOOHOJIOTHS,
MBAJICM “H.A.Iluporos”
BA30BA OPI'AHU3ALUS: Karenpa mukpobuosnorus, MY-Codus
PE3VJITATH:

B Tpure kiamHM4HM neHTHpa 6sixa otkput CTX-M n SHV-tun ESBLS,
Kato mpeobnamaBany Tun Oera-naktamaza Oeme CTX-M-15. B Il MBAJI u
MBAJICM “H.U.ITuporos ce ycraHoBu apyr tun ESBL — TEM - 139. bsaxa
JOKa3aHu 3a MpbB IbT B cTpaHarta npoayueHtd Ha CTX-M-1 u CTX-M-14 enzumu.
Pesynrarure ot ¢dunoreHetnyHusT aHanu3 Ha ESBL-mpoxynupamuTte KIMHAYHH
usonaty E.coli mokasaxa, e Ham 60% OT IJaMOBETe ca OT MATOreHHATa
¢unoreneTnyHa Tpyna B2 u ekcrpecupar roisiMa 9acT OT U3ClieABaHHUTE (pakTopu
Ha BupynentHoct fim H (79.7), fyu A (83.1), int A (72.0) ups (55.9) u tra T (76.3).
KibeTepHuAT aHann3 Ha KIMHWYHATE n3onatd E.coli, ocHoBaH Ha pesucroTuma,
Buna Ha ESBLS, RAPD u ARDRA ananu3ute, (UIOTCHETUYHOTO THUMHPAHE U
eKkcrpecusTa Ha (aKTOpH Ha BUPYJIEHTHOCT, MO3BOJHM a ObaaT oTAu(epeHInpaHn
mer ocHoBHH kimoHa (E1-E5). KibcrepHusT aHanm3 Ha KIMHUYHUTE H30JIATH
K.pneumoniae, ocHoBan Ha pesucrortuma, Buma Ha ESBLS, RAPD u ARDRA
aHanu3uTe, N03BOJHM Aa ObaaT oraudepeHunpanu cenem ocHoBHU kinoHa (K1-K7).
KnonamHOTO pasmpocTpaHeHre W MpeHoca Ha IUTa3MUAN, KOJUPAIIH MPOILyKIUATa
Ha Oera-lakTamMa3W ca OCHOBHM (DakTOpH 3a MEXAy U BBTPEOOIHHYHOTO
pasnpoctpanenue Ha ESBL-mpomyrmpamm mamose E.coli u K.pneumoniae B
Codus. He 6sxa ycraHoBenu mpoayiupanu kapbarnenemasu Enterobacteriaceae
LIIAMOBE.
HAYYHU IYBJIUKALIUU U TPOSIBU:

. Markovska R, Schneider I, Keuleyan E, Sredkova M, Ivanova D, Markova B,
Kostyanev T, Mitov |, Bauernfeind A. Continuous spread of E.coli producing
extended-spectrum lactamases CTX-M-3 and CTX-M-15 in Bulgaria from 2002 to
2009. 20th European Congress of Clinical Microbiology and Infectious Diseases
Vienna, Austria, 10 - 13 April 2010 P1255

Hayunust oruer e npuer ¢ /JOBPA onenka no ckamara Ha CMH.
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Jorosop Ne 12/2009 r. CunTe3, XeMOMETPHUYHO U (paAPMAKOJIOTHYHO
u3cieiBaHe HA HOBH NMJIATHHOBH M NAJaJHeBH KOMIUIEKCH ¢ MOTEHINATHA
HUTOTOKCHYHA AKTHBHOCT

BOJELI U3CJIEJAOBATEJI: rn. ac. 1-p Anpuana ['eopruesa baxanosa
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:

. Jou. {apeun CnaBues MBaHoB, 1x, Karenpa “"Xumus”

. Jou. Pocen Tonopos Bytoknues, nx, Karenpa ,,Xumus”

. I'n. ac. Teopru IleranoB MowmekoB, n¢, Karegpa ,Papmaxonorus,
(hapmakoTepanus ¥ TOKCUKOJIOTUs”

. Mar. ®apm. Mas Ilerpoa Kainakosa, nokropaur, Karenpa ,,Xumus”

. IIBerenuna AHToHOBa VIBaHOBa, CTyIEHT

BA30BA OPI'AHU3ALUS: ©apmanestuyen Pakynrer, MY-Codus.
PE3YJITATH:

CuHTe3upaHy ¥ M3ydYeHH ca jaBa HoBu Komiuiekca Ha Pt(l) u Pt(1V) ¢ 3-
aMHHO-0-TeTPATOHCTINPO-5’-XuaaHTONH(ATSH) ¥ 4eTMpu HOBM KOMIUIEKCa Ha
Pd(Il) ¢ 5-merun-5-(4-nupummwn)xuganrona(MPX) u  3-amino-5-methyl-5-(4-
pyridyl)-hydantoin(AMPH). Benuku HOBOIIOJTYYCHH ChCTUHCHUS ca
OXapakTepU3UpPaHH 4Ype3 XUMHYHH M (QHU30KOXUMHYHH METOOH 3a aHAIu3.
W3BezeHu ca 1 TexHuTe XuMuaHu Gopmyiu. B kommiekcute Ha Pt(11) u Pt(IV) ¢ 3-
aMHUHO-0-TeTpaoHCupo-5’-xunanronH(ATSH) e JOKa3aHo, e
KOMITJICKCOOOpa3yBaHETO €€ OCBIIECTBSBA Upe3 a30THUS aTOM OT aMUHOTpymara.
IMonyuenure kommuiekcu Ha PA(ll) ¢ muranmure MPX u AMPH ca cpaBHeHH ¢
komiutekcute Ha Pt(ll) che chmre nuranan. CpaBHATEIHUAT aHAIN3 [IOKa3Ba, 4e
10 OTHOIIEHWE Ha CTPYKTYpHUTE (OPMYJIM M HayMHAa HA CBBP3BaHE Ha
OpraHUYHUTE JIMTAaHIU-HOCUTENH C Majla us, Te He ce pa3inyaBaT OT ChbeUHCHUATS
B KOUTO KOMILIEKCOOOpa3zyBareln e marnHara. [lomydaBaT ce KOMIUIEKCH ¢ eqHa U
chbira obura xumuaHa popmyna Cis-[MeL,Cl,], kpaeTo Me e miaTuHa Wit nanaaui,
a L e oprannunusT nurann. M Tyk nuraHga ce CBBp3Ba C Maiaius 4pe3 a30THUS
aTOM OT NMUPUIMHOBHS NPBCTeH. [10 OTHOIIEHHE HAa TUTOTOKCHYHATA UM aKTHUBHOCT
NaJaIueBUTe ChEJUHEHHUsS UMaT ChbU3MEpUMa MPOTHUBOTYMOPHA aKTHMBHOCT C Ta3u
Ha IUIATUHOBUTE CBEIMHEHHMsS CbC CBILUTE JMraHAM. BCHUUKM IUIaTMHOBU U
MajaJieBl KOMIUIEKCHH CBEAMHEHHs ca W3CIeIBaHM M 3a IMPOTHBOMHKPOOHA
aKTHUBHOCT. Pesynrature mOKa3BaT, 4e M3pa3eHa AaHTUMUKOTHYHA AaKTUBHOCT
MOKa3Ba eJIH OT MaJaueBUTE KOMILIEKCH, a uMeHHO: [PA(AMPH),Br,].H,0.
HAYYHU IYBJIUKALUU U TPOSIBU:

e  Varbanov H et al. Synthesis of palladium(ll) complexes with 3-amino-5-methyl-5-
(4-pyridyl)-hydantoin: cytotoxic and antimicrobial investigations - Transition Met.
Chem. 35, 2010, 457-461.

. Bakalova AG et al. Synthesis and cytotoxicity in vitro of new Pt(ll),Pt(1V), Pd(Il)
and Pd(IV) complexes with 5-methy-5(4-pyridyl)hydantoin and its ethyl and
propyl derivatives. Challenges in Inorganic and Materials Chemistry (ISACS3),
Hong Kong, China, 20-23 July 2010.
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Hayunusr otuer e npuet cbc 34/JOBOJIUTEJ/IHA onenka no ckainarta Ha CMH.

Jorosop Ne 31/2009 r. Cunre3 1 (PU3NKOXUMHYHO 0XAPAKTEPU3HPAHE HA HOBH

NMOTEHUUATIHUA HUTOCTATHLH, IPOU3BOAHU HA MUPHUIOKCAJT U3OHUKOTHHOMT
xuapasona (PIH) u cannumnanaexun 6enzounst xuapaszona (SBH), u rexun
MeTaJIHH KOMILIeKcH. PapMaKoJI0rH4Ho U3cjieBaHe HA HOBOCHUHTE3MPaHHUTe
ChbeIUHEeHUs
BOJELL U3CJIEAOBATEJL: Hdon. dapsun CrnaBueB MBaHoB, AX
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:

. Bopsina MBanosa Hukonosa-MnazneHoBa, Karenpa Xumus

. I'mac. Teoprm IleranoB Momekos, na¢d, Karempa mno ¢apmaxonorus,

(hapmakoTepanus ¥ TOKCHKOJIOTHs

. Jou. Pocen Tonopos byroxiues, nx, Karenpa Xumus,
BA30BA OPI'AHM3AIIMSA: Karenpa Xumust, Katenpa o ¢papMakoiaorus 1 TOKCHKOIOTHS,
®dapmanestuden pakynrer, MY-Codust
PE3VYIITATH:

CuHTe3MpaHu U 0XapaKTepU3UPaHH ca HOB XOMOJIOT Ha XHAPAa30HUTE — 3-
METOKCH-CATUIMIATICXUI-U30HUKOTHHOMI ~ xuapa3oH (MSIH) u 6 HOBHM
KOMIUICKCHH CBEIMHEHHsI Ha 3-METOKCH-CATMIMIANICXHUI-4-XUIPOKCU-OeH30MII-
xuapaszon (MSBhH) u  3-MeTOKCH-CaluIuI-aIeX ul-u30HUKOTHHOMI XHUAPA30H
(mSIH) ¢ wmetanmaute iouu Zn(ll), Co(ll) u Ni(ll). HoBure cwheauuenus ca
W3cnenBaHU C enemMeHTeH aHamu3, WUY- u SMP-cnextpockomus ¢ ornen
NOKa3BaHETO Ha TeXHHUTe CTPYKTypu. CTpOeXbT M XUMHYHHTE BPB3KH Ha
MOJy4eHUTE KOMIUIEKCHH CBEIUHEHHsS ca OIpe/lesieH 4Ype3 CpaBHEHHE Ha
CIEKTPUTE MM C M3XOJHHWTE CIEeKTpH Ha juraHna. Ha Oasarta Ha mosrydeHHTE
pesyntatu Oe JOKa3aHO, 4e 3-METOKCH-CAHIMIAIIEXHU-4-XUAPOKCH-OSH30MII-
XUJpa30Ha U 3-MeTOKCU-CATUIMIAIIEXUA-U30HUKOTHHOMI XUIPAa30Ha ce MpOosBsBa
KaTo TPUJCHTATEH JIMraHJ MpH KOOPAMHALMS C M3CIEJBAHUTE METAIHU HOHH.
Jluranmure ca m3cnensanm ¢ DFT — muBo B3LYP ¢ ormen onrtummsupane Ha
TSAXHaTa TEeOMETPHUS M M3YMCICHHE Ha HAKOM KBAaHTOBO-XUMHYHHU CBOMCTBA.
[IpoyyeHa e peakTHBOCIIOCOOHOCTTa Ha JHWTAaHAWTE, 4Ype3 HW3YHCICHHE Ha
MHHUMYMHUTE Ha €JIEKTPOCTATHYHUAT moTeHmuan V(r), ¢ [el TeopeTHYHO
IpeJicka3BaHe Ha MecTaTa, KbJIeTO METATHUAT HOH 1ie MpearnoyeTe Aa KOOpIUHUPA.
Jlurauaer M-SIH mposiBsiBa CHIIHO H3pa3eHa IUTOTOKCHYHA AKTHBHOCT BBHPXY
u3ciaeBaHUTe 6 KJICTHUHU JIMHUU. Y CTaHOBeHHUTE cTOMHOCTH Ha [Cgy mokasBar mo-
BHCOKA aKTHBHOCT OT Ta3d Ha pedepeHTHOTO MPOTHBOTYMOPHO JiekapcTBo Cisplatin
d MHOTO TMO0-100pa akTHBHOCT OT Jpyrus cpaBHutened arent melphalan..
[Tonyuenute JaHHM JaBaT OCHOBAHUE J1a Ce 3aKJIIOUH, Ye TIopaJu CHIIHO n3pa3eHara
OUTOTOKCHYHA aKTHBHOCT M-SIH, Xuapa3oHBT W HErOBUTE KOOPIAMHAIIMOHHU
ChEANHEHHS U3HCKBAT M0-33/IbJI00YCHO (hapMaKOJIOTHYHO OXapaKTepu3nupaHe.
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HAYYHU IYBJIUMKALIUU U TPOSIBU:

. Boriana Nikolova-Mladenova, Nenko Halachev , Rumjana lankova, Georgi
Momekov , Darvin lvanov. “Synthesis, characterization, theoretical calculations
and pharmacological investigations of new salicylaldehyde benzoylhydrazone
derivates.” European Journal of Medicinal Chemistry (u3nparera na 13.07.2010 r.)

Hayunusr otuer e npuet ¢ JOBPA ouenka no ckanara Ha CMH.

Jorosop Ne 2/2009 r. Buosiorusi Ha pa3MHOKaBaHe U CEMEHHO MOKbJIBAaHE HA
3aIMTeHH JedeOHH pacTeHusi oT ceM. Asteraceae (Arnica montana L. u
Leontopodium alpinum Cass.) u cem. Caryophyllaceae (Gypsophila trichotoma
Wend.)

BOJELL U3CJIEJAOBATEJL: [Jou. Exatepnna KpbscreBa Koxxyxaposa, 16
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIIL:

. I'n. ac. Becena VBanoBa banabanosa-bo3yiika
BA30BA OPI'AHU3ALMA: Karenpa ,.DapmakorHosus u OoraHuka”, dapmareBTHYECH
Dakynrer, MY - Codust
PE3VIJITATH:

IIpe3 mbpBHUsI BETeTALIMOHEH CE30H CIe] 3aCakaHe Ha ceMeHaduera oT Arnica
montana 0sxa MPOCJEICHN CICIHUTE NMEPHOJM: JIATCHTCH; BUPTUHUWICH C YETHPU
(a3u: NoHMIM, FOBEHWIHA, UMaTypHa M MaTypHa (asza. PacTeHusTa HapacTBaxa
0aBHO B HaJ3eMHATa CH 4YacT, HO MHTEH3MBHO pa3BHBaxa IIOJ3€MHATa CH YacT.
AnanTtanusaTa Ha apHukata npu 1450 m H.B. Ha Buroma e ycnemHo, Tl KaTto
YCIIOBHATA Ca Hal-ONM3KU C Te3W Ha JUBOPACTSLIMTE Momyianuu. Pa3BuTnero Ha
Arnica montana mnpu 544 m H.B. Gemie GaBHO M CMBPTHOCTTa Oelie BHCOKA.
Cemenaverara na Leontopodium alpinum ca mocra 4yBCTBHTENHH MO OTHOIICHHE
Ha YCJIOBHATA Ha cpelara U MMa mpobiieMu ¢ MacoBOTO oTriexkaane. Heooxoqumu
ca JOIBJIHUTENIHA W3CJIEABAHUS 3a Ja C€ YCTAHOBAT C MO-TOJsAMa TOYHOCT
KpuTnuHuTe (aktopu. Ha To3n eTan Moxke Jia ce TBBPAHU, Y€ HUCKATa TeMIepaTypa
U KBCHSI TIEPHOJ Ha OCBETEHOCT IPe3 3UMHHUTE MECELH ca HEeraTHBHO AeiicTBalin
(bakropu BbpXy mpoleca Ha moksiBaHe. L[Berosere Ha Gypsophila trichotoma ca
CaMOCHBMECTHMH, HO MO MPaBHJIO HE CE CAMOOIPAIIBAT CIOHTAHHO, 3aII0TO MMaT
MIPOCTPAHCTBEHA W30JAlMs MEXIy MNpallHUIUTe Ha THYMHKUTE W OJM3aara.
KpbcTocaHoTo ompamiBBaHe ce W3BBPIIBA aKTHBHO OT JAPEOHM MHUeTH — OT
cemeiictBara Colletidae u Halictidae. AxTuBHOCTTa Ha OmpamUTeNUTE € BHCOKA
KaKTO ¥ IUIOZIOHOIICHHETO M CeMEHHaTa Npoaykius. J{oOpoTo ajmanTupaHe Ha
ceMeHaveTaTa B yCJIOBHATA Ha OMUTHOTO TI0JIe MTOKa3Ba, 4e BUIBT € MEPCIEKTHBEH
3a KyJTHBUpaHe.

HAYYHU NYBJIUKAIIMU U TPOSIBU:
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. Kozuharova E, A Gogala. Reproductive biology of Gypsophila trichotoma Wend.
(Caryophyllaceae) - endangered plant species for the Bulgarian flora. Compt. rend.
Acad. Bulg. Sci., 63, 2010 - in press

e  Balabanova V, A Vitkova. “Peculiarities in ontogenesis of Arnica montana L. in
Bulgaria”. Compt. rend. Acad. Bulg. Sci., 63, 2010 - in press

e  Balabanova V, A Vitkova. Peculiarities in ontogenesis of Arnica montana L. in
Bulgaria. 6™ Conference on medical and aromatic plants of southeast European
countries, Antalya, Turkey, 18-22 May, 2010, Phcog. Mag., 120. — poster

Hayunusr otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 13/2009 r. E¢exr Ha eauuuTopu u Tpancopmanus upe3 Ri-
MJ1a3MHJ BBXY NPOAYKIHUATA HA OMOAKTHBHY CheIHHEHHS ¢ AHTHOKCHIAHTHA

M IUTOTOKCHYHA AKTHBHOCT
BOJELL U3CJIEJOBATEJIL: [Ipod. NUnnana Unuesa Homnxosa, nbH
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKUIL:
I'n.ac. I'eopru LiBeranoB MomekoB, nd
I'n.ac. Credan L{etkoB HuxnoB
Hckpa AHTOHOBa AHTOHOBa, OMOJIOT
Mar. ®apmanest Hecucnasa EMuinosa Munanosa
Pomana Bnaynoa BeTiOBa, CTYyIeHT
Ilenpo Muxanes ['eoprues, cTyneHT
Jlensn BecennHoB MareeB, CTy€HT
I'eopru lumutpos Ilonosckw, cTyaeHT
. Banepu Emunos IlBerancku, cTyieHT
BA3OBA OPTAHM3ANLMSA: ®apmanestruen dakynrer, Karenpa mo dapmakorHosus u
OoTaHnKa
PE3YJITATH:

Hairy root xyntypu 6sixa MHHIUMPAHH OT JUCTHH €KCILTaHTHA Ha Linum
thracicum ssp. Thracicum, upe3 undexkcrupane c¢ Agrobacterium rhyzogenes.
Tperupanero ¢ MeJA yBennyaBa HUBOTO Ha BTOPHYHU META0OJHUTH, BKIIOYUTEITHO
U apHITCTPAIMHOBU JIMTHAHH, KOUTO ca TiaBHU Merabomutd B Linum thracicum
ssp. thracicum. TIpoy4Banero Ge HACOYEHO KbM IPOAYKIMS HA apUITCTPATHHOBH
nurHand, B hairy roots kyarypu ot Linum thracicum ssp. thracicum,
tpanchopmupanu upe3 Agrobacterium rhyzogenes, LBA 9402, kyntuBupanu mpu
pa3mmuan KoHueHtpamuu (50-200 uM) wa metnn xacmonat (MJ) mo Bpeme Ha
KynruBandoHHus nepuon. Jlurmammte — podophyllotoxin - (PTOX) wu  6-
methoxypodophyllotoxin (MPTOX) ca rmaBuu muraanum B Linum thracicum ssp.
thracicum. CeabpaHHETO UM Ce yBelIM4aBa OKOJIO JIBa MBTH Cle]] CIUIUTHPAHE C
MJ, HO pacTeXbT 3HAYUTEIHO C€ MHXUOMpA MPH BUCOKHTE KOHIEHTpauuu Ha MJ.
Haii-Brcoko chabpikaHMe Ha JMTHaHM O YCTaHOBEHO mpu Tperupane ¢ 150 uM
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MJ. TlomyueHute pesynraTu Hpearnojarar, 4ye eauuuTupanero ¢ MJ 3HauuTenHO
MOBIIMSABA aKyMyJIUPaHETO Ha JurHaHu B hairy roots kyarypu wa Linum thracicum
ssp. thracicum. Mscnensana e aHTUmponnpepaTHBHa aKTUBHOCT HA €KCTPAKTH OT
KICThYHM KyaTypd Ha Linum thracicum (Griseb.) Degen ssp. thracicum, upes
npoBexxaaHe Ha MTT-tect ¢ pedepeHTeH cTaHZApT AHTUHEOIUTACTHYHMS areHT
erormo3un. Ekcrpakrure ot Linum thracicum (Griseb.) Degen ssp. thracicum
MIOKa3BaT 3HAYMTENHA [IUTOTOKCHYHOCT KbM BCHYKH TE€CTYBAaHH KICTHUHU JIMHHU.
Upe3 DPPH-tect Ge ycraHoBeHO, 4Ye (pakUuyd OT CYCIICH3UOHHHTE KYNITYDH,
chabprkamy (raBoH-C-rIMKO3UAM U TurHand Ha Linum thracicum ssp. thracicum
I0Ka3BaT BUCOKA paJiMKall CBbP3Ballla aKTHBHOCT.

HAYYHU IYBJIUKALIUU U TPOSIBU:

. lonkova I, | Antonova, G Momekov, (2010), Effect of methyl jasmonate on
production of ariltetralin lignans in hairy root cultures of Linum thracicum ssp.
thracicum, Proceedings of 6th Conference on Aromatic and Medicinal Plants -
CMAPSEEC, Antalya April 18-22, Turkey, 536-543

. lonkova I, | Antonova, G Momekov, (2010), Effect of methyl jasmonate on
production of ariltetralin lignans in hairy root cultures of Linum thracicum ssp.
thracicum, Proceedings of 6th Conference on Aromatic and Medicinal Plants -
CMAPSEEC, Antalya April 18-22, Turkey, Poster PP-408, Abstract p. S167

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.
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ME/JTUKO-K/IMHUYHA OBJIACT

Jorosop Ne 42/2008 r. M3cienBade Ha edeKTa HA MEJTATOHHH BHPXY

AKTHBHOCTTA HA [VIyTATHOH NEPOKCHIA3ATa NPH OOTHHU € eNuJIeNncus
BOJAELL U3CJTEJOBATEJI: [{ou. [Teruo Huxomos Kones, am
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:
. Maprun Hukonaes Mapxos, nokropant, YCBAJIHII Cs. Haym"

BA30BA OPI'TAHM3AIUA: YCBAJIHII “Cs. Haym" ornenenue no Hespodusnonorus
PE3YJITATH:

ChIecTByBaT I0Ka3aTeNICTBA, Ye 00pa3yBaHETO HAa CBOOOJHM paIuKald
I HaMaJIeHaTa aKTHBHOCT HA aHTHOKCHIAHTHUTE 3alIUTHA MEXaHU3MH MOTaT Ja
MIpeN3BUKAT HAKOU (OPMH Ha €NHJICIICHS, a CBIO TaKa U Jia YBeJIM4YaBaT PHCKa OT
MIOBTOPHO BB3HMKBAHE Ha CMWICNTHYHU NPHUCTHIH. ChHIIECTBYBAT NMPOYYBAHUS 3a
eekTa Ha pa3NMYHU AHTHOKCHAAHTH BBPXY 4YECTOTaTa HA CIWICITHYHUTE
MIPUCTBITN U BEPXY OKCHUIATHBHHMS CTPEC B OpraHu3Ma. BaxkHa poiist B Te3n mpouecH
urpac xopMoHbT MenatoHuH (MEL). Ilenta ma Hamero wm3cienBane Oe ma ce
n3cnenBa e(eKTa Ha MEJIaTOHWH BbPXY aKTHBHOCTTA Ha TIYTaTHOH MEpPOKCHAA3aTa
(GPx), kato MapKep Ha aHTHOKCH/aHTHATA 3alIATA HA OPraHWU3Ma, MHpH OOJHH C
enmiencus. 3a IOCTUTaHe HAa Ta3u men Osxa u3cieABaHH 3 rpynu OOMHH C
emmienicus ¢ napuuanan u BI'TKIIL, wa neuenne ¢ VPA, CBZ u xoMOuHanus
VPA+CBZ. Onpenencno 0sixa HuBata Ha GPX mpenu u ciesi eTHOMECEUYCH Kype C
MEL 3 wmr/an. Pe3syntatute mokasarT mo-HHCKO HHBO Ha GPX, mpu GomHUTE ¢
SIWIENCUsl B CpPaBHEHHE CBC 3JpaBHTE KOHTPOJIHW, ITPEOW 3alo4BaHETO Ha
neuernetr0 ¢ MEL, Cnen mpumarane ma MEL ce permcrpupa craTuCTHYECKH
3HAYMMO ITOKaYBaHE Ha aKTUBHOCTTA Ha GPX U B TpHTe TpynH OONHU C SIUIICTICHS,
mo-u3paseHo B rpynure Ha ysedeHue ¢ VPA u VPA+CBZ u no-manko B rpymara Ha
neuerne ¢ CBZ. U npu TpuTe rpyny ManueHTH C CMWIENCHS TOBUIIABAHETO Ha
aKTHBHOCTTA Ha €H3MMa € CTaTHCTHYECKH 3HAUUMO IPH IOArPYIHUTE C JaBHOCT Ha
3a00JIsIBAHETO O/ 5 TOJMHH ¥ NIPH HOATPYIHTE C YECTOTA HA MapPIHATHH TIPUCTHIIN
no 3 B mecena). He ce oTkpuBa u JMHEHHA 3aBUCHMOCT MEXIY CTOWHOCTHUTE Ha
GPx u nuBata Ha VPA u CBZ B xpwBTa. Te3u pesynraTu mokas3BaT moji3ara OT
PAaHHOTO BKJIIOYBAaHE Ha IEPHONUYHU KypCOBE MEJATOHMH KBM Tepamusra Ha
OOJHU C EIHJICTICHS
HAYYHU IYBJIUKALIUN:

e Mapkos M, Kones I1. U3cnenBane Ha eekTa Ha MEIATOHWH BBPXY aKTHBHOCTTA
HAa TJIyTaTHOH Iepokcumazata npu Oomum ¢ emmnencus. Journal of Clinical
Medicine. ITox meuar.

Hayunusar otuer e npuer ¢ BUCOKA onenka no ckanata Ha CMH.
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Jorosop Ne 43/2008 r. /lenepcoHATU3ANUOHHM / Jepeau3alHOHHH HAXOAKH H
nepuenTUBHI XaPaKTePHCTHKH NMPHU BeCTHOYJIapHO (0JIHH
BOJEI U3CJTEJOBATEJIL: IIpo¢. Orusin MBanos Koses, v,
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:

. NBo CamkoB Acenos, opaunarop, CBAJIHIT ,,Cs. Haym™;

. Cmacka Onerosa I'eopruesa — Xoctosa, noxropant, CBAJIHIT ,,Cs. Haym™;

. Katepnna MWmonoBa CrambommeBa, 16, H.c. | cr.,, BAH, WHctHTyT 1O

¢usnonorus.
BA30BA OPITAHU3ALUS: YCBAJIHII “ C. Haym", CekTop 110 HEBPOOTOJIOTHs
PE3VJITATH:
LlenTa Ha HACTOSIIOTO M3CNIEBAHE € Jja Ce ONpeNeNH MpeobiIagaBaHeTo

Ha JICMEpCOHANM3ALMOHHUTe [  JIepealM3allMOHHUTE [PESKUBSIBAHUS  [PH
BecTHOYIapHU NalMEeHTH, B CPaBHEHHE CBhC 3/paBH KOHTposn. Jla ce moThpcH
EKCIICPUMEHTAJIHO TMOTBBP)KACHHE Ha BPb3KAaTa MEKIy JerepcoHanusanusara /
Jepeanu3anisata M BecTHOynmapHata MUCO)YHKIMS dYpe3 IMPOBOKUpPAHE Ha
JIETIEPCOHAITM3AIIMOHHITE |/ Jepean3alMOHHNTE W3KUBSBAHHUS Ype3 JO3HUpaHa
KaJOpHUYHA CTUMYJalus Ha JabupuHTa. Meromu: 21 31paBu KoHTposu U 39 numa ¢
nepudepHa BecTuOynapHa AUCHYHKIMSA ydacTBaXxa B H3CIEABAaHETO. Bcwuku Te
nobiaHUXa 1) BenpocHuk 32 0010TO 3/1paBOCIOBHO CheTosiHKE; 2) CaMOOLeHBYCH
orpocuuk Ha HADS (Snaith & Zigmond, 1994); 3) BbhnpocHuK 3a ompezesHe
JeTiepCoHAT3alMOH I/ Aepeanu3anontn cumnromu (CoX & Swinson (2002)).
ExcriepiMeHTaTHOTO TOTBBpIKIaBaHEe 3a ,,BEeCTHOYJIApHOTO IIPOBOKHpaHe” Ha
JeTIepCOHATN3ALMOHHI/ Iepealn3alliOHHN CUMITOMH C€ OLEHU 4pe3 KaJTOpHYHO
npasHeHe Ha nabupuHTa. Pesdynrarn: Yecrorara U ocTpOoTaTa HA CHMITOMHUTE TIPH
BeCTHOyIapHUTE MANHMCHTH O€lle 3HAYUTENHO TI0-BUCOKA B CPaBHEHHE C
kotposute. [Ipu KOHTPONUTE HAali-4eCTH CUMIITOMH OsXa ,,BpEMETO HU3IIICKAa, Ye
MHMHAaBa MHOro 6aBHO”, ,,TPYJHOCT B KOHIEHTpupanero”, “déja vu”. Ilpm
MalUeHTHTe, KaTo ce W3KIIOYM 3aMasHOCT, Hai-4eCTUTEe CUMIITOMH Osixa
,,AYBCTBaTe, 4e 3eMsATa MOJA Kpakara BH Ce KJIaTh’, ,4yBCTBaTe ce OOBpKaH”,
,»dyBCTBaTe ce OTHeceH / He Ha cebe cu”. Karo ce W3KIOYM YyBCTBOTO Ha
3aMasiHOCT, KaJlopu4HaTa CTUMYJIaLUs MIPOBOKHpPaA
JIeTIePCOHATN3AMOHHI/ IePCATN3AMOHHN  CAMIITOMH, KOWTO 3/ApPaBH  JIHAIA
OTpeKoxa Jla ca UMald TMpeau M I'M W3MUTBaxa 3a MPBB IBT cera MO BpeMe Ha
n3cnenBanero. BectuOymapHo OonmHHTE JHMIA CHOOHMIMXA, Ye CHMITOMHTE
MPEN3BUKAHK OT KaJOPUYHATA CTUMYJIAIHS ca MOA00HN Ha Te3d, IPOBOKHUPAHHU OT
OonectTa. 3akimroyeHue: JlenepcoHanM3aMOHHUTE/ Iepeatn3alioOHHUTE CUMIITOMH
Cca TIO-4Y€CTU U KA4YECCTBCHO pasjivuyHU IpH yCJ'lOBI/Iﬂ Ha He(bmnonorwma
BecTHOynapHa ctumynanus. [Ipu BecTnOynapHoTO 3a00JsBaHe, YECTOTO UYBCTBO
Ha JiepeajM3alisi MOXKe Jla ce MPOBOKHPA, 3alI0TO MPOMEHEHHUTE XKECTHOYIapHU
CHTHAIM Ce pa3MHHABAT C JAPYTUTE CEH30PHH MOJAIHOCTH M Ch3JaBaT IOTPEIIHA
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paMKa Ha MNPOCTPAHCTBEHU OTHOILICHUA, KOCTO Ch3JaBa y IMAlMCHTAa YYBCTBO Ha
OTACISAHEC OT OKOJIHUAT CBAT.

Hayunusr otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Crnopasymenne Ne 2/2008 r. o JloroBop Ne 4/2007 r. HLA renernuen
noiuMop¢pu3bM npu 601U ¢ aHTHGOCHONUIIUAEH CHHAPOM
BOJEL U3CJTEJOBATEJL: npo¢. Mapra Ilerposa banesa, nmu
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKUIL:
. npo¢. ®anu I'eopruesa Maptunosa, ama, MBAJT , ITuporos”
. Jou. Permna JKak Jxepacu, Kimnuka mno Hedposorus, YMBAJI
,»AlleKcaHIpoBcka”
. not. Mapus [erposa Togoposa, Kart. [larodusnomnorust
. Ac. Mmuena KpacumupoBa Hukomnosa, Kimuuka mo uedpomorus, YMBAJI
»AlleKkcanipoBcka”
BA30BA OPTAHU3ALUSL: YMBAJI «AnekcanpoBcKa»
PE3YJITATH:

Aurupoconumuaauar  curapom (ADC) e 3abonsBaHe, KOETO HMa
HEU3ACHEHa €THUOJIOTUS U CJOXHAa M HEJOCTaThbUHO IpOoyueHa maTrorenesa. B
JuTepaTypara uMa MaJjlko JIaHHU 3a Bpb3KaTa Ha CHHAPOMA C OIIPENEIEH XarJIOTHUII.
TpyaHocTuTe U OrpaHUYEHUTA, KOUTO Bb3HUKBAT IIPU T€HETUUHUTE U3CIIEABAHUS
Ha 6osHK ¢ ADC ca cBbp3aHu ¢ 0AO0pa Ha OOJHUTE, BIMSHUETO HA H3MOI3BAaHHUTE
JIeKapCTBa, aKTUBHOCTTA Ha OoJiecTTa, reorpa)ckuTe U pacoBuTe pazinuus. B to3n
CMHUCBJI MHOTOLEHTPOBUTE, MHOTOHALIMOHAIHM MpPOYYBAHUS HMMaT TOJIIMO
3HaueHWe, ThH KaTO ce OYaKBa Ja JONPHHECAT 3a W3SACHSABaHE Ha MHpoOieMuTe
oKoJI0 ToBa 3abomnsaBane. [Ipu 6oxHM ¢ aHTH(OCHOIUTHICH CHHAPOM U CHCTEMEH
nymyc U 6enoapo0eH TpoMOeMOOTU3bM HHE YCTAHOBHXXME TI0-9ECTO HOCHTEICTBO
Ha HLA DRB1*03 u DQB1*02.

Kirouosu gymu: antudocdomumuner cuagpom, HLA.
HAYYHHU NYBJIUKALUN:
. Baneea M, U &. MaprunoBa. Axtudochomununen cungpom u  HLA.
Pesmaronorus, 16,2008, 1-2, 14-16.
. M Banesa, ® Maprunosa, B [Tonosa, b Kuneposa, P [Ixxepacu, M Hukomnosa.
HLA DRB1 u HLADQB1 npu 6oy ¢be cicTeMeH JTynyc i antudochonunuaen
CHHAPOM
(repBO choOMIIEHME), Men. tperses (o mevar).

Hayunust oruer e npuer ¢ BUCOKA ouenka mo ckanara Ha CMH.
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Jorosop Ne 2/2008 r. T- SPOT — TB meroa 3a no-npenu3Ha JMarHOCTHKA Ha
Ty0epKyJI03HOTO 3200/1sIBaHe H JIATEHTHA Ty0epKy/103Ha HHpeKIusa

BOJELL U3CJIEJOBATEJI: ['n.ac. CBetniana AtanacoBa Benmsaposa
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:

e  Cr.ac. Anbena BanoBa CnacoBa, CBAJIBB”Csera Codus”

. Kammnaka Jlazaposa [lenkoBa, nekap, yactHa OonHuna” ’ ManuHos”

. Januena HukonoBa Banramxuesa, nekap, yactHa 6onHuna’ManuHoB”

BA30BA OPI'TAHU3AIUA: CBAJIBE”Caera Codust
PE3YJITATH:

3a mepuoia Ha MPOYYBAHETO H YHHUBEPCHTETCKA JACTCKA KIMHUKA II0
OenoapobHn Gonectn Osixst m3cienBanu 135 nmema BBB BB3pactta oT 0 mo 18
roguau. Ot Tx 88 Osixa 6omHU OT TyOepkynosa. 38 ¢ JITBU u 9 mena xoHTpomHA
rpymna. Jlemara 6sxa u3cnenBanu ¢ TyOepkyauHOBa HecT Ha Manty, T SPOT TB
TeCcT M napakinHuka. [Ipu BcHuky nena 6e OTYUTAHO HAIMYHMETO WM pUIcaTa Ha
BIXK Gener, KOHTaKkTa ¢ TyOepKYJO3HO OONHHU OAIMIOOTIACIM W HATHYHE HITH
nuca Ha OanWIOOTAENSHHME IIPH caMuTe Jena. BeHyku Te3n mokasaresn ce
OTYMTaXa B B3aUMOBPB3KAa C MPEAJOKEHUTE HMMYHOJIOTMYHH TECTOBE. BbB
BB3pacTTa oT 0-3 rommum Opos Aenara pearupamu c xumepeprus 6e 47,2%, a
mo3utuBar Ha T SPOT TB 6sxa 61,1% T.e. mBaTa TecTa mamoxa IOYTH €IHAKBH
pesyntatu. [Ipu B3pactTa ot 4-7 roguau Opos Ha xunepeprudaute Gemre 64%, a
nonoxurenaure Ha T SPOT TB 84%. B to3u cny4ait T SPOT TB nane no-mobpu
pesynratu. Ilpu mocnensarta rpyna Hax 8 rogmHu xunepepruyaute Osixa 68%, a
nosutuBHUTEe Ha 1 SPOT TB 80%, koeTo chII0 NOKa3a MO-100pUTE MY
JMarHOCTUYHM KadecTBa. Haif-moOpm Osxa pe3yiratute mpu M3BHHOENOAPOOHHUTE
¢dopmu Ha TyOepkyno3a kpaero T SPOT TB Oe mo3utnBeH mpu BCHYKH (HOPMH
KaTo caMo JiBe Jiera 0sxa OTPHULETEHH U TO ¢ TeXKH GopMHu Ha TyOepkyio3a. [Ipu
JeraTa ¢ JIATeHTaH TyOepKylio3Ha WHQeEKIHs TyOepKyluHoBara mpoda Ha MaHTy
Jazne mo Jo0pH pe3ynTarTy.
Krrouosu nymu: IGRA, T SPOT TB, Tybepkyio3a mpu aerara
HAYYHHU NYBJIUKALIUU U ITPOSIBU:

. Bemmzaposa C A. T- SPOT — TB Merox 3a mo-mpenW3Ha IWATHOCTHKA Ha
TyOepKylIo3HOTO 3a0oisgBaHe M JIATeHTHa TyOepKylo3Ha HHGeKIHs o0030p,
boirapeukn Menutmacku XKypuain vol.1 2007 Ne 2
Bemuzaposa C A. ChBpeMeHHA IMarHOCTHKA Ha TyOepKyIo3aTta npu Jienara
T SPOT TB napyra antepuatuBa, beirapcuk Memnunncku Kypuan 2009 Ne 4,
Iox neuar

e  Bemmzaposa CA. T- SPOT — TB - gpyrata anrepHatiusa ChbBpeMEHHI
JIMarHOCTHYHY HPOOIeMH Ha TyOepKyI03HOTO 3200 sBBaHe ACOIMANUS TI0 IETCKa
TTHEBMOJIOTHSI BTOPY HaIlMOHAJICH CUMITO3uyM. Pubapuria 22-23.11.2008r.

e  Bemmsaposa C A. T- SPOT — TB B muarsoctikaTa Ha TybepKyno3ara mpH jaenara
— JIpyrara anTepHaTHBa- moctep P48, 5 xourpec Ha CBeTOBHHS CBBET 3a Oopba ¢
TyOepkyno3ata, lyoposauk 27-30 05.2009r
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. Bemnzaposa CA, bBanramxuesa [[, Jdumwurtpoa JIJI, Haymosa EIL
Jlnarnoctuunute BB3MOKHOCTH Ha T- SPOT — TB 3a aumarHoctuka Ha
TyOepKyio3a IpH Jela KOHTAaKTHM Ha Oaumiootiaenurend, 2-pu EBpomneiicku
KOHTec 1o uMyHouorus, bepmun 13-16 09.2009r.

Hayunusr otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 47/2008 r. UMyHOXHCTOXMMHYHH M TeHETHYHH M3CJIeABAHUS IPH

HEBPOCHIOKPHHHH 0€/10Ap00HU TyMOPH (THIIHYEH KAPUMHOU/, ATUIIHYEH
KapUHMHOH], ePOKJIeTh4eH HeBPOEeHTOKPHHEH KapIHHOM H Ape0HOK/1eTh4eH
KApPUHHOM), CbIOCTABSIHE C KJIMHUKO-NIATOJIOTHYHH I0KA3aTe/H
BOJEL U3CJIEJAOBATEJIL: I'n.ac.Slnuna ['eopruesa CnaBoBa
YJEHOBE HA U3CJIEJOBATEJICKUA EKHIT:

. Ipood. danaun Bopucos Ilerpos, am, CBAJIBE ,,Cs. Codust, Kateapa o I'ppana

XUpYyprus;

. n-p Bnagumup Unues Ixambazos, rnasen Ac. , CBAJIBE ,,Cs. Codust”, Karenpa

o I'pb/iHa XUpyprus;

. Ac. n-p Tuxomup WnmitueB [IuxoB, YMBAJI ,,Anekcannposcka”, LleHTsp 1o

KJIIMHHYHA I1aTOJIOTHUA;

. IIpod. CeBmanun CnaBoB Haues, nwm, ,Jlabopartopus mo OOma M KIMHUYHA
natosnorus” kbM YMBAJI ,,.CB. VBan Puiicku”;
. IIpod. Mo MapunoB Kpemencku, aM, HaumonamHa reHetuyHa jabopatopus,

UMM, CBAJIAT Maitumnn nom;

BA3OBA OPI'AHM3AIUSA: Menumuuckn ¢akynrer, KI[ mo GemonpodHu OGonectn,
CBAJIBB ,,Csera Codus”
PE3VYJITATH:

W3cnenBan € omnepaTuBHO-pe3eKIMOHEH MaTepuan oT 147 mnanueHTa
MpeTbpIen pajuKajiHa olepalys 3a IbPBUYHM HEBPOEHAOKPUHHM TYMOPH Ha
6ermst apo6: tunmueH kapuuHonn (TK) — 69 cnyuwas, atunnyen kapruHouyn (AK) -
12, enpoknersuer HeBpoeHnokpuHeH kapiuHoMm (EHEK) - 6, u npeOHOKneThueH
6enoapoben kapuaoM (JIKBK) - 60. AHamm3upanu ca xuctonorndeH Bua, pTNM
craauii, mmyHoxucroxumudHa ekcrpecus Ha Chromogranin A, Ki-67, CD99 u
EGFR. Kapuunounaure ca mpeaumuo B I-™ cragmit — 48 (59.3%). IIpu JKBK
npeobianasar ciaygante B 1™ A cramuit — 29 ciygas (48.3%). Upes Chromogranin
A ce JIoKkaza HEBPOCHIOKPHHHA JuepeHIualys Npu BCHYKH TyMmMopu. I[lpu
kapuuHouaHuTe TyMopu 100% oT TymopuHHTE KiIeTkH ekciipecupat Chromogranin
A. B 20% ot JIKB]J] 6¢ HabmromaBaHa KIOHATHOCT Ha €KCIpECHATa Ha MapKepa.
Cpenuure croitnoctu Ha Ki-67 ca: mpu TK — 1.6%, AK — 9.9%, IKBK — 67.6%, u
EHEK — 63.5%. Excripecust Ha CD99 ce noxassa B 67 ciydas (45.5%). Ot Ts1x 29
ca KapIUHOWAHH TYMOPH, OT KOMUTO IIpH Ho-romsmara 9acT (20 cimydas) CD99 ce
excripecupa B 100% oT TymopHHTE KiIeTKH. B Tesm cmydam mpommudeparnBHaTa
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aktuBHOCT ¢ 2%. Ki-67 mpu JKBK, excmpecupammu CD99 e 65.7%, a mpu
HeratuBHUTE 32 CD99 e 76.8% (p=0.05). Ot 147 cnyuas B 29 (19.7%) ce ycraHOBU
excripecus Ha EGFR: B 11 ot kapuunounaure (13.5%), B 15 ot AKBK (25%), u B 3
ot EHEK (50%). U3cnenBanero Ha EGFR mie momorse 3a aieKBaTHO NPHUIIOKCHUE
Ha THPO3WH KWHA3HW WHXUOWUTOPU W WHIUBHIYAICH IOAXOJ INPH TEpamusra Ha
BCEKH OTJIEJICH MalUEeHT.

HAYYHHU NYBJIMKALIUHA U ITPOSABU:

. Terpos [JIb, EIl T'opanos, BI] Cranoes, SII' CnaBoBa, T Kocramunos, BU
BrmacoB. OrtnmanedeHn pe3yaTaTd I[pU  XUPYPrHYHO JIeUeHHE Ha OONHH C
OponxuaineH kaprusona. CbBpeMeHHa Meauuuta, 60, 2009, Ne3, 13-20.

. Petrov DB, EP Goranov, VT Stanoev, YG Slavova, DT Kostadinov. Long-term
results after surgery for bronchial carcinoid tumors. ERS 20th annual congress,
Barcelona, Spain, 18-22 september 2010.

Hayunusr otuer e npuet ¢ /JOBPA ouenka no ckanara Ha CMH.

Crnopasymenne Ne 4/2008 r. o Jlorosop Ne 20/2006 r. OueHka Ha CbpIe4HO-
CBHAOBHUS PUCK NPH MJIAJIEKH ¢ 00e3uTeT HA BB3pacT 17-20 r. Bb3 0CHOBA Ha

HSIKOH a/IMIIOLUTOKHUHH, IPOTPOMOOreHHU U npoundaamMaTopHu GakTopu
BOAELL U3CJIEJOBATEJI: nou. Mapus Konesa Tonoposa, 1M
YJIIEHOBE HA U3CJIEJOBATEJICKUS EKMII:
. Jou. Koncrantun Hukonos Pamiues, nm, Karenpa no Kapauonorus u uHTeH3UBHA
tepanus (KUT), BoerHo-MenuimHcka AkageMust.
. Ipod. Mapra IlerpoBa banepa, nmH, JlabopaTopus Mo KIMHUYHA UMYHOJIOTHS,
AnexcaHapoBcka GoHHIA
. Ipod. Anexcanasp ['eoprues Croiines, nmH, Karenpa I[latodusnonorus
. Jou. 3npaBko AcenoB KamenoB, aM, KiuHHKa 10  €HJOKPHHOJIOTHA,
AnexcanapoBcka 0-11a
. 3opka Hauea PamieBa, Ensumonornyna nabopatopust kbM LIKJI mpu BMA
BA30BA OPI'AHU3ALUS: Menuuuncku ®Paxynrer, Katenpa [Tarodusmonorus
PE3VYIITATH:

B mpoyuBanero ca BxmoueHun 91 mianexu Ha Bb3pacT 17-20 roauHw,
paszenenu Ha nBe rpynu cnopenq UTM: ¢ UTM<25 u ¢ UTM>25. Onpenensaau
Osixa: peeT, Ternmo, MTM, croTHOmIeHHWe Tanms/XaHI , % MacTHa ThKaH. bsxa
OTIpENIeNICHH PE3UCTHH, KaKTO U aHTHNpoTpoMmOmHOBH aHTwia Url, UtM u Ur A.
Pesynraru u u3Boau:

e  He ce ycraHoBsiBa CHTHU()MKAHTHA Pa3lIMKa MEXy HIBOTO Ha PE3HCTHHA

NP MIIAJEKUTE C HOPMAJIHO TEMIO M TE3M C HAZHOPMEHO TEINIO H

YMEpPEHO 3aTIBCTABAHE, KAaKTO M Kopenanus ¢ HWHCYJIMHOBATa

PE3UCTEHTOCT, Makap 4e MpU BTOPUTE € HAJMLE 3HAYUMO MO-U3pazeHa

WHCYJIMHOBA PE3UCTEHTHOCT.
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[TonoxxurenHaTa KOpeNalMOHHAa 3aBHCHMOCT MEXAy HHBaTa Ha
pesucruHa u Ha hSCRP naBa ocHOBaHME Ja ce HPEINONOKU y4acTHE Ha
PE3UCTHHA B HATMYMETO HA CYOKIMHUYHO Bh3MalCHHUE.

Benuky m3crnenBaHM aHTHIIPOTPOMOMHOBH aHTHTENa ca B peepeHTHH
cToifHOCTH. OTCHCTBHETO HA JIOCTOBEPHH PA3IMKU MEXKAY TPYNUTE AaBa
OCHOBAaHHUE Jla C€ MPEIION0XKHU, Y€ NMPU KIMHHYHO 37paBU WHIUBHUIN B
mitaga Bb3pact (17-20 roguHu) HAJHOPMEHOTO TErJI0 HE BIHUSEC 3HAUUMO
BBPXY CHHTE€3a Ha aBTOAHTUTENA.

Ipu rpymara ¢ U”TM>25 ce ycTaHOBU TOJIOXKHTEIHA M CUTHU(HKAHTHA
KOpENaloHHa 3aBUcHMOCT Mexay MWrlT  aHTHIpOoTpoMOMHOBHTE
aHTHUTENIa ChC CTETEHTAa Ha 3aTIBCTSIBAHE, HHCYIMHOBATA PE3UCTEHTHOCT
n sentuHa. Te3W Kopenanuy JaBaT OCHOBaHHE 3a IO-HATaTHIIHU
NPOy4YBaHUsI Ha pOJsITa HA 3aTIBCTABAHETO W HHCYJIMHOBATa
PE3UCTEHTHOCT 32 BH3HUKBAaHE Ha MMYHOJIOTHYHH HApYLICHHS, CBBP3aHU
¢ MOBUIIIEHA CKJIOHHOCT KbM XeMokoaryinanus 1 CC pHCK ¢ HampeBaHe
Ha BB3PacTTa U IPH I0-BUCOKOCTETIEHHO 3aTIbCTSABAHE.

HAYYHU NIYBJIUKALIMU U ITPOSABU:

Todorova M, Z Ramsheva, K Ramshev, M Baleva, Z Kamenov, L Alexiev. Serum
lipids, uric acid and leptin/adiponectin ratio in clinically healthy normal weight and
overweight young men, aged 17-20 years. The Journal of men’s health and Gender,
2009; vol 6, 1, 63-69.

Todorova M, Baleva M, Kamenov Z, Ramshev K, Ramsheva Z, Alexiev L,
Stoynev A. Body weight — related differences between free testosterone,
adiponectin and insulin resistance in young men, aged 17-20 years. 10" congress of
European Society for Sexual medicine, Lisabon, 2007, abs. P-01-002, p. 45
Todorova M, M Baleva, Z Kamenov, Z Ramsheva, K Ramshev, L Alexiev.
Inflammatory markers in clinically healthy overweight/obese and normal weight
male subjects aged 17-20 years. Joint Meeting of the European (ESSM) and
International (ISSM) societies for Sexual Medicine. Brussels, Belgium, 7-11
December 2008. PD-059, p.23.

Pammesa 3, M TomopoBa, M banesa, K Pammes, 3 Kamenos, JI Anekcues.
MeTa0oauTHH W XOPMOHAIHH TPOMEHHM y MIJIAfEKd C HaJHOPMEHO TErjao Ha
BB3pact 17-20 Tommmm. |V Hammonanna Kondepenmmss mo Kmmamdana
JlaGoparopus ¢ MmexayHaponHo yyactue, Bapna, 5-7 ronu 2008, D7, cTp. 65.

Hayunusr oryer e mpuer ¢ BUCOKA ornenka mo ckarata Ha CMH.

Jorosop Ne 27/2008 r. AAMNIOHEKTHH W HHCYJIMHOBA YyBCTBUTEJIHOCT MPH

NAUHUEeHTH ¢ (PeoXpPoMOLUTOM
BOJEI U3CJIIEJOBATEJL: I'n.ac. Atanacka [lerposa EnenkoBa
YJIEHOBE HA U3CJIEJOBATEJICKHUA EKHAIIL:

>

Ac. Mapus Kocranunoa SIneBa-KemepoBa, kmH,; YCBAJIE “Axkan. UB. [Tenues’
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s

. T'eopru I'eoprues Kupunos; cr.H.co1p.Il cT.; 1m.; YCBAJIE “Axan. UB. [lenues’
. 3npaBka [lenueBa AGaxueBa; cT.H.cbTp.ll ct; xumuk; YCBAJIE “Axan. Us.
IMexues”

. JIunust lakoBeka; mabopatoped jexap; YCBAJIE “Axan. Us. Ilenues”
BA30BA OPI'TAHM3AIIUSA: YauBepcurercka Crienuanusupana OOJHHIA 32 AKTHBHO
neuenue no enpokpunonorus — YCBAJIE “Axan. MBan [Tenues”

PE3YJITATH:

Hapymiennsita B TJIIOKO3HHS METa0ONMM3BM Ca OTHOCHUTENTHO 4YecTa
HaXoJlKa MpH ManueHTH ¢ (eoxpoMonuToM. HamaneHata MHCYIHHOBa CEKpenus,
pe3yiaTraT OT WHXHOMTOPHHA e(QEKT Ha CyHnpa@u3HOJIOTHYHUTE IUIA3MCHU
KaTEeXOJIJAMUHOBHM KOHLIEHTpAIlMY, C€ BB3IPUEMa Karo OCHOBHA IIpUYMHA 3a
CUMIITOMATHYHHUS 3axapeH auadet mpu GpeoxpomoruroMm. OT apyra CTpaHa, JTaHHU
OT KIMHUYHHU CTYIUU U IPOY4YBAHWS BBPXY >KMBOTHHCKHM MOJEIU YCTaHOBSBAT
HaJIMYUETO Ha MHAYLMpaHa OT KaTeXOJaMHHHUTE MHCYJIMHOBA pe3UCTEHTHOCT. [lo-
HOBH TPOYYBaHHsS IONKPEIAT XHUIOTe3aTa 3a HMHXUOWTOpEH eQeKT Ha
KaTexOoJaMHUHUTE BbpPXY aJUINOHEKTHHOBaTa cekpeuusd. Llen Ha HacrosmeTo
mpoyuBaHe Oellie Ja ce HM3ClieBa BPh3KaTa MEXKIY aJUNOHCKTHHOBUTE HHBA U
WHCYJIMHOBATa YYBCTBUTEJIHOCT IIpU MAIUEHTH C CHAOKPUHHA XUIIEPTOHUS,
MpeJu3BUKaHa OT ()EOXPOMOIMTOM W Ja Ce CPaBHAT C TE3W MapaMeTpH IMpH
MalUeHT! ¢ €CEHIMAIHA XUTIEPTOHUSI U 3[IpaBu Juua. J(u3aiiH U METOAM: TPH IPYyIHU
ManueHTH Osxa BKJIIOYEHH B MpoydyBaHero: 26 manueHTd ¢ (eoxpomormrom; 30
MAIlMEHTH C €CCHIMAlHa XHUIEPTOHHUS M HOPMAIHO TeJecHO Terna W 31 3apaBu
KoHTpoJM. HuBaTa Ha aAWNOHEKTHHA OsXa ONMPEACISIHU Ype3 paluouMyHOIOTHICH
merof (RIA). Pesynratu: CepyMHUTE aIUTOHSKTHHOBH HHUBA 0siXa CUTHU(HUKAHTHO
MO-HUCKA TIPU TMAIMEHTHTE C (EOXPOMOIIMTOM B CpaBHEHHE C TE3U TPH
€CCHLUAJIHUTE  XUIMEPTOHHUIM C HOPMajlHO TErJI0 M  3IpaBUTE  JIULA.
[MocTomepaTUBHUTE aTUIMOHEKTHHOBH HHMBa OsfXa CUTHU(HUKAHTHO TMO-BHCOKH OT
MpeJoNepaTBHATE HE3aBUCHMO OT TMOBHINCHUS mocromnepatuBao BMI  mpu
ManueHTuTe ¢ (HEOXPOMONIUTOM. 3a pa3lhKa OT MPEANISCTBAINN CTYyIHH HE
YCTaHOBUXME CHTHH(WKAaHTHA pa3iuka B  QJWNOHEKTHHOBHUTE CEPYMHH
KOHIICHTpAIlU! MEXy IMallMEHTUTE C €CEHIHAHA XWUIIEPTOHMS W 3PABUTE JIUIA.
Hamune Oemre curHM(UKaHTHa HETaTWBHA KOpENAIMs MEXIY aJIWINOHCKTHBOHUTE
KOHIICHTPAallUHd H TIpeNpaHAdaHUTE TIIOKO3HW M HWHCYNMWHOBM HMBa 1 HOMA
HWHIEKCAa  KaTo  MapkKep 3a  HHCYJMHOBAa  YYBCTBUTENHOCT.  M3Boau:
XUMoaTuMOHEKTHHEMHUATA TP  (DEOXPOMOIIMTOM MOXKE Jla ce OOCHKAa KaTro
BB3MOXCEH (DaKTOp B MATOreHe3aTa HA HAPYIICHHUATA BBB BBIJICXUAPATHUS
MeTabO0JIN3bM MPH TE3U TMAIUCHTH.
HAYYHHU NYBJIUKALIUNA:

. A Enenkosa, 1 Marpososa, C 3axapuesa, I' Kupunos, K KanuHoB. AnunoHekTHH
— HOB WIpad B IIaTOreHe3aTa Ha BBIVICXUIPATHUTEC HAPYIICHHUS M ITOBHUIICHHS

CBPICYHO-CHIOB PUCK TIPH ManueHTu ¢ peoxpomonmrom? Enmokpunonorus, 2008,
ToMm XIII; Ne 2; 65-74.
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e A Elenkova, J Matrozova, S Zacharieva, G Kirirlov, K Kalinov. Adiponectin — a
possible factor in the pathogenesis of carbohydrate metabolism disturbances in
patients with pheochromocytoma. received for consideration in “Cytokine”

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 13/2008 r. EnioxkpuHaM npo0/ieMH NMPHU NALHEHTH ¢ XOMO3UTOTHA
¢opma Ha P Tanacemus
BOAEL U3CJIEJOBATEJI: VMBa Xpucrosa Ctoesa, 1M, ['n.ac.
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUII:
. Jou. I-p Banentun MBanos Bacuies, i, BMA Codus
. J-p denka Xpucrosa CrosiHoBa, YCBAJIAB Codus, ot centemspu 2009 HIIJIOX
Codust
. J-p Mupesna Xpucroa Paunrenosa, H.c.III. ct., HUITX
e  1-p lOnust Credanona Craiikosa, H.c. . ct., YCBAJIJIb Codus
. I'n.ac. lunko CrosiHoB 3axapues, YCBAJIJb Codus
BA3OBA OPTAHM3ALUS: MVY-Codus, MOD, Karempa «Jlercku Oosectn»,
VYuusepcurercka CBAJI/1b
PE3VYIITATH:

Cpe3oBo MpoyuBaHE Ha YecTOTaTa Ha €HJOKPHUHHUTE OTKJIOHEHUS MpH
MAMEeHTH ¢ XOMO3WrotHa ¢opma Ha Oera Tamacemus. Marepuan n meroau: 74
MayeHTyu /cpeana Bp3pact 18.18 + 7.88 ron, mex 16.67, ot 4.99-38.31/ mpu xouto
0sixa CHETH aHAMHECTHYHU JaHHH 334 CPETHOPOAUTEIICKHS DPBCT, ONpEACICHH
ayKCOJIOTHYHHTE TapaMeTpH, KIWHHYEH CTaTyC, XOPMOHAJCH aHaIN3, BKIIOYBAI]
TSH, T4, fT3, T3, T4, LH, FSH, E2, Testosterone, DHEA-S, TAT, MAT u
00pa3HU W3CIeIBaHNs, BKIIIOUYBAIIN PEHTTEHOTpadusl Ha KUTKA 32 KOCTHA BB3pacT U
exorpadus Ha IUTOBUIHA jkKje3a. B mpoydyBaHeTo Oelie BKJIFOYCHA U KOHTPOJIHA
rpymna ot 125 mpobanaa, mopaau HEOOXOJMMOCTTa OT Ch3[aBaHe Ha COOCTBEHH
HOPMHU 3a XOPMOHAJHHUTE aHAJU3U B PA3JIMYHUTE BH3PACTOBH Ipynu. Pesynraru:
JMUArHOCTUIMpaxa Ce CHAOKPUHHM HApYIICHHS TPU 3HAYMTENICH OpOil MalMeHTH:
Hal-4ecTo € 3acerHara XunodusapHo-roHagHaTa GyHKOus — 43,24% , n3ocTaBane B
pactexa (SDSh > -2) mpu 28,4%, tupeonsna GpyHkims npu 9,45% u HapyuieHus B
TIIIOKO3HaTa XoMeocTasza npu 6,76% ot manuenture. Cekpennsita Ha DHEA-S e
3HAYMMO TIO-HHCKAa MPU BCHYKH MAIHUCHTH C TaJaCeMHs., BKIIOUUTETHO W TMPEIH
00EKTHBHU3HUPAHE HAa KAKBOTO U J1a € OTKJIIOHEHHE BbB (DYHKIIHSITA HA CHIOKPUHHUTE
sxie3n. Huckute HuBa Ha DHEA-S 6uxa Moriu a ObaaT CBbP3aHH C MOBHUIICHUS
PHCK OT CBPACYHO-CHAOBH 3abossiBanus. OCBEH M00pe MO3HATHUTE KPUTUYHH
nepuoaun 3a ycneun-la UHTCPBCHIMA IO OTHOLICHUEC Ha KOMIUICKCHATa TEparus,
BB3pacTTa OKOJI0 aHApeHapxeTo (6-9 roamHM) ce odepraBa Karo 0cCOoOEHO
kputnuHa. [lpeanokeH e anropuThM 3a HpOCICIBaHE W paHHA IHarfHo3a Ha
CH/IOKPUHHHUTE MapaMETPH.
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HAYYHU IYBJIUMKALIUA U TPOSIBU:

. XI Hanmonanen xourpec no Ilegnatpus, 16-18 oxromspu, 2009 r, rp. IlnoBaus -
nocrep- ,,[IbpBu pesynratu ot neuenue ¢ Exjade B Buirapus™ PaGorHa rpyna
kM bBwirapcko MenunuHcko Jly)xecTBO O KIMHWYHA H TpaHC(y3MOHHA
XEMaTOJIOTHSI.

. Ipencrosuy roxumeH koHrpec Ha EBpomeiickoro J[IpyxkecTBo Mo Jercka
engokpuHonorus centemspu 2010 Ipara, Yexus

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 48/2008 r. CpaBHuTEIHO POyYBaHe HA KayecTBaTa HAa L M-
ProSeal u Laryngeal Tube Suction Il 3a ocurypsiBane na npoxoaumu

JAUXaTeJH! MbTULIA KATO AJTEPHATHBA HA TPYAHATA HHTYOAuust
BOJELL U3CJIEJAOBATEJIL: [don. Cunsu JIlro6uos ['eopruen
YJIEHOBE HA N3CJEJOBATEJICKUS EKAIL:
. Borman I7Iop):[aH013 MoiageHoB —nokTopaHT kbM Katenpa mo AHeCTE3MOJIOTHS U

WnrensusHo Jleuenue; opaunarop B KAWJI npu CBAJIAT «Maitaun nom»
BA30BA OPTAHM3AIUSA: MY-Codust, MO, KAWII npu CBAJIAT «Maiiuus 1om»
PE3VJITATH:

IpoyuBanero o6xBama aBe rpynu manuentd: | rp.- LMA-ProSeal u Il
rp.- LTS, ot 30 xenu Bcsika, kinac mo ASA I-1l. Hama cratuctudecku 3HaYMMU
Pa3IMKi MEXIy aHTPOIIOMETPUYHHUTE TaHHH Ha nanuentute (Tadm. 1). Ot rpynure
ca M3KIIOYEHH TAlMEHTH C aHaMHe3a 3a ractpo-e3ogareaneH peduiykc, KakTo H
TaKkMBa C HEBB3MOXKHOCT 3a OTBapsiHe Ha ycrata mosede oT 2,0 cMm. Bewmukm
ManueHTH ca ompeneneHn karo kiaac mo Mallampati | - Il u ca mocraBsan Ha
OlepalMoHHaTa Maca B TIOJIOKEHHE IO rph0 ¢ MOBAWTHATA HA MOJJIOXKKA TiiaBa
(momo6pen Jackson) ma 5 cm. Ipu BCHYKH MAIMEHTH € MPUIOKEHA TPEMEIHKALIHS
¢ dormicum 0,1 mg/kg™ i quamatel 20 mg i. v.

Cnen npeokcurenanus ¢ O, 100% B npoabiokenne Ha 3-4 Min, yBOABT B aHECTE3HSI
e ocsirecren ¢ fentanyl 2 pg/kg™ u propofol 3 mg/kg™. Jlen6ounnara Ha
aHEeCTe3MsI € PerCTPUpaHa Ype3 MOHUTOPUPAHE Ha OUCTeKTpanHus uHaeke — BIS.
LMA-ProSeal u LTS-1l ¢ pa3smepu 3 wim 4 ca BbBEJECHH CJ€A IPEABAPUTEIHO
CMa3BaHE C BOJHO-PAa3TBOPUM Tell CHOTBETHO ¢ METANHHS WHTpomtocep 3a LMA-
ProSeal u B ycnoBusita Ha mapunrockonust ¢ napuarockorn turn Makintosh 3a LTS.
BbBexaaHeTo Ha JABETE€ MOCOOMS € OCBINECTBEHO OT MBPBU HBT MPH BCHUYKH
ManMueHTH. VYIIbTHUTEITHUTE PUHTOBE Ca pa311yBaHl/1 C INpPEHNOPBHUYBAHUTE 3a
CHOTBETHHUTE pa3MepH KOJIMYECTBA Bb3AyX. Bpemero 3a nocraBsHe Ha CbOTBETHOTO
nocoOue € OTYNTAHO OT MOMEHTAa Ha OTBApsIHE HAa yCTaTa J0 ChUJICHSIBAHETO MY C
aHECTE3UOJIOTHYHUS anapar u peanusupaHero Ha mbpBus TV. [logabpikaHero Ha
aHecTe3Wss € OCBIIECTBEHO chc Sevorane — 2 % u Ny0:0, — 1:1; myckynHa
penakcanusi ¢ €SMEeron mpu ONepaTUBHHUTE WHTEPBEHIMU C OTBApSHE HA KOPEMHA
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kyxuHa. IlocraBsHero Ha cromamiHa coHza 14G mpu aBaMa OT NALMEHTHTE OT
rpymna | He Oemie B3MOXKHO, BKJI. CJ€J ONUT 32 ,,A3MECTBaHE” Ha JIAPUHTCATHH
komiiekc. IlopaaM KpaTkoTpalHOCTTa Ha ONEPATUBHUTE HMHTEPBEHLUUM MPH
mocoveHute aBama manuenTu (conisatio coli uteri) u mopamu ToBa, 4e He ce
UHTEpBeHUpa B TesecHa KyxuHa LMA-ProSeal He Gemre 3aMeHeHa ¢ eHIOTpaxeaiHa
TppOa. IloTeHmmanHata BB3MOXKHOCT 3a  HHCyumpaHe Ha Ta3 B
TaCTPOMHTECTHHAIHUS TPakT Oenre Npo(HIaKTHpaHa Ype3 ITOCTaBIHETO Ha HHUCKO
BUCKO3€H BOJHO-PA3TBOPHUM TeJl B HayalHATa 4YacT Ha e3o(areaiHus ApeHUpall
KaHaJl, KaTo ce cle/ielle 3a HeroBoTo n30yTBaHe. [I0TBbPIKIaBaHETO Ha MO3HULHUATA
Ha COHZaTa Oelle OCBLIECTBEHO NPH ChYETAHMETO Ha JIBA NPUHOMA-HHXEKTHPAHE
Ha 10 ml BB3ayx W mapanenHa aycKyaTalWs Ha emUracTpuyma u obparHa
acripanus. [Ipy BCeKH MAIMeHT € ONpPEACICHO HAIATaHeTO Ha Ted Ha ra30Be Clej
3aTBapsHE Ha EKCHHMpaTOpHara Kijama Ipu ¢ukcupaH rasoB motok ot 2,0 L u
MOBHUIIaBaHe Ha HaysraneTo 10 40 MMHQ ¢ mapanenHa aycKynTamus Ha ycraTa
€IHracTpuyMa 3a Ted Ha ra3ose.

Tabauua 1

LMA-ProSeal LTS-II
Bo3pacr (Kg) 37,782 359+76r
Pser (cm) 167,4+58 166,2 + 4,2
Teruo (Kg) 68,7+95 69,3+ 84
Mallampati I:11 16:14 10:20
Tabmma 2

LMA-ProSeal LTS-II
Bpoii onmty 3a nocrassiae (N) 30:0 30:0
Bpewme 3a nocrassize (Sec) 204+28 19,2 +3,6
Bpoii Heycnenny nocrasuaust (N) 0:0 0:0
Bpoii HEeycnelmH BBEXKJaHUS HA 2:28 0:0
cromaiHara conza (n)

Tabmuma 3. Orenka Ha CTPAaHHYHATE €

eKTH ¥ Ha KoM(opTa Ha MaIMeHTa.

LMA-ProSeal LTS-II
Ciren 0T 3a11aniBaHe ¢ KPHB 3:27 0:30
Ipomenu B riaca 1o § yaca 1:29 0:30
Ipomenu B riiaca cien 24 yaca 0:30 0:30
Jmcdarns 1o 8 gaca 1:29 2:28
Jucharust cnex 24 gaca 0:30 1:29

Hansiranero Ha Te4 Ha ra3oBse € ChbIIOCTaBUMO IpH ABeTe rpynu: 46,1 + 3,5 1 45,6 +
4,2 cm H,0 u e npe3 ycraTa; HAMa NPOTIACKBaHE HAa Ta30BE KbM XPAaHOIPOBOJA U
cromaxa. [Ipu nBeTe mocoOus e mpoBeIeHa W3KYCTBEHA OeNoIpoOHa BEHTUIIAIIHS
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6es sarpyamerns ¢ TV 7 ml/kg?, RR 10 min™. Oruerenure Ppeak u Pmean ca
cpotBeTHO: | rp. 13 £2,0 m 9 + 1,8 mmHg; Il rp. 13,5 + 2,2 u 8,5 + 1,5 mmHg.
Sp0, mpu nBere rpymu >95%. JlecHoTara Ha INOCTaBsHE € TpajydpaHa IO TpU
CTeleHHa cKana 1 - jecHo; 2 — mo-TpyaHo; 3 - TpynHo. 1 npu asere rpynu e
orgereHa cremeH 1. ChINO NO TpU CTENEHHA CKala ce OTYETEHH TEXeCcTTa Ha
CTpaHHYHHTE e(peKTH — MPOMEHH B riaca mpu 1 mammeHnt ot 2P cremen Ha
n3paseHocT u auctarus npu 1 mamueHt ot rp. | oT 1 Ba cTeneH cpemy aucdarns ot
2P crenen mpu 2™ manuentn ot |l rpyna. [pu equuus ot nanuenture ot rpymna |l
qucdarusaTa mepcucTupa mosede oT 244. 3a oTOGensi3BaHe €, 4e MPH Te3d JBama
MALUEeHTH C€ YCTAaHOBH IOCHHSIBAaHE M OTOK Ha €3HMKa Clej IeTaTa MUHyTa OT
nocrassiHeTo Ha LTS.
HAYYHU NIYBJIUKALMU U ITPOSABU:
. leoprues CJI. “CpaBuurenHo mnpoyuBaHe Ha KadectBata Ha LM-Proseal u

Laryngeal Tube Suction Il 3a ocurypsiBaHe Ha HPOXOAUMH AMXATEIHH MbHTULIA

KaTo aJITepHaTHBa Ha TpyJAHaTa HHTyGaHI/Iﬂ”; cr. AHECTE3HMOJIOTHS ¥ MHTEH3UBHO

JICYCHUEC - 1O I1€Yar.

Hayunusr otyer e npuer ¢ BUCOKA ouenka o ckanata Ha CMH.

Jorosop Ne 29/2008 r. IIpoyuBane pa3npoctapuenuero Ha Chlamydia
trachomatis cpen 6e3cMMITOMHE MOMHYETA H MJIAIH JKEHH
BOAEL U3CJIEJOBATEJL: /I-p Becena BackoBa Y3yHoa-PaiikoBa
YJEHOBE HA U3CJIECJIEJOBATEJICKUSI EKUII:

. Ac. Jlanuen BaneHTuHOB PlopaaHOB
BA3OBA OPrAHM3ALIMS: Memuunuacku  ¢akynrer, MVY-Codus, Katempa
Muxpobuonorus
PE3YJITATH:

CbBpeMeHHAaTa MHKPOOHMOJOTMYHA [JHarHo3a Ha  XJIAMHUIUATHUTE
nH(EeKIMM BKIIOYBA: JUPEKTHO JOKa3BaHE B KIMHHYHM MaTepHald Ha
mukpooprannsma ([AV®), nerosu cnenuduunu anturenu wiu JJHK dparmentu;
H30JIMpaHe Ha MHKPOOPraHM3Ma ¥ JIOKa3BaHETO My B KIETBYHU KYJITYPH;
noka3sBaHe Ha cneuuduunu antutena. C  Hal-ronsIMa YyBCTBHTEIHOCT H
crnequdUUHOCT Cce OTIMYaBaT KIEThYHO-KynTypenHusatr Meron wu JIHK
aMIUTH(QUKAMMIOHHUTE METOOW. 3a TpoydyBaHe pasmpocTpaneHmero Ha C.
trachomatis cpen 100 mo0Bo akTHBHE O€3CHMITOMHH MOMUYETa U MIIA[IH KEHH Ha
BB3pACT HE MO-ToJsIMa OT 35 TOXMHU O NMpOBEICHO M3CIEABaHe 3a JOKa3BaHE Ha
MIPUYUHUTENS 4pe3 KyJNTHBHpPaHE U IIOCIeABamia MMyHodiayopecueHmus ¢ MA
202D7 u nmomuMmepa3HO-BepHxkHA peakius Ha 30 CHMIOTOMATHYHU INalMEHTa C
uHpepTHIuTeTHH npobiemu. Pasnpocrpanenuero Ha C. trachomatis cpen Tsix Ge,
kakto cineasa 1 monoxurenna ot 100 (1%) u 3 monoxurennu ot 40 >KEHU ChC
crepuuteTHd npobnemu (10%) mo KyaTypeiaHuUs METOA M ChOTBETHO |
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nonoxurensa ot 100 (1%) u 4 monoxkutennu or 40 XKEHH CbC CTEPUIUTETHU
npobnemu (113,3%) uypes nsere PCR peakiun. OTkpuBa ce pasiuka B
YYBCTBUTEJIHOCTTA MEXY ABaTa METO/a, HO BbB BCHUKH ClIydau T OTroBaps Ha
YYBCTBUTEJIIHOCTUTE Ha CHUIUTE METOAUKHU, MPUIOKEHH OT APYTU U3CIETOBATENH,
KakTo W Ha CTOWHOCcTHTE 3a pasmnpoctpanenunero ua C. trachomatis cpex
CUMITOMATHYHU MAIlUEHTH B APYTU CTPAaHU U PErHOHU 110 CBETa, KbJETO TS BapHpa
Mexay 6 u nosede ot 20%.

HAYYHU IYBJIMKALIUA U ITPOSIBU:

. Ouzounova-Raykova V, lordanov D, Mitov I, Ouzounova I. “Prevalence of
Chlamydia trachomatis as serious pathogen of the reproductive system among
young sexually active girls without genital complains”. 13 World Congress on
Human Reproduction, Venezia, March 5-8, 2009

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 8/2008 r. Husa Ha IL-1f u PE, B runruBara Ha nmauMeHTH ¢

XPOHUYEH MAPOJOHTHUT IPEIH U CJIe/] Tepanus ¢ HeCTePOUIHH
NPOTUBOBBL3NAJIUTEIHH CPEICTBA
BOAELL U3CJIEJOBATEJL: Jlou. Xpucruna Jlazaposa [lonosa, am
YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMII:

. T'n.ac. Aaroanera MuteBa MipukoBa, Katenpa ITapogonTonorus

. Mast Kuuesa, Jloktop - buoCucremu OO/, yin. “6-tu centemspu’ 2.
BA3OBA OPIrAHM3ALMUA: dakynrer 1o JeHTanHa MeaunuHa, Kateapa 1o
MapOJOHTOJIOTUsl.
PE3VIITATMU:

B mocnenauTe necermnerns pa3OupaHETO 3a TmaroreHe3ara Ha
MapOJOHTATHUTE 3a00JsIBaHUSL TMPETHPISI Pa3BUTHE OT KAaTETOPU3MpaHEe Ha
NapoJOHTUTA KaTO €JUHCTBCHO ILIAK-aCOLIMUPAHO 3a00JIsIBaHe 0 CBBPEMECHHO
AKLIEHTYHpPaHE BBPXY YYaCTHETO Ha OTroBOopa Ha OpraHu3Ma KbM I[ATON€HHUTE
6aKTepI/II/I. )IHGC u06pe C€ 3HaC, 4€ €TUOJIOrusATa Ha NMapoOaAOHTAJIHUTE 3a00JI9BaHUS
e OakrepmanmHata MHQEKIHI, HO PEaKklHsATa Ha OPraHu3Ma KbM IPHUCHCTBHETO U
KOJIMYECTBOTO Ha CyOTMHTHBAIHUTE OaKTepuH €, KOATO MeOuHnpa ThKaHHATa
JIECTPYKIHS B Pa3BUTHETO Ha 3aboisiBaHeTo. JlokaTo € ChbBCEM OYEBHOHO, 4e
JICHTaITHATA TJIaKa € ChINECTBEHATa MPHYMHA 32 HHUIWUpaHe Ha WHQIaMaTOpHATa
peakuus, TeKeCTTa W XapaKTepUCTUKUTE Ha 3a00NIBaHETO HE MoraT Ja ObaaT
00SICHEHH €IMHCTBEHO C KOJMYECTBOTO Ha HaJIMYHATA IUtaka. J[Hec ce cMsaTa, ue
NPOAYKIMSITa Ha TNPOMH(IAMATOPHH MEIHAaTOpPH OT THHTHBAITHHTE TBKAaHU B
OTroBOp Ha MH(EKUIUATa yBelIW4aBa ACCTPYKIMATA HAa ChEJUHUTENHATA THKAaH U
aJBeojlapHaTa KOCT, YHATO KIMHUYHATA €KCpIecus € TEXKECTTa Ha
MapoJOHTANHOTO 3abonsBaHe. llenra Ha TO3M TPOEKT € Ja ce OIEHH
MOIU(HUIpPaHETO Ha MH(M)IAMATOPHUS W JECTPYKTHBEH OTIOBOp Ha OpraHM3Ma B
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HEXUPYPrUYHATa Tepamus Ha XPOHWYHMSA NApOJOHTHT, KOMOMHHpaHa C
HECTEPOMICH  MpOTHBOBB3MaiuTeneH areHr  Aulin B cpaBHeHHe ¢
KOHBEHIIMOHAJIHATA TApOJOHTAIHA Tepamnus 4pe3 W3MepBaHEe Ha HUBATA Ha TeHHA
excripecus Ha IL-1B n PGE, B ruHruBanHuTe THKAaHW Ha JBETE TPYIH IMAlUCHTH
IIpesu U cieq JedeHneTo. HaydHara XxunoTesa B OCHOBaTa Ha TOBA IPOYYBAHE €, 4e
HECTCPOMIHNTE  INPOTHBOBB3MAIUTEIHH  areHTH  Karo  JONBJIHEHHE  Ha
HEXMpypruyHaTa IAapoJOHTAHA Tepamus MOraT Ja WHXHOMpaT CHHTe3aTa Ha
BaKHUTE NpouHGIamaTtopHu uutokuau karo IL-1f and PGE, u B pe3ysrar Ha ToBa
MOXe jma Oble penylHpaHa CTENEeHTa Ha KOCTHATa pe3opOuus NpU XpOHWYCH
[IAPOJIOHTHT, a TaKbB MOAXOJ MOXKE Ja HalpaBH Tepamusira mno-edexrusHa. [Ipu
CeJeKUuATa Ha MNAlMeHTHTEe € PErHCTPHPaH IbJICH XUIMEHEH, THMHTHBAJICH M
[ApOJIOHTAJIEH CTATYC HAa BCCKM HAL[MCHT OT KOHTPOJIHATA U CKCIEPUMEHTAIHATA
rpyna M ChLIMTE WU3MEPBAaHMS Ca HANpPABEHM Clie] TPUKIIOYBAHE HAa Kay3aJlHO-
acolMUpaHaTa IapoJOHTaJHa Tepamus (peoleHkarta). l3mon3BaHM ca NpHETH
KJIMHUYHY TTapaMeTpH 3a OlleHKa: uHekc 3a maka - HI (hygiene index), unnekc 3a
ruHruBaiHo Bh3naneHue - PBI (papillary bleeding index), apn6ounna Ha mxoba
npu coHaupane - probing depth (PD), 3ary6a Ha xnunudeH aramman - clinical
attachment level (CAL), wupuna Ha artammpadara runrusa - width of attached
gingiva (AGW), runrusannara perecusi - gingival recession (R), ¢ypkaiuoHHu
nesun - furcation involvement (F) (Hamp classification 1975) u moasuxHOCT Ha
3p0uTe, OleHeHa 4pe3 TpucrenenHa ckana (1 to 3). M3cmeaBaHeto Ha HUBAaTa Ha
reHHa ekcropecus Ha prostaglandin E; (PGE;) u interleukin - 1B (IL-1B) B
THMHTUBAJIHUTE THKAaHM HA MAMEHTHTE C XPOHWYCH NMApOJOHTUT O M3BBHPIIBAHO,
MIPeN M CIIe]] CAMOCTOSTEHA HEXUPYPTrHYHa Teparus WM MEeXaHHYHA TEeparus C
JOMBIHUTEIHO MpHiIokeHrne Ha Aulin upe3 chBpeMeHeH U ToyeH mMeTon - TagMan
Real-Time PCR. Iony4yenure faHHU OT KIMHUYHHUTE U JTaOOPATOPHH H3CIIEIBAHUS
0s1xa aHANIU3MPAHU CTETHCTHYECKH. PesynraTure mokaspar e)eKTHBHOCT Ha JBaTa
BHUJIa MIPUJIOKEHA Tepamys Ype3 CTATUCTHYECKU 3HAYUMH Pa3iIMKH B IIOYTH BCHUKH
U3MOJ3BaHN MHapaMeTpu mpeau M cien Tepanusra. CTaTHCTHYECKH 3HAYUMHU
pa3nMK¥ MEXIy JABETe TPYNH B I0J3a Ha EKCIIEPUMEHTAJHaTa ca yCTAaHOBEHH 3a
napamerpute PD <3 mm, PD 3-5 mm, CAL 3-4 mm u CAL > 5 mm. B kpas Ha
TepanusTa € U3MEPeH MO-BUCOK MPOLEHT Ha MapoJOHTAIHU PKOOOBE C ABIOOUNHA
<3mm B eKClepyMeHTaJHaTa TpyMa, CBIIOTO C€ OTHACSI ¥ 32 IMapOJOHTAIHUTE
Mecta ¢ abinoounHa 3-5mm. CTaTHCTHYECKH paslMKH M 3a JBETe IPYNH He ca
YCTAaHOBEHH 3a Pa3MpPOCTPAHEHHETO Ha ABIOOKHUTE mapomonrtanau mxobose (PD
>5mMm) BeposITHO MOPaAN HUCKOTO MHHIMAIHO PAa3sNpPOCTPaHEHHE Ha TE3H MecTa.
CTaTHCTHYECKH 3HAYMMM pa3MKH MEXAy JBEeTe TIPyNH ca YyCTaHOBEHH B
n3MepBaHuATa 3a 3aryba Ha arammad CAL 3-4 mm u CAL> 5 mm. B kpas Ha
U3CcJe[BaHaTa Tepamnus MalUeHTHTe OT eKCIepUMEHTaJ HaTa rpyna ImoKas3BaT I1o-
BHCOKa CTEIEH Ha mevyanda Ha aTamMaH B Mecrtata ¢ mHuimanHa CAL 3-4mm u
CAL>5mm. CpaBHUTEIHHUAT aHAIIN3 HA ChOpaHUTE KIMHUYHHU JaHHH MOTBBPIXKIaBa
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MPEeJMMCTBO Ha M3MUTBAHATA Teparus ¢ JOMBIHUTENHO npuioxenne Ha Aulin B
MOCTHUraHe Ha moxoOpsBaHe Ha KIMHUYHUTE IapaMeTpd. ToBa mpoydBaHE
JEMOHCTPUpPA MO-0JIArONPHUATHO TMapOJOHTAIHOO3APABSIBaHE IPU MAIMEHTUTE C
nomeiHena ¢ Aulin Hexupypruuna Tepanust. [ToydeHure qaHHA OT Ja00OPATOPHUTE
W3CIIeIBaHUs TOKa3Bar, ue npu 42% oT mauueHTHUTe, JIEKyBaHU AOMBJIHUTEIHO C
Aulin, ce peructpupa mnoxaTHckaHe Ha ekcrpecusita Ha IL-1B, a mpu 37% -
monTuckaHe Ha ekcrnpecusata Ha PGE,. Moxke na ce orOenexu, 4e MpH Te3d
MalMeHTd HHXUOHpaHeTo Ha ekcrupecusita Ha PGE, e mo-cunHo ot ToBa Ha IL-1f,
KOETO € JIOTMYHO Kato ce uma npeasun, ue PGE, Biuse Bbpxy excnpecusara na IL-
1B, mpenxoxnpaiiku ro B CHTHAJIHATa BepUra OT MEIUATOPH HAa BB3MATUTEIHH
nporec. [Ipu nanuenture, kouto He ca mpuemanu Aulin, excnipecusta Ha IL -1B u
PGE, ce moaTHcKa B MHOT'O TI0-HMCKA CTETIEH.

HAYYHHU NYBJIUKALUUA U ITPOSABU:

. IlonoBa Xp, A MibukoBa, M Kwuuesa. TagMan RT — PCR wmerox 3a
ycraHoBsiBaHe HUBaTa Ha IL-1f u PGE, B ruHruBaTa npy mamueHTH ¢ XpPOHUYCH
naponoHTut. [Tox neyat B ci. “TIpodiemMu Ha AeHTaNHaTa MEAUIIMHA .

. Ionosa Xp, A MibukoBa. EdextuBrocT Ha nombinutennara tepamus ¢ HCIIBC
(AynuH) BBpXY pasnpOCTPAHEHHWETO HA IUIMTKUTE W ABJIOOKH IMAPOJOHTAIHU
JpKOGOBE TIpH TMauueHTH ¢ xpoHudeH napogontut ([TnnotHo w3cnexsaune). Journal
of IMAB, Annual Proceeding (Scientific Papers), 2009, book 4, 55-57, online
myOIMKaLus.

. INonoBa Xp, A MibukoBa. EdextuBrocT Ha nombinutennara tepamus ¢ HCIIBC
(AynuH) BBpXY pasnpOCTPAHEHHETO HA IUIMTKUTE U ABJIOOKU MAPOJOHTAIHU
JUKOOOBE NP MALMEHTH ¢ XpoHudeH mapomoHTut ([TmnotHo u3cneasane).19-th
Assembly of IMAB, Varna-Bulgaria, 7-10 May 2009, p.6 -mocrep

Hayunusr otyer e npuet ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Horosop Ne 12/2008 r. CpaBHHTETHO H3CJI€ABAHE HA 1BA BUIAa PHYHH
CTOMAHEHH U IBa BU/IA POTALIHOHHH HUKE/I-THTAHOBH IIUJIU BbPXY
CTAHAAPTU3MPAHHU U3KYCTBEHH KOPEHOBH KaHAJIHU ¢ KPBIJIO U HENPAaBHIHO
ceyeHune

BOAEL U3CJIEJOBATEJIL: Cr.ac. Kanun Kupunos [lusikos

YJIEHOBE HA U3CJIEJJOBATEJICKUS EKUIL:

e  Tmac. CeBna Muxaiinosa fInueBa, Karenpa koHcepBaTHBHO 3b00/1€UeHNE
BA3OBA OPIAHU3ALIMSL: Karenpa KoncepBatiBHO 3b0onedenne, Pakyiarer 1o
Jenranna Meaununa, Copus
PE3VYJITATH:

IIpy KOpeHOBM KaHaJIM C KpBIVIO CEYEHHE MALIMHHUTE CHUCTEMHM
FlexMaster u Hero Shaper mno-noOpe 3amasBar IbpBOHayaJHATa W3BUBKA Ha
kopeHnoBust kaHai ot ppunuTe K-Flexofile ¢ Texnukara Ha Banancupanara cuia u
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K-nuute ¢ TexHukara Crenka Hasan. JIlepopmanuure Ha KaHaIMTe ca eAHAKBY 110
BUJ, HO pasnu4Hu mo creneH. IlompexgaHero Ha IpynuTe MO HapacTBaHE Ha
nepopmanmure e ciaenHoro — FlexMaster, Hero Shaper, K-Flexofile u K-mum.
Jedopmanuute BB BbTpEIIHATa YaCT Ha W3BMBKAaTa KOPOHAPHO Ca IO-TOJEMU OT
Te3H BHB BBHINHATA YacT HAa U3BUBKATa allMKAIHO, C H3KIIOYEHNE Ha TEXHUKATa Ha
Banancupanara cwna. Ilpu xanamure ¢ HenpaBmiHO cedeHne K-mmmre (Crbka
Hazan) 3amasBar mosummsaTa cH ¢ Haif-romeMu nedopManuy Ha KaHala.
MaryHHUTe UHCTPYMEHTH B IO-TOJSIMA CTETEH U3MPaBAT M3BUBKATa, OT KOJIKOTO
npu KaHanute ¢ kpwro ceuenue. K-Flexofile (banancupanara cuna) B Haii-manka
CTEMeH Wu3MpaBsl M3BMBKaTa TMpH KaHaIM C HempaBunHO cedeHue. Ilpum
IperapanysaTa Ha HENpaBUIHWUTE KaHAIM TNPOONEMHH ce SBSIBaT HAH-TECHHUTE
CTpaHUYHM YaCcTH HA IEMHATOBUAHOTO ceyenue. Konkoro mo-mobpe ce mpenapupat
CTpaHUYHUTE YaCTH, TOJIKOBA IIOBEUE C€ U3IIPaBs KOPOHApHATA YacT HA U3BUBKATa
Ha kaHana. Haii-noOpe npenapupar CTpaHMYHUTE YacTH U Hali-MHOTO AeopMupaT
u3BuBkata K-mmnre (texumka Crenka Hazan), crnensa cucremure Flexmaster,
Hero Shaper u K-Flexofile mnuinre (Texuuka Ha BanadcupaHara cuia).
HemnpaBuiHOTO ceueHHe Ha KaHala € MPEAW3BHKATEICTBO U 33 YETHPHUTE TPYIH
M3CIeBaHN MHCTpYMEHTH W TexHuku. OceM mHCTpyMeHTa ot Hero Shaper, nsa
uHcTpyMenta ot Flexmaster u nse K-Flexofile munu ce ppakrypupaxa o Bpeme Ha
n3cnegBaHeTo. Beska OT MAaIlIMHHUTE CHCTEMH JOBele JO oOpa3yBaHETO Ha
(hanmmB X0J B IO JJBa OT KaHAJIUTE C HEMIPaBIJIHO cedeHne. Haii-mMHoro mparose ce
obpasyBaxa ot K-tmmnure — 5 6post, cienBanu ot 4 6pos npu Hero Shaper u 1 6poit
npu Flexmaster.

HAYYHU NYBJIUKALIMNA:

. IusxoB K, C SnueBa, CpaBHUTEIHO U3CIIEIBAHE HA JBa BHJIAa PHYHU TEXHUKH ChC
CTOMaH€HH NHWIM W JBa BHJAAa MalIMHHA HUKEI-TUTAHOBH IHIN BBPXY
CTaHJapTU3UPaHU U3KYCTBEHH KpPUBU KOpeHoBHU kaHanu. Yact I - kaHanu ¢ kpbriio
Hampe4yHo ceuenue, [lenranna meauimua 2010, 92, 1, 19-23

. CpaBHHTCJ’IHO HM3CJICABAHEC HA JIBA BHJAa PbYHU TCXHHUKH CbC CTOMAaHCHU IMWJIA U Ba
BHUJa MAaIIMHHHU HUKEJI-TUTAHOBU MWW BBPXY CTAaHAAPTU3UPAHU H3KYCTBECHH
kpuBH kopeHoBu KaHami. YACT II - kaHanm ¢ LEMHATOBUIHO HANIPEYHO CEUEHUE

Hayunusr otyer e npuer ¢ BUCOKA ouenka o ckanata Ha CMH.

Cnopasymenue Ne 6/2008 r. mo Torosop Ne 5/2007 r. M3cineaBane Ha opajaHu
ouomapkepu - Toll-Like penentopu (TLR2 u TLR4) u IgA-S, mapkepu 3a
BPO/IeH OpaJjieH H CeKPeTOPeH HMYHHUTET B 1€TCKA BbH3PacT

BOJEL U3CJIEJAOBATEJL: dou. Mas Pamesa Pamkosa

YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
. JHou. I-p Munena Jlumurposa Ilenesa, v, Jlercka JeHTanHa MEIUIIMHA
. Ipod. Jd-p Mapta banesa, am, Jlabopatopust 1O KIMHUYHA HUMYHOJIOTHSI
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. Anbena ITepBanoBa TomopoBa, 10, [I'enermuna Menuko-/uarnocTuyna
Jla6oparopus ,,['ennka”, anpec: yiu. ,,l{ap Acen” 90, Codus 1463

. Tuxomup IIppBanoB TomopoB, MonekymsipeH Ouonor, I'eHermyna Menuko-
Juarnocruana Jlaboparopus ,,I'ennka”

. Anppeii BennucnaBoB Kupos, Monexymsipen Ouonor, I'eHermuna Menuko-
Juarnoctiana Jlaboparopus ,,I'ennka”

. Cr.ac. Huna Tonesa, Kateapa no JJ/IM, @axynrer 1o JeHTaIHA MEIUIIMHA
BA30OBA OPTAHU3ALIUA: Qakynrer mo aenranxa meauuusa, MY Codwus, [lercka
JIEHTaJIHA MEeIUUIIMHA
PE3VYIITATH:

B xoMIuiexkcHaTa oLieHKa Ha OpajHaTa PUCKOBa cpeja B JETCKO-IOHOIIECKa
BB3pacT npoyuuxme 4 gectu Mytammu B TLR2 u TLR4 renure, xakro u SIgA karo
MapKepH, ChOTBETHO HA BPOACHUS WM cnenu(uueH opaieH UMyHHTET. [IpoydBaHeTo
Oeme HampaBeHO BBpXY 90 mema(7-16r.) - 30 mema ¢ XpOHHMYHH TOH3WIATH U 60
COMAaTHYHO 3/IpaBH jena, oT kouTo 30 ¢ MIakoBO MHAYIMpPAHU THHTUBUTH U 30 CbhC
3[IpaBa THHTHBA. 332 KOJMYECTBEHO ompeneisHe Ha IQA-S B ciroHKa M3MOI3BaXMe
meronqa ELISA ¢ ,Salivary secretory IgA KIT” na Salimetrics, ¢ — USA, a
uaeHTUUIMpaHe HAa TEHWTe M HalM4Yhe Ha TeHHW MyTanuu npu TLR2 n TLR4
HampaBuUxMe ¢ TmoiuMmepasHa BepwkHa peakuun (PCR). IlomydeHute pesynratu
mokassar, 4ye SIgA 0T HecTHMyNHpaHa CIFOHKA, IIPH COMAaTHYHO 3]paBH jgena (Ha 15-
16r.) e 44,93+£32,24pg/ml, karo Te3u aHTUTENA HE BIHAAT JUPEKTHO BBPXY
TMHTUBATIHATA opaiHa narojorus. SIGA e daktop, KOHTO MOXe Aa ce M3MON3Ba IpH
CPaBHUTEIIHU MPOYYBAHU 32 BIMSIHUETO HA PA3JIMYHU JIOKAHH aHTUTEHHU CTHMYITH
B ycrata. Mnentudpunnupanero Ha reaure kogupamu 1LR2 n TLR4 xaro mapkepu Ha
Hal-paHHWTE CHUTHAIM 3a pa3lOo3HaBaHE Ha MATOTeHHH (AaKTOpH OT rpam
OTpHULIATETHY MHKpPOOPTaHU3MH, MOXE Ja CTaHe 4acT OT CHCTeMa 3a PHUCKOBU
MapKepH B OpajlHaTa Cpeja, pUCKOBa HE caMO 3a OpaliHa, HO U 3a TeXKa CUCTEMHa
nH(peKIMo3Ha maToNorMs B JeTCKa BB3pacT. Hes3aBHCHMO, 4Ye OTKpUXME
MONMMOP(GU3BM CaMO TPH E€AHO JIeT€ C YECTH HMHTEPKYPEeHTHH HHQPEKIHUA U
XpOHWYHH TOH3WINTH, TNpoyuBaHe Ha TLRS naBa BB3MOXKHOCT nma ce mOIydu
vHpOpPMAIH 32 y4acTHETO Ha TeHETHYeH (aKTOp B IMPENPA3IONIOKEHUETO KBM
OakrepuanmHu WH(eknun OT TwakoBd [-MO u gapyrm XpoOHWYHH HHQEKINH B
opanHara obacrT.
HAYYHHU NYBJIUKALIUU U ITPOSIBU:

e  Rashkova M, N Toneva. M Belcheva, M Peneva. Oral Candida — A Marker of the
Influence of the General Physical Status on Oral Medium in Children up 1 year of
age. OHDMBSC, Constance, Romanie, 2008,VII, 3, 35-41;
e  Rashkova M, N Toneva M Belcheva, M Peneva. Oral colonisation with Candida of

New Born Children — Risk Factors Associated with Pregnancy and Delivery.

OHDMBSC,Constance, Romanie, 2008,VII, 4, 12-16;

e Rashkova M, M Baleva, M Peneva, N Toneva, G Jegova. Secretory

immunoglobulin A (SIgA) and dental caries of children with different diseases and
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conditions influencing oral medium- Journal of IMAB (Online)2009, Book 2, part
Dentistry (Oral and Dental Medicine), 6-9;

Rashkova M, M Baleva, Toneva N, Jegova G. Secretory immunoglobulin A
(SlgA) and periodontal status in children with diseases and conditions influencing
the oral environment - Journal of IMAB (Online)2009, Book 2, part Dentistry
(Oral and Dental Medicine), 36-40;

Rashkova M, M Baleva, M Peneva, N Toneva, M Belcheva, K Koprivarova, P
Perenovska.  Secretory Immunoglobulin A (S-IgA) and the Oral Risk
Markers:Quality of Saliva, Dental Biofilm, Oral Candida and Lactobacillus spp.
OHDMBSC,2009,VIII, 3, 11-18;

Rashkova M, M Baleva, N Toneva, M Peneva, P Perenovska, K Koprivarova.
Secretory immunoglogulin A (S-IgA) in the Saliva of children withType 1
Diabetes, Asthma, Systemic Health and Systemic Health but Wearing Removable
Orthodontic Appliances- OHDMBSC , 2009,VIII ,2, ,16- 24;

PamkoBa M, M bBaneBa, M benueBa, H ToneBa. [leiictBue Ha npoOMOTHYHA
XpaHuTenHa pobaeka -“Imunobor biotic” Bepxy opanHara cpema - KIMHHYEH
excriepuMeHT. [Ipobiemu Ha aenrtannara meaununa 2008, XXXIV, 2,25-32;
Pamxosa M, K KompusapoBa, H ToneBa, M benmuea, M KoncrantunoBa, I'
JKerosa. Ouenka Ha TeuHaTa opaiHa cpena u opanHa Candida npu neua c auaGer.
Ipo6aemu Ha nentanHata meauimua, XXXV, 2009, gact 11, 11-19;

Rashkova M, Baleva M, Toneva N, Jegova G. Secretory immunoglobulin A
(SIgA) and periodontal status in children with diseases and conditions influencing
the oral environment -19-th Annual Assembly of IMAB “Infections and Cancer”7
— 10 May 2009, Varna-Bulgaria (moctep);

Rashkova M, M Baleva, M Peneva, N Toneva, G Jegova. Secretory
immunoglobulin A (SIgA) and dental caries of children with different diseases and
conditions influencing oral medium- 19-th Annual Assembly of IMAB“Infections
and Cancer”7 — 10 May 2009, Varna-Bulgaria (opanHa rpe3eHTamus);

Pamkxosa M, K Konpusaposa, H Tonera, M Koncrautunosa. Ilpomenu B
KayecTBaTa Ha CJIIOHKaTa mpu jgemna ¢ amaber. ®opym-,JIHM Ha MequIMHCKaTa
Hayka — MY IlnoBaus”, 27.10. 2008 (opanHa npe3eHTawus).

Hayunusr otyer e npuet ¢ 34JOBOJIHTE/IHA ouenka 1o ckanata Ha CMH.

Crnopasymenne Ne 1/2008 r. no Jlorosop Ne 48/2007 r. CEM cpaBHuTEIHA
XapaKTepHCTHKA HA JeHTHHA HA BPeMEHHHU H NMOCTOsIHHY 360u. [[pomMeHuTe Ha

3LOHUTE CTPYKTYPH BCJICACTBUE HAa JEMUHEPATU3 AU, JCNIPOTCHHU3AUA U

NPUHIIoKE

BO/JIELLL

HHE HA ChbBPEMEHHUTE TeHePaIii aIXe3UBHH CUCTEMH
NU3CJIEJOBATEJL: Tn.ac. n-p Haranust Xpucrosa I'pbHyapoBa

BA30BA OPI'AHU3AIIUS: ®akyntet no Jlenranna meauiuHa, kateapa Jlercka Jlenranxa

Menununa
PE3VJIT

ATH:
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TIpu M3nbIHEHHE HAa OCTABEHUTE 3a/1a4H B TO3H MPOSKT HUE MOTYYHXME
CeMHUTE pe3ynTaTd. JIeHTMHBT Ha BpEeMEHHUTE 3b0M Ce MposiBIBa Karo
3HAUUTENTHO TO-ySI3BUM INPHU TPETUPAHETO My C CLBAIM arcHTH B CPAaBHEHHUE C
JICHTHHA Ha TOCTOSIHHUTE 350U. EllBaHEeTO Ha JICHTWHA Ha BPEMCHHHUTE 3b0H 3a 7
cekyrmu ¢ 37% dochopHa KucenwHa BOAM O IBUIOCTHO OTCTpPaHsBaHE Ha
3aMbpcsBanIus CIOi. B Ta3um Bpb3Ka CHKpAIIaBaHETO HA BPEMETO 3a CIBaHE Ha
JICHTUHA Ha BPEMCHHHTE 3H0HM Ha IOJIOBHHA OT TOBA, MPEIOPHYAHO OT (PUPMHTE
MPOU3BOJUTENH 33 TPETUPAHE TPH MOCTOSHHUTE 3B0M € yJadHO MPEIJIOKEHUE 3a
KJIMHUYHATA [PaKTHKa. V3clenBaHUTe aXe3UBHU CHCTEMH CE OTHACSAT Pa3jInYHO B
3aBUCHMOCT OT BH/a HAa 3bOHUTE CTPYKTYpPH — €Maiijl Win ACHTHH, OT TOBa Jaji Ce
TpeTHpa BpEMEHEH HJIH MOCTOSIHEH 350, KAKTO U B 3aBUCHMOCT OT TEXHHSI XUMHUIEH
CbCTaB. J[enMpoTenHU3annsITa Ha TPEIBAPUTEIHO IeMUHEPATU3UPAH NCHTUH BOJIH
JI0 Ch3/IaBaHE HAa MHOTO IMO-TIOPhO3HA MOBBPXHOCT B CPaBHCHHE C Ta3W IMOJy4eHA
caMmo cie] enBaHe — ¢ (YHHEBUIHO PA3IIMPCHU JICHTUHOBU KaHATYETA U OTKPUTH
BTOPUYHHM TYOYJHH OTBOPH B TEpH- M WHTEPTYOyJIapHHsS NECHTHH M OTCTPaHCH
KoJIareH. ATUTMITMPAHETO Ha aJIXe3UBHU CHCTEMHU YETBBPTA U IeTa TeHepanus — One
bottle Bbpxy memuHepanu3upaH W JCPOTEHHU3MPAH ACHTHH HMa 3a TOCICIHIa
00Opa3yBaHeTO XHOPHUICH CIIOi, OT KOWTO 3al04BaT aJXE3WBHHU 3aITyLIATKHA, KOHTO
ca MO-KCH B CpaBHEHHE C Te3u 00pa3yBaHM B MACHTHH, KOHTO € caMmo
JeMuHepan3upad. Te3n aJxe3uBHU 3alylIajKd ca C Mo-roysiMa ae0ennHa U mo-
nobpe u3paseHa (yHueBHIHA (GopMa B CpaBHCHHE C OHE3M IOJYYCHH CaMo
BCJICJICTBME Ha JICMUHEpalU3alus. Te3M XapaKTCPUCTHKU TNPEIONPEeTsIT |
OYaKBAHETO 3a MMOCTUTAaHETO W Ha MO-TOJIAIMA 3[paBHHA Ha CBHP3BaHE, MOJyYeHA
IpU  JEeMHUHEpAIW3alMsg ¢ JCOPOTCHHHM3AlUs Ha JCHTHHOBHS CyOCTpar.
[punoXeHneTo Ha aJXe3WBHH CHCTEMH OT IIeCTa W CeAMa TreHepamus MMa 3a
mocneuna 00pa3yBaHeTo Ha PAHUYHA 30HA a/[Xe3MBHA CHCTEMa-ICHTHH BPEMEHHH
360U C PE3IMYHN XapPaKTePHCTUKU HAa aIXEe3WBHHU U XHOPUIHUS CIIOM, KaKTO W Ha
aJIXe3UBHUTE KpadeTa, KOMTO Ce PA3JINYaBaT ChHIIECTBEHO OT TE3H XapaKTEPUCTHKH
Ha TPaHWYHATA 30HA aJXC3MBHA CHUCTEMa-IACHTHH MOCTOSHHH 3b0H. ChIIECTBYBAT
pasnuuus B MOPQOJOTHYHHUTEC XAPAaKTCPUCTUKH HA TpaHUYHATA 30HA MPH
alUTMIMPaHe Ha eHA W ChIlla aJXe3MBHA CHUCTEMa MpPU OOpasiy OT BPEMEHHH U
nocTossHHY 360H. Cria3BaHETO HA TOYHUS MPOTOKOJ Ha ATUTHKAIUSA HA ChOTBETHATA
aJIXe3WBHA CHCTEMa, 3a/1ajieH OT MPOHM3BOIUTEIS], € OT CHIIECTBEHO 3HAYEHHE 32
MOCTUTAaHE Ha ONTHMaiHa cTerneH Ha OoHaupaHe. CrenudUYHATE XUMHUYHU
XapaKkTepUCTUKH (ChCTaB) Ha aJXE3WBHHTA CHCTEMa BB3JCUCTBAT BBPXY
MHKPOMOP(HOJIOTHYHNTE XapaKTEPUCTHKKM Ha TPAaHWYHATA 30HA, U3pa3 Ha KOETO ca
yCTaHOBeHl/ITe MOp(I)OJ'IOl"I/IqHI/I paSﬂI/IKI/I Me)K)Iy N3CJICABAHUTEC aAXC3NBHHU CUCTCMU.
I/I3C.]'leleaHl/ITe AOXC3UBHU CHUCTECMH HE rapaHTMpaT II'BJIHO 3allcyaTBAaHC Ha
FpaHl/I'-lHaTa 30Ha Mequy KOMIIO3UTAa U JACHTHHA HA HU3CJIICABAHUTEC prHI/I 3’])6[/[ in
vitro.

HAYYHU NNYBJIUKALIUU U ITPOSIBU:

130



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

. T'atea H. ,,CpaBuurennn CEM u3cinenBaHus Ha POMEHHUTE TI0 MMOBBPXHOCTTA HA
JICHTHHA TIPA BPEMEHHH W TOCTOSHHH 3BOHM cliefl emBaHe» IIpoGiemu Ha
nedranHara Meauuuna, Tom XXXIV /2008, yacr 1, ctp.71 — 84

. Gateva—Grancharova N, Glockner K: Unterschiede im adhésiven Verbund
zwischen Milchzdhnen und bleibenden Zahnen — eine in-vitro-Studie im REM
Stomatologie (2009) 106; 1-6

. I'atesa H. CEM xapakTepuCTHKa Ha TIpaHMYHATA 30HA AaIXE3UB/ICHTHH IPH
BPEMEHHU ¥ TOCTOSHHH 3b0W: IN VItr0 wu3cienBaHe Ha YEeTHPHU CaMOEIBAIIN
aJXe3UBHM CUCTeMH - moj mnedat B CbBpemeHHa ctomatosiorus, 2010, tom 41,
6poit 1

. lareBa-I'ppruyapoa HX. CEM xapakrepuctuka iV Vitr0 Ha KayecTBOTa Ha
a/IXe3MBHATA BPB3Ka MPU BPEMEHHH W IOCTOSIHHH 3bOH MPH H3MOI3BAHETO HA
aJXe3UBHH CHCTEMH C TOTalHO enBane. OpainHa mnpeseHtainus, HaydHa cecus,
ITnosnus, bbarapus, 30.X.2008 rox.

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Jorosop Ne 50/2009 r. MosieKyJIsipHA THATHOCTHKA HA [JIyX0TATa

BOJELL U3CJIEJAOBATEJL: npod. Kynuo Benes Kynes, nmu
YJEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
. Tou. Jluana Ierposa ITorosa, amu ,YMBAJT “Ilapuua Hoansa -MCYJI”, Karenpa
o YHI 6ostectu

. Tou. Moeka JTro6enosa Crimpuaonosa, 1M, YMBAJT “Ilapuua Moanua -UCYJT”

. I'n.ac. Const Bep6anosa Huxonosa, mv, YMBAJI “Llapuna WNoanna -UCYIT”

. Panka ITerpoBa KpHeBa 10, OMHOXUMUK, KangLpa o Xumust u ouoxumus, [IMM
BA30OBA OPI'AHM3ALUAA: YMBAJI “lapuna Hoanna -UCYJI”, Karengpa mo YHI
6onect, M® nipu MY - Codus
PE3VYIJITATHU:

B uscnensanero ca BmrodeHH 59 mammeHTa OT KOMTO 48 € MHJIHA TIyXoTa, 6 C
TEXKO YyBaHE W 5 ¢ HOpMaJieH ciIyX (KOWTO MMAar OpaTs WM CEeCTPH C IThJIHA
ryxota). M3mosi3BaHuTe METOIM Ha H3CIEIBaHE ca 3a YCTAHOBSIBAaHE Ha
CbCTOSIHUETO Ha CIIYXOBHMSI aHauu3aTop (TOHAJHA TparoBa ayJuOMETpPHUS;
TUMIIAHOMETPHSI, PeIIEKCOMETPHS; CIyXOBU CTBOJOBH CBOKHPAHH MOTCHIIAAIIH;
otoakyctnunn emucur; ASSR; CT u MRI. Ha BcuukuM mManueHTH € HampaBeH
reHeTH4YeH aHanu3 upe3 Bucoko mojekynHa JIHK, uzonopana ot sapeHu KpbBHU
KIeTKH. M3mon3Bana e mpeaHaJiuTHIeHa U aHAIMTHYCHa 00paboTka OHOJIOTHIOCH
Matepruan. OnTumanHuTe yciaoBus 3a ammndukanus u PCR peakunoHHUTE cMecH
ca HaMepeHH IPH IMOCIEeOBATeTHO BapupaHe Ha HAKOW mapamerpu. OnTummusupa
ce MeToJia 3a AUPEKTHO cekBeHupane. [Ipaiimepure 3a CEeKBEHIIMOHHATA peaKkus ca
ChITUTE, KOMTO u3nomBaxme 3a PCR amminpukanusaTa, HO H3MOA3BaXMe U OIIE
elHa JBoiika BbTpewHu npaiiMepu. Benuxku PCR nponyktu cexkBeHupaxme U 3a
JIBeTE BEpUTH, 3a ]a MOraT Ja ce AETEKTUPAaT HOPMAJHUS M MYyTaHTHHUS ajel B
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MalMeHTUTe, KOUTO Ca XETepO3UTrOTHH HOcuTenn Ha MyTramuata 35delG.
Xomo3urotHu HocuTenu Ha MmytanusaTa C. 35delG ce okaszaxa 20 mauueHTd (OT
0bmmo 59- 34%), a 9 ca Hocurenu (15%) . OT Te3u 20 manueHTa XOMO3UIOTHH IO
myrtauusita 35delG 16 ca Gbarapu, ABaMa ca TypIH, CIHO JETe OT CMECEH Opak
MEXy TypKHHS M OBIrapyH U Olle eIHO JeTe 0T cMeceH Opak Mex1y Obirapka u
anbanen. B equH oT manmeHTHTE, KOMTO ¢ XeTepo3uroreH Hocuten Ha 35delG ce
OTKpH M BTOpaTa MyTalus, BOJACIIa [0 pa3BUTHE Ha riyxota - 312dell4. B
OCTaHaIUTE § MalMeHTH HE ce OTKPU BTOpATa MyTalls OTTOBOPHA 3a Pa3BUTUETO
Ha riayxora. OTkpuBame u perecuBHarta Mmyrtamnumsita Trp24X (W24X), B enun
nmanueHT ¢ Obarapeku npousxof (1.7%), HO B XeTepO3UroTHO ChCTOsHME. B enun
MAMEeHT Ce OTKPMBAT 2 Pa3MYHM MYTAl[Md B XETEPO3UTOTHO CHCTOSIHHE —P.
Leu90Pro (L90P) u enHa HoBa HemyOnuKyBaHa 1o cera- p. [1e121Asn. BepositHo Ha
TAX CE ABJDKH Pa3BUTHETO Ha Tiryxota. Myrauusita Argl27His (R127H) ce otkpua
B €JIMH IaI[EeHT ¢ poMcKU pou3xo (1.7% OT BCHYKM NallIeHTH) B XETEPO3UTOTHO
cbeTOsIHME. V3cnenBaHeTO Ha TEHOTUITHU BapHaHTH IIPH IAlEHTHUTE C IIIyXoTa U
acolManusITa Ha Te3W BapHaHTH CHC CTEIEHTA Ha YBPEXXAaHE Ha CIlyxa MOXe Ia
MIOMOTHE B OBJelle Npy TeHeTHYHATa KOHCIyTalus Ha MalHeHTUTe, B IPOrHO3aTa
Ha 3a00JIsIBaHETO U JIP.
HAYYHU NIYBJIUKALMU U ITPOSABU:
. Crmpugonosa WJI, JIII Tlonoea, C BopGanosa, P Ksuesa, KB Kynes.
OToreHeTHKa Mpu MNALUMEHTH ¢ HECHHIPOMAJIHA IiIyxoTa, OTOPUHOIAPUHIOIOTHS
(rox meyar).
. Crmpuziorosa MJT u 1p. TeHeTHUHN acTeKTH TpH MALMEHTH ChC 3BYKOMPHEMHH
ciryxosu Hapyniennsi, X1 benuHoB cumnosnywm, ITnoaus, 20-30.10.2010.

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jlorosop Ne 10/2009 r. ®aMuIHO aCOIMATHBHO M3CJIeIBaHe Ha

HeBpokorHuTHBHY HapymeHust H DISC1 ren npu 6011 ¢ 6UNOasIpHO
a()eKTHBHO Pa3CTPOIICTBO
BOAEI U3CJTEJOBATEJI: IIpod. Buxpa Kpymoa Munanosa, 1MH
YJEHOBE HA U3CJIEAOBATEJICKUSI EKUIT:
. I'n.ac. Panka [lerpoBa KbHeBa, am, Kateapa “Xumus u buoxumus”, [IMM
. Tans HuxonaeBa Xpucrosa, nm, nokropant, Kareapa no Ilcuxuarpus, YMBAJI
»AlleKcaHipoBcka”
. Ac. Aunenus llonoBa KwHueBa-beneBa, nm, Karenpa no Ilcuxuarpus, YMBAJI
»AllekcanipoBcka”
. Ounra JKusanosa beiuesa, 16, MM
. Muna VBanoBa Axrenosa, 1oktopast, [IMM
BA30OBA OPIAHM3ALUSA: YMBAJI , Anekcanaposcka”, yn. “Cs. I'. Coduiicku” 1,
Codus 1431; MVY-Codus, MenunuHckn daxynrer, Karenpa mo nenxuarpus
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PE3YJITATH:

OOeKkT Ha M3CleBaHE B HACTOSIIMS TPOEKT € 3aBHCHMOCTTa MEXIY
HEBPOKOTHUTHUBHOTO (YHKIMOHHpaHe U nonumopdusmu B obnactta Ha DISCL
reHa IpU TanueHTH ¢ bunomspHo adextuBHU pascrpoiictBo (BAP) u 3mpaBu
kouTponu. M3zcnensanm ca 71 maumentn ¢ BAP Ha cpemna Bw3pact 46r.,
xocnuranusupanu B Ilcuxuarpuuna xnuHuka Ha YMBAJI «AnekcaHnpoBcka» U
HaOpaHW OT aMOYNaTOpHHM IICHXHATPUYHH CIY>)KOM W 63 31IpaBH KOHTPOIH,
CBIIOCTAaBEHU Ha OOJHMTE IO MOJ U €THHUYECKU NMpou3xoA. Ha BCHYKM ydacTHHMIH,
cien nHGOPMUPAHO CHITIACHE, € B3eTa KpbB 3a n3oiupane Ha JJHK. U3cnenBanu ca
Tpu Koampamu mnonumopdmsma (rs3738401, rs6675281 wu rs821616), enna
CHHOHMMHA 3aMsHa B 13 ex30H (rs980989) m emuH MHTPOHEH HOIUMOPPH3IBEM
(rs821577) B obnacrra Ha DISC1 rena. I'enotunupanu ca ¢ TagMan™ Gensizanu
mpobu u RT-PCR ananu3 u mocneBaiia craTucTHYecka 00paboTka Ha pe3yaTaTuTe
¢ SPSS mporpama. Hamepena e kopenaruss MeXIy KIMHHYHATA XapaKTCPUCTHKA,
HEBPOIICUXOJIOTHYHOTO TPEACTABsIHE M ICHXOCOLUATHOTO (DYyHKIMOHUpaHE IIPH
Obnrapcku marueHTd ¢ BAP. YcraHOBH ce craTmcTHYecka 3HayMMa acoLManusL
MEXIy TeHOTHUITHOTO pasmpeznenenne Ha wapkep rs3738401 mnpu Gomu u
cToiiHOCTHTE Ha Stroop TecTa, MsSpKa 3a KOTHHTHBHA I'bBKABOCT M AIAlTUBHO
noBesieHue. JlaHHUTE ca B IMOAKpena Ha pa0OTHaTa XHUIIOTE3a, Y€ CHIIECTBYBA
Bpb3ka Mexay noiaumopdusmu B kanauaat reHa DISC1 3a BAP u cneundudanu
HEBPOKOTHUTHBHHU HapyHICHUS (CK3eKYyTHBHUTE (YHKIMH, BepOaeH KOHTPOI) IPH
ounosipHu mpobGaHaM. PesynTtatMTe ca NpeaBapHTEIHM M HMMarT HYXZa OT
MIOTBBPIKJIaBaHEe B ITO-TOJsIMA U3BaIKa.

HAYYHU NYBJIUKALIMU U ITPOSABU:
e  Hristova T. Association between neurocognitive impairments and DISC1 gene. 1X

International Congress of Medical Sciences, 13-16 may, Sofia, Bulgaria

Hayunusr otyer e npuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Jorosop Ne 48/2009 r. KiMHUYHU U TeHETUYHH MapKePH 32 paHHA IMarHo3a

Ha JleMeHnus ¢ Tes1a Ha JleBu u neMeHuus npu 6oJiect Ha [lapkuHcoH
BOAEL U3CJTEJOBATEJIL: npood. a-p JIpueszap Junuos Tpaiikos, tMH
YJEHOBE HA U3CJIEAOBATEJICKUSI EKUIT:

. Jou. Maprapura PagocinaBosa PaitueBa, 1, YMBAJI ,,AnekcanapoBcka’”

. J-p llluma Mexpabuan, v, YMBAJL ,,Anexcanaposcka”

e JI-p Mapus Mpanosa Iletposa, 1v, YMBAJT ,,Anekcannposcka”

e JI-p SABop EmunmsinoB XKenes, YMBAJI ,,Anekcanaponcka”

. J-p Bsapa Banentunosa Kupkosa, YMBAJI ,,Anexcanaposcka”
BA30BA OPTAHM3ALUA: YMBAJI ,,Anekcannposcka”, Kinunuka no Hesposnorus, Ota.
,,B”, Meauuuncku ®akynrer, Kareapa no Hesposorus

PE3VYJITATH:
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OcHOBHaTa Ll Ha ITbpBaTa 4acT OT HACTOSIIOTO MpOy4BaHE € Ja ce
oInpeneny KIMHUYHHUA NMpo(uI Ha MarueHtuTe ¢ OonecT Ha ITapkMHCOH U MHOTO
JeKa U JIeKa JEMEHIHs ¢ OrJie] Aa ce NpeHu3upaT CHeHU(pUYIHUTE MapKepu 3a
Iporpecus B Te3U paHHU CTaJUM Ha pa3BUTUC Ha JeMEHIMs. Pa3BUTHETO Ha MHOTIO
neka geMeHnus npu 6onect Ha [Tapkuncon (BI1-/]) e 00BBp3aHO ¢ BiOIIaBaHE BHB
BHIMAaHUETO W EK3eKyTHBHUTE (YHKIHUH, KaKTO W C MOsBa Ha Ne)UIUTH BEHB
BepOanHaTta (UIyeHTHOCT, pPedYTa, 3PHTEIHO-TPOCTPAHCTBEHUTE CIOCOOHOCTH M
maMerra (c HapylleHMe B u3BIM4aHero). IIporpecusita Ha pAeMeHuusTa C
pasBuTueTo Ha paneH craauil Ha BII-Jl ce oOBBp3Ba ¢ HapacTBaHe Ha Opos Ha
MAaLUeHTHTE C M0-O0MMPHU NeHUIMTH U CBIIO C HApacTBaHE Ha AeUUUTHTE B
IaMeTTa U eK3eKyTUBHUTE (DyHKIMU B rpymnara Karo msuio. LlenTta Ha BTOpara gacTt
OT HACTOSIIOTO TPOYYBaHE € CPaBHSIBAaHE HAa HEBPOICHUXOJIOTHYHMSA MPOGHUI B
paHHUA cTaguii Ha AeMeHiwmaATa npu Jemennus ¢ tenna Ha Jlesu (JJTJI) u BII ¢
orJie]l OTKpUBaHe Ha Oelle3n 3a paHHOTO pa3rpaHUyaBaHe Ha JBeTe 3a0ossBaHus. B
cpaBHeHue ¢ mauueHture ¢ BII-JI Te3u ¢ ATJI moka3BaT 3HAYMTENTHO IO-JIOIIU
pe3yaTaTv Ha HAKOU OT TECTOBETE 3a OLICHKA Ha Pa3JIUYHM aCIIEKTH Ha BHUMAaHHUETO
U eK3eKYTHBHHTE (YHKIUH, BKIIOYBAIIN KOHIENTYaIH3alHATa, WHXHOUTYPHHS
KOHTPOJ U CTPaTerH4ecKoTo ThpceHe. B 3akirouenne Hue ajanTupaxme KOMILIEKC
OT BUCOKO CEH3UTUBHM HEBPOIICHXOJOTMYHU METOAMKM 3a [UarHo3a Ha Hal-
paHHUAT CTaJuil Ha KOTHUTHBHO BiomaBaHe npu namuentu c¢ bII. Hue cpiio Taka
omnpeaensiMe KOJIMYECTBEHH M KauyeCTBEHM KOTHWUTMBHU MapKepH, KPUTHYHH 3a
Ipexoja OT MHOro JeKa KbM Jeka JemeHius npu bII, kakro u 3a
mudepenmpanero it ot JTJI
HAYYHU ITYBJIMKALIUU U ITPOSABU:

o Kupkosa B, Tpaiikos JI. HeBponcuxomornuso wu3cienBaHe IIpH JIMOA ChC
CyOeKTHBHY KOTHUTHBHHM HapymeHns. beirapcka Hesponorns, 2010, 10, 3, 94-98.

o ITerpoBa M, TpaiikoB JI. PuckoBn (akTopu 3a pasBUTHETO HAa KOTHUTHBHH
HapylleHuss W JeMeHnust mpu Oonect Ha Ilapkmucon. Bwirapcka Hespomorus,
2010, 10, 3, 98-102.

. IlerpoBa M, PaiiueBa M, Mexpabuan 111, XKenes 5, Auros I', Tpaiikos JI. Bpb3ka
MKy AeNpecusTa U KOTHUTHUBHHUTE AeUIMTU NpH manueHTH ¢ IlapkuHcoHoBa
GoJrecT 1 JIeKO KOTHUTHBHO HapymeHue. beirapcka Hesponorns, 2010, 10, 3, 122-
125.

e  TlerpoBa M, PaiiueBa M, Ilenes JI, I'puroposa O, Tpaiiko JI. OcobeHoctn B
KOTHHTHBHUSA TIPOMHI MEXTy NAlieHTH C MHOTO JieKa M JieKa IeMEHIUsS Tph
IapkuncoHoBa 6onect. bearapcka Hepomorus, 2010, 10, 3, 126-130.

. IlerpoBa M, PaiiueBa M, Ilenes JI, I'puroposa O, XKenes S, Tpaiikos JI. Paznuuns
B KOTHUTHBHHMS TPOQHI MEXIy Hali-DAHHHUTE CTAJUHM HAa KOTHUTMBHO HapyIIeHHE
u nemennust npu Ilapkunaconosa 6onect. brirapeka Hesponorus, 2010, 10, 4 (mox
meyar).

. Ilerposa M, Paituea M, Tpaiikos JI. Bpb3ku Mex1y NpeJOMUHAHTHUS MOTOPEH
HOATHII M KOTHUTHBHHTE Ae(QHUIMTH Npu naunueHtH ¢ IlapkuHcoHoBa OonecT U
JIEKO KOTHUTUBHO HapyiieHue. brirapcka Hesponorus, 2010, 10, 4 (mox nevar).
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. MI Petrova, MR Raycheva, LD Traykov. Neuropsychological differences between
Parkinson’s disease patients with very mild and mild dementia. In: 62nd AAN
Annual Meeting, April 10-17, 2010, Toronto, Canada. Neurology, Suppl 2,
Volume 74, Number 9, p. A73.

e M Petrova, M Raycheva, Y Zhelev, L Traykov Cognitive defferences between the
earliest stages of cognitive impairment and dementia in Parkinson’s disease, In:
14th Congress of the European Federation of Neurological Societies. 25-28 Sept
2010, Geneva, Switzerland. Eur J Neurol. 2010.

Hayunusr otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 7/2009 r. NK kieTkn u antutesa cpeury gpochoaunuau npu

HOPpMAJIHA U MATOJIOTHYHO MPOTEKJIAa GPEMeHHOCT
BOAEI U3CJTEJOBATEJIL: IIpod. n-p Mapta Ilerposa banepa, nmu
YJEHOBE HA U3CJIEAOBATEJICKUSI EKUII:
. TIpod. Tomop YepueB Aranacos, amH, CBAJIAT' ,Maiiuun mnom”, Karenpa mo
aKyIIepCTBO U THHEKOIOTUS
. Jou. XKueka IloueBa Kaparbo3oBa, CBAJIAI' ,Maiiuun mom”, Karempa mo
aKyIIepCTBO U THHEKOIOTUS
. Enena BuxentuneBa EnegprepoBa, opmunatop, YMBAJI ,,AnekcanapoBcka”,
Ientp. 1a6. 0 KJI. IMYHOJIOTHS
. Mapus XpuctoBa Xpucrosa, JoKkTopaHT, Kat. Kit. 1abopaTopust 1 Ki1. UMyHOJIOTHUS
BA30BA OPTAHU3ALUSL: YMBAIJI ,,AnekcanipoBcka”

PE3VIITATH:
CratucTryeckuaT aHanmu3 Tmoka3a dYe |1gG  aHTHTenata  cpemry
KapJMOJIMIMH ¥ Oera-2-raukonpoTerMH | ca 3HAYMTENTHO MO-BHCOKU IIPH

MAIUEHTKUTE ChC CHOHTAaHHM abOPTH, OTKOJKOTO MPH TE3H C HOPMAJHO IPOTEKiIa
o6pemennocT (P < 0,001). 3a anturenata ot kinac IgM He Ge HamepeHa TakaBa
3aBucuMocT. CTOMHOCTHTE Ha aHTUTENATa CPelly aHeKCHH V U OT JiBara Kjaca He
ce pasnnuaBaxa MpU JABETe TPYIH W3CJIEABAHH JHIA. B ChHIIOTO Bpeme mpH 5 OT
n3cnenBanut ¢ S50 manueHTkn cbc crmontanHu abopti (10 %) nHamepuxme
MOBHILICHH aHTUTeNa cpelly aHekcuH V. Haiure mbpBOHAYalHM pe3ynTaTH ca B
MOZIKpena Ha CTaHOBHMIIETO, Y€ AHTHTENaTra Cpelly KapAHOIHIMH u Gera-2-
TJIMKONIPOTENH | ca eiHM OT TJIaBHHTE KPUTEPUH 3a IOCTaBsiHE Ha JUarHo3ara
AntudochonunuaeH CHHIPOM NPH MANUEHTKH CbC CIOHTaHHU aboprtu. Ilpu
31paBH KOHTpOIH (KeHH, 0e3 PEenpoAyKTHBHH HEYCIIEXH) CPEAHHSAT MPOIEHT Ha
NK kierkure B nepudepna KpbB crnpsiMo iumborutHus opoii e 11 + 5 %, a kato
abcomoten Opoit — 0,20 + 0,10 G/l mumdorury. Ipy NaUEeHTKUTE ChC CIOHTAHHH
abopTr TO3M mpoueHT e mo-Bucok — 20 + 5 %, Karo pa3nmkara € CTaTHCTHIECKH
nocroBepHa (P < 0,001). 3abens3Ba ce TEHACHIMS 3a HAMAJIsBaHE HA MPOIEHTA I
abcomoTHus Opoit NK kireTkn B mepudepHa KpbB B X0J]a HA HOPMAJIHO MPOTEKIa
OpEeMEHHOCT.
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Hayunusr otyer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 30/2009 r. [Tpoy4uBaHe HA reHETHYHHUS PHCK 32 Bb3HUKBaHE HA

HApPYUIeHUs BbB BBIJIEXUAPATHUSA MeTA00/1U3bM NPH OpeMeHHH KeHH
BOJEI U3CJTEJOBATEJIL: I1pod. UBo MapunoB Kpemencku, am
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUIT:

. Jou. Anekceit CnaskoB Casos, 16, CBAJIAI ,,MaiiuuH goM,,

. Kars Huxonaesa Tonoposa, nv, CBAJIATL ,,MaiiuuH 10M,,

. Mapuana IlerpoBa I'enoBa, 1M, YMBAJI , AnekcanapoBcka”, KinmHudyna

nabopatopust

. Anexcannwsp Hukomnaes Joranos, am, CBAJIAT , Maituun gom,,
BA30BA OPIAHU3ALUA: CBAJIAI' ,Maituun nom,,, Karempa no AkymepcrBo u
TMHEKOJIOTHs

PE3VIJITATH:

BbBenenn ca MeToan 3a HM3CielBaHE HAa T'€HETHYHH IOJUMOP(GH3MH B
HSIKOJIKO TeHa O0CHK/IAHN KaTO PeryjiaTopy Ha BBIVIEXUIpaTHUS oOMeH. OneHkara
Ha pOJATa Ha TeHCTHYHUTe (AKTOPH 3a BB3HHKBAaHE HA HApYLICHHS Ha
BBIVICXUIpATHAS OOMeH Oc¢ HampaBeHa 4Ype3 AacOLMATUBHO MPOYYBAHE BBPXY
nonumopuu Bapuantd B KCNJ11, Ob/Leptin u Calpain 10 renunre. Aconuarus ¢
MOBWIIEH PHUCK 3a recrandoHeH nuaber Oe Hamepena 3a — 2548 G/A
nommMmoppu3Ma B JIENTHHOBUS TeH. YecToTaTa Ha pPHCKOBUAT TEHOTHI €
CBIIOCTaBMMa C Ta3W HamepeHa B Jpyrn Espomeiicku mnomyrmamuu. 3a
nmomumopdusma E23K (rs5219) B KCNJ 11 rena He Geliie HaMepeHa CTATUCTUICCKH
3HaUMMa acolMalMs INPH HHUTO e1Ha OT W3CIEABAHUTE KIMHUYHH TPYIH.
Henennonno uucepunoHuus moaumopduszsm g7920indel32bp B Calpain 10 rena
MOKa3a CTaTUCTHYECKU 3Ha4YMMa acolMallusi KaTo PUCKOB (DakTop B Ipymara chbc
3axapeH auabet v |.
HAYYHHU ITYBJIUKATINH U TTPOSIBA:

. Cranka HuxonoBa. “I'eHeTndyHHM (DaKTOpHM, CBBP3aHM C PHCK 3a pa3BUTHE Ha
recTauyoHeH auaber” JlumiaomHa padora 3a nmpuaoOMBaHe HA CTENEH MAarucThbp IO
onomnorus. Codust 2010 T.

Hayunust otuer e npuer ¢ [JOBbPA ouenka no ckanara Ha CMH.

Jorosop Ne 46/2009 r. Bucokope30/Il0THBEH reHOMEeH CKPHHHHT 32

HeGaJlaHCHPAaHU TeHOMHH H3MeHeHHsl TPH Jlela ¢ BpoaeHn MaipopManuu
BOAELI U3CJTEJOBATEJIL: I1Ipod.[lpara lBanosa Tonuesa, n6H
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIT:
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. Cr.ac. CaBuna [TerpoBa Xamkuaexosa, Kateapa no MenuunHcKa reHeTHKA

. I'n.ac. VBanka Hcranusnosa JJumosa, 1M, Karenpa no MeauiuHcka reHeTHKa

. Cr.ac. [lanuena MupueBa ABmpkueBa- T uaBesuia, KinHuka o eHIOKPHHOIOTHS,

nuaber u reveruka, CBAJIIb

. Brnara bopucosa Pykosa, 6uosnor, Katenpa mo Meauuuscka reHeTuka

. Jecucnasa BanentnnoBa Hemera, 6uonor, Karenpa mo MeauiHcKa reHeTHKA
BA30BA OPI'AHM3AIUSA: Menuuuucku dakynrer, Kareapa no Meaununcka reHeTHKa
PE3YJITATH:

B macrosmoro mnpoyuBane upe3 wmukpounnoB JHK anamm3 O6sxa
W3CIICIBAHU JIECET JIela ¢ HEsICHU Mal(OpMaTUBHA CHHIpoMH. M3nom3Bann Osxa
MHKpOYHIIOBE C JBe cybmoinera, chabpxkany 4400 BAC-kiona ¢ pesomronus 565b
Kb IHK (BlueGnome, Cambridge, UK). [Ipunoxen e nombiaautencH FISH ananms
¢ BAC —kionoBe 3a Bamumupane Ha Haxoakarta ot array CGH. Beme mocraBena
€THOJIOTUYHA OHWarfo3a npu 4 ManpopMaTUBHH Jela C PEIKd XPOMO3OMHH
Oonectu. B mppBus cirydaii ce ycTaHOBH KOMOWHAIMS OT YacTUYHA TPU3OMUS 60 U
yactniyHa MoHo3oMmust 4(¢. [lpu BTOpHsS mamMeHT OTKpuxMe ne HoBo 17(
nymwmkanus - dup(17)(g24.2925.1). Tperoto nere mokaza 9.288Mb nenerus B
(6)(q25.3027) — pervoHa W TpH TOCIEIHOTO JjeTe ce ycraHoBu 3.88Mb
nymikarus, obxsamania (1)(p36.32p36.23) cermenra. CrienuuyHd (EHOTHUITHO
3HAYMMH TeHOMHH abeparu 0sxa oTkpuTH npu 40% oT manuenture. Hskou ot
Te3u nedexkTtd morar ga ObIAT YCTAaHOBEHH CaMO C MUKPOYHIIOB METOZ, KOETO
Mo/fYepTaBa OLI€ BEAHBX [IUATHOCTUYHUTE BB3MOKHOCTM Ha MeEToda 3a
YCTaHOBSIBaHE Ha CKPHUTH TC€HOMHH a0epanud U e(QEeKTUBHOCTTa MYy IpPH . NPH
aHanmM3 Ha 3a00NsABaHMS, 3aBUCHMH OT TEHHara Jo3a. ToBa Ipoy4BaHE
JIEMOHCTpUpPAa HEOOXOAMMOCTTa OT MpPUJIaraHeTO Ha CHBPEMEHHH METOIH 3a
JIMAarHOCTHKA 0COOCHO MPH MAIMEHTH C HeCTIeIM(pUIHA KIMHIYHA CHMIITOMATHKA.
HAYYHHU NYBJIUKALIUU U ITPOSIBU:

®  Hadjidekova S, Avdjieva-Tzavella D, Dimova I, Rukova B, Nesheva D, Tincheva
R, Toncheva D. Molecular karyotyping provides etiological diagnosis in two
malformative patients with blurred chromosomal aberrations. Cmamusma e ¢
npoyec Ha noo2omoska.

®  Hadjidekova S, Avdjieva-Tzavella D, Dimova I, Rukova B, Nesheva D, Tincheva
R, Toncheva D. High-resolution molecular karyotyping in 20 bulgarian patients
with unclear malformative syndromes and/or developmental delay. Cmamusama e ¢
npoyec Ha no020mosKa.

®  Hadjidekova S, Avdjieva-Tzavella D, Dimova I, Rukova B, Nesheva D, Tincheva
R, Toncheva D. (2010) Molecular karyotyping provides etiological diagnosis in
two malformative patients with blurred chromosomal aberrations. Eur J Hum
Genet 18(Supplement 1), pp.70, P02.051  European Human Genetics
Conference 2010, June 12-15, 2010, Gothenburg, Sweden

Hayunust oruer e npuer ¢ BUCOKA ouenka no ckanara Ha CMH.
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Jdorosop Ne 16/2009 r. IIpoyuBaHe Ha BBIVIEXHAPATHHSI META00JIN3BM MPH
OpeMeHHH JKeHH ¢ PUCK 3a qualer
BOJEI U3CJTEJOBATEJIL: TIpod. Kamen Hukonaes I{aues, amu
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHIT:
. Kars Huxonosa Tonoposa, 1v, CBAJIAT “Maiiuun jom”
. I'n.ac. Mapuana I'enosa IlerpoBa, YMBAJI ,,Anexcanaposcka”, IIKJI

BA30BA OPI'AHM3AIUSA: Kateapa no KitnHuyna nabopaTopusi U KJIMHAYHA
umyHousorusi, YMBAJI ,,AnekcanipoBcka”
PE3VJITATH:

lecranmonnnsT 3axapen mmaber (I'3/]) ce meduHHpa KaTo TIIIOKO3EH
HHTOJIEpaHC, N3pa3eH B pa3iM4Ha CTEIEH ¢ Hayajo WM I'bpBa H3sBa IO BpeMe Ha
OpemenHocTta.  CpaBHHTENIHO,  IPOCHEKTHBHO  IpOydBaHe  OT  THIA
CITy9aii/KOHTpOIIa, MPOCIEASBAI0 IIPOMEHHTE BbB BBITICXHIPATHHUSA METab0IN3bM
mpu 3apaBu OpemeHHn u OpemeHHun ¢ ['3/]. bsaxa Bxmrouenn 87 skeHu - 75
OpemeHHH, pa3znencHu B 3 rpynu u 12 poxmmm xenu ¢ [3]. B xoma vHa OI'TT cwe
75 T riroko3a 0sixa oTpeieNicHH HUBA Ha MIa3MeHa riroko3a — Ha 0, 60 u 120 muH,
nmyHopeaktuBeH nHCynH (IRI), mponncymus u nentus Ha 0 1 60 MUH, U3UUCICHH
HOMA IR 1 HOMA-B. Ilpwu xxenure ¢ I'3]] cpinecTByBa MOJ0XKUTENHA KOpETaIis
mexay IRl ma 0 u 60 mun. (r = 0,305; P=0,001), uncynuna u jgentuHa Ha 0 MuH (1
= 0,65) u ma 60 mun. (r = 0,65; P= 0,001), mexxny IRl u nmpouncymnuna va 0 u 6 0
muH. (r = 0,7; P=0,001). YcraHnossiBs ce 3HaunTeHa Kopenamus mexay HOMA IR
u HOMA B (r = 0,569). Xenure ¢ I'3]] Beue umaT Hachnuia 3 -KIeThbyHA
muchyHKOusA.3HaYWTeHA dYacT OT TAX uMmar poactBenuim ¢ T13/. Crnen
paxnanero NP HamansBa, Ho He u3ue3Ba. ToBa mMo3BONsIBA Ha [-KiIeTKaTa ja
(YHKIMOHHMPA HOPMAJIHO, BBIIPEKU CHIIECTBYBAIIUT [3-KIeTh4eH Ie(eKT.

pe3ynratu IL rpynma- ;=7 | IILJ rpyna- Il-rpyma- n3=13 | IV rpyna-
HOpMaJieH n,=56 — ¢ GDM n,=11-6
OGTT HapymeH OGTT CEIIMULH CJIe]
paxIaHETO
IRI-0' 6.33 10.93 16.52 7.27
IRI-60' 28.76 65.59 53.90 42.36
Leptin —0' 1.81 8.19 7.23 6.23
Leptin-60' 3.04 8.88 5.46 10.23
Proinsulin -0’ 3.07 3.04 6.68 5.85
Proinsulin-60' 17.93 12.61 23.95 20.41

HAYYHHU ITYBJIMKALIUU U ITPOSIBU:
e  Tenoa MI', K Tonoposa, K Laues. Level of leptin in pregnant women with risk
for diabetes. 18 —" Meeting of Balkan clinical laboratory federation, Tupana —

AnbGaunnst 22-25.09.2010

. TomopoBa K, M T'enoBa, K IlaueB u np. “TIpoyuBaHe Ha BBIVIEXUIPATHUS
MeTabonM3bM IpU OPEMEHHH JKEHHU C PUCK 3a Aualer”. 5 HallMOHAJIeH KOHIpec Ha
Brarapckara quabeTHa aconuarys ¢beTos ce Ha 16-18 maif, 2010r., Bapna
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Hayunusr otyer e npuet ¢ JOBPA ouenka no ckanara Ha CMH.

Jorosop Ne 27/2009 r. CekBeHIIMOHEH aHAJIN3 32 X-CBbP3aHU MYTAIMH B
renute NLGN4, NLGN3 1 MECP2 npu nanueHTH ¢ ayTH3BM
BOJELL U3CJIEJAOBATEJL: Cr.ac. [lanuena MupueBa ABmxueBa- T3aBemna
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHII:

. I'n.ac. Anbena ITspBanoBa Tomoposa, n0; Karenpa mo MenunuHcka XuMust u

Buoxumus

. Jou. Panka Credanosa Tunuesa, 1M, Katenpa no neauarpusi, CBAJI/Ib
BA30OBA OPI'AHU3ALUSA: Menuuuncku ¢akynrer, Karenpa mo meguatpusi, CBAJI/B,
Knunuka no C€HAOKPUHOJIOTHA, HI/I36C’I‘ W TCHETHKA.

PE3YJITATH:

MHOXeCTBO TpOY4YBaHMSA [0 MOMEHTa IOTBBP)KAABaT T'eHETUYHATA
€THOJIOTHSI Ha ayTu3Ma. HeBponuruHuTe ca NOCTCHHANTHYHO PAa3IOJIOKEHH,
KJIETHYHO-aIXe3MOHHH MOJIeKynH. [lokasaHa € Bpb3KaTa Ha MyTalWH B JBa X-
cebp3ann HeBpoiuruHa (NLGN3 u NLGN4) ¢ nartorenesata Ha aytusma. 3a ja
MIOTBBPIUM POJIATa UM Ha €THOJOTMYHM (haKTOPH Ha ayTHU3Ma B HAIATa ITOITyJIaIHs
U Ja OTpeenM TAXHaTa 4ecToTa HHe m3cieqBaxMe 18 Momyera ¢ Ta3u AWarHosa.
JombiHuUTEIHO 2 Jlena ¢ ayTU3bM Osxa m3cienBaHu 3a myranun B MECP2-rena.
Hue ycranoBmxme cyOCTHUTYIHS Ha aMHHOKHCEIMHATa TPEOHHMH C METHOHHH B
nosunus 787(p.Thr787Met) karo crencrue Ha ToukoBa myTanus (€.2360 C > T) B
ex30H 6 Ha NLGN4 rena npu enH ManueHT U HICHTHYHU CKAYeHU MOITUMOp(u3Mu
B CBINYsSI TeH npHu TpuMa apyru namuedtn: €.933C>T, p.(Thr311Thr) B komGuHamst
cbe C.[1777C>T+1779C>G, p.(Leu593Leu)]. He otkpuxme myraunu B NLGN3 u
MECP?2 renure. [lonyueHute pe3ynTaTd NOTBBP)KIABAT €THOJIOTMYHATA PO Ha
HEBPOJIMTUHUTE NP MAJIKA YacT OT MalieHTuTe ¢ ayTu3bM. C HacTosIaTa Hay4yHa
paspaboTka ce BbBene B bwarapus monekynspro-Ouonormuen JHK meronm 3a
JIVarHOCTHKA HA €JHO TEXXKO COIMAIHO 3HAuMMO 3a0oisBaHue -ayTu3Mma. TouHara
€THOJIOTUYHA TNAarHO3a MPaBH BH3MOKHO OOJHUTE C AyTU3BM U TEXHHTE CEMEHCTBA
Jla TIOJTy4aT aJeKBaTHA TeHETHYHA KOHCYNTAalus U MpodriTakTHKa Ha 3a00IIBaHETO
1 J1aBa BE3MOXKHOCT 32 TIPOBEXJaHE Ha TOPOI0BA THArHOCTHKA.

HAYYHU NYBJIUKALIMU U ITPOSABU:

e  Avdjieva-Tzavella D et al. Analysis of the genes encoding neuroligins NLGN3 and

NLGN4 in Bulgarian patients with autism. Prepared for submitting for publication

Hayunust oruer e npuer ¢ BUCOKA ouenka mo ckanara Ha CMH.
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Jorosop Ne 28/2009 r. I[s1;10CTHO réHOMHO CKPHHUPAHE 32 MUKPOCTPYKTOPHH

He0aJIaHCHPAHU XPOMO3OMHU a0epalyy IPH NALHEeHTH ¢ ayTU3bM

BOJAELLlL H3CJEJOBATEJ: [ou. Pagka Credanosa TunueBa, 1M,
PrroBomuten Ha Knmnanka mo enmokpuHoiorus, auaber u renetuka, CBAJIJIb,
Codus
YJIEHOBE HA U3CJIEJOBATEJCKHUS EKHUIL:

. Cr.ac. [lanuena MupueBa AsipkueBa-T3aBemia, Karenpa mno neauatpus,
CBAJIIb, KinHuka 1o eHIoKpUHOIIOTUs, quadeT u reHetuka, Copust
Cr.ac. CaBuna [lerpoBa Xapkuiexosa, 1M, Katenpa no MeauiyHcka reHeTuKa
I'n.ac. Banka Mcranuanosa Jlumosa, 1M, Karenpa no MeauiuHcka reHeTHKa
Bnara bopucosa PykoBa, 6uosnor, Kateapa no MenuunHcka reHeTHKa
JecucnaBa BanentunoBa Hemepa, 6uosor, Karenpa mo MeauiHCKa reHETHKA
Ipod. dpara MBanosa Tonuesa, Kateapa no MenuuuHcka reHeTuka
BA30OBA OPI'AHU3ALUSA: Menuuuncku ¢akynrer, Karenpa mo meguatpusi, CBAJI/B,
Knunuka no C€HIAOKPUHOJIOTHA, HI/I36C’I‘ W TCHETHKA.
PE3VIITATHU:

AyTH3MBT € KOMIUIEKCHO Pa3CTPOICTBO HA HE3PENUs MO3bBK, IIPH KOETO €
MPEJICTaBeHO HapylIeHHE B pa3iMiHa CTENEH W B TPUTE KaTErOPUU- COLUAIHO
B3aMMOJCHCTBUE, KOMYHHUKAIMHM, CTEPEOTHITHO MoBelneHHe. Jlecer mauueHTa C
«HIUOTIATHYCH» ayTU3bM OsXa M3CICABAHU C BUCOKOPE3OJIOTUBEH MHUKPOYHIIOB
JHK anammz (array CGH). M3momsBaHm ca MHKpoOuYHIIOBE C JABe cyOmonera,
coappkamm 4400 BAC-xnona ¢ pesomonus 565b Kb JTHK(BlueGnome,
Cambridge, UK). Ipunoxen e nombinutean FISH ananuz ¢ BAC —kioHoBe 3a
BaNMAMpaHe Ha Haxozakara oT array CGH. deHoTunHO 3HaYNMI TEHOMHH abepanuu
0sixa OTKPHTH TpPU TpUMa OT MAlMEHTUTe. B WHpBHA cioydail yCTaHOBHXME
ammmudukamus Ha 7pl2.3 nokyca mpu 7r. MOMHYE C ayTU3BM U JIHIEB
micMopdu3bM. PesynraTst € motBbpaeH upe3 FISH anamu3. B 7pl2.3 moxyca e
kaptupadn ABCAL3 rena, KOWTO € €MH OT KaHAUAAT TCHHUTE 3a ayTU3bM. B BTOpUS
ciydaii ce quarHoctunupa ammrukanust Ha 17911.2 nokyca ¢ pasmepu 641,2 kbp
Y TIPU MOCTICTHUS MAIHEeHT ¢ OTKpHUTa fenenus Ha 8p23.1 jokyca ¢ pasmepu 382,7
kbp. Te3u pesysararu siCHO OKa3BaT, Y€ CpaBHUTEIHATA TEHOMHA XUOUPHUIU3AIIHS C
MHKPOYHIIOBE OW TpsAOBaio Ja ce MpHeMe KaTo eIUH OT OCHOBHHTE METOIH 3a
TeHEH aHaJIN3 TIPH MAIUEHTH C ayTH3IBM.

HAYYHU NNYBJIUKALIUU U ITPOSIBU:

. D Auvdjieva- Tzavella, S Hadjidekova, B Rukova, D Nesheva, E Simeonov, R
Tincheva, D Toncheva. Microarray based comparative genomic hybridisation
detects submicroscopic chromosomal duplications in patients with autism and
dysmorphic features.

Prepared for submitting for publication.

. D Avdjieva-Tzavella et al. Detection of genomic imbalances by array CGH in two
children with syndromic autism. European Human Genetics Conference 2010,
Gothenburg, Sweden, June 12 - 15, 2010,. European Journal of Human Genetics,
Volume 18, Supplement 1, June 2010., p.63, P02.024
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Hayunusr otuer e npuetr ¢ OT/IHYHA ouenka no ckanara Ha CMH.

Horosop Ne 4/2009 r. Ipodust Ha C/TIOHYEHUST KOPTH30JI H OLEHKA HA
opajHaTa PHCKOBA cpela NpPH Jela ¢ pa3jJu4HH 3200/19BaHUS H CbCTOSTHUS
BJIMSIEIIM HA HUBOTO HA XOpPMOHa (cTpec, 1uadeT, 3aTIbCTABaHe U Jp.)
BOAELL U3CJIEJOBATEJIL: [lou. Mas Pamesa Pamkosa, 1M, Karenpa ,,JleTcka
JICHTaJIHA MCAUIIMHA
YJIEHOBE HA U3CJIEJOBATEJICKUS EKMII:
. Ipo¢. Munena fumurposa Ilenesa, nvu, Karenpa ,,Jlercka neHTanHa MeaunuHa”
. Jou. Kanunka Konpusaposa, 1okrop, imM, Crienmanusupasa 00JHHIA 32 aKTHBHO
JieyeHue no percku 6onecru”, Karenpa no neauatpus
. I'n.ac. Huna Tonesa, Katenpa ,,Jlercka neHTanHa MeaunuHa”,
BA3OBA OPT'AHU3ALMA: dakynrer no aeHranHa meaunmHa, MY-Codus; Karempa
,,JleTcKa jieHTaliHa MeIuIuHa”
PE3YJITATHU:

3Ha4eHNEeTO Ha KOPTH30Ja B OpPraHM3Ma Ha HYOBEKa C€ OmIpenens OT
HErOBOTO yd4acTH€ B XOMEOCTa3aTa Ha Haii-ClI0)KHaTa XOpPMOHAJHA CUCTEMa -
xupoTtanamyc-xurnopuso-Hanosopeuna oc (HPA), kosito urpae ocobeHo BaxkHa
poJisl B KOHTPOJHMPAHE HAa UMYHHATa CHCTeMa, OOMsHATa U € KIII0YOB (aKTOp BB
Bpb3Kara MO3BK-TsUI0. BCHYKM W30pOCHU MEXaHW3MH 3a BB3JCHCTBHE Ha
KOPTH30J1a BBPXY IMPOLIECUTE B OPraHM3Ma ca TSICHO CBBP3aHH C XOMeocTaszara B
opanHara cpefa. Llen Ha u3cienBaHeTo € 1a ce MPOoyyYH CIIOHYEHUSIT KOPTU30J KaTo
4acT OT OLICHKATa Ha OpajiHaTa PHCKOBA cpela MpHU JIela ¢ Pa3InIHA 3a00JsIBaHUS
W CBCTOSIHHUS, BIHSCIIM Ha HHBOTO HAa XOPMOHa (CTpec, AuadeT, 3aTIIbCTABAHE U
1p.). U3cnenBaneTo Oerie MpOBEAECHO B HAKOJIKO HAIPABIICHHUS:

IlpocnensiBane  AMHaMUKaTa Ha  CIIOHYEHHS  KOPTHU30J1  TIPH
TICUXOJIOTUYECKH CTPEC, 32 KOETO HAINpaBUXME U3CJIE/BAaHE HA XOPMOHAa BBpXY 71
Jella ¢ pa3jiiyHa CTEeNeH Ha TPEBOXKHOCT U BbpXy 30 mpoOaHTa B CUTyalus Ha
crpec. [lcuxodusmonornynoro chcTosHME Oemie OIEHEHO C  IIOMOIITa
TICUXOJIOTUYECKH TECTOBE 3a TPEBOKHOCT U COMATH3ALIHSL.

IIpoBenoxme cpaBHUTENHO H3CelBaHE M aHAJIW3 Ha OpajHara cpena,
SIgA W ciroHYeH KOPTH30J IpH Jella ¢ HEKOHPOIHUpaH IualbeT W 3aTIbCTSIBaHE,
KOUTO 0siXa CpaBHEHH C rpyma 3apasu aena (oompo 133 mema).

WsnomsBanu 0sixa ELISA meromu 3a oneHka Ha koptu3on U SIgA B
cmonka U SalivaCheck GC — Tect 3a onenka Ha (GpU3NKO-XMMHUYHHUTE W CBOWCTBA.
OrieHKa Ha OpaiHUs cTaTyc Oellle HalpaBeH ¢ KIIMHUYHO M3CiIeIBaHe U M3IO0I3BaHe
Ha pa3nuyHu uHAekcu. CIIOHKaTa € JIECHO AOCTBIIHA, cpella B OpraHu3Ma 3a
HEMHBA3MBHO M3CJIE/IBAHE HAa KOpTH30Jia. B chyeraHue ¢  MOAXOISIIN
TICUXOJIOTUYECKH TECTOBE 32 TPEBOMKHOCT, KOJIMUECTBATA CIIOHYEH KOPTU30J MOraT
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na ObIAT M3MOJI3BAaHH, KATO MapKep 3a BIMSHHETO Ha CTpeca BBPXY YOBCIIKHUS
opranu3bpM. KopTH30/bT B CHIOHKaTa Ha 37paBH Jiella C BHCOKAa M HHCKA
TPEBOKHOCT € B rpanuiure Ha Hopma (0,107+ 0,551pg./dl), karo ce Habmomasa
TEHJICHLIUA 3a [10-BUCOKU CTOMHOCTHU MU Jelara ¢ BUCOKa TPEBOXKHOCT U HUBOTO
My CHJIHO c€ ITOKauBa B MOMEHT Ha CTpecC, a ce HOpMajH3upa B CIIOKOiHa cpena.
Upe3 BiusHHE BBPXY BBIVICXUApPATHATA W MacTHa OOMsSHAa B OpraHm3Ma B
ChYETaHUE C AVWHAMUYHHATE IPOMEHHM Ha KOPTH30Jla NPHU CTPEC, TO3HM XOPMOH
WHJIUPEKTHO BIIMSE€ BBPXY OpalHara cpefa ¢ BCUYKHA IOCIEIUIM OT TOBa
(TOBMIIICHO MJIAKOHATPYIBAHE, MOBUIICHA KAPUECOTCHHA CUTYAIlHs B ycTaTa U JIp.).
JlecHUAT HEWHBa3MBEH METOJ 3a OLIEHKA Ha KOPTU30JI B CIIOHKAara JaBa
BB3MOXKHOCT 32 MOCTOSHEH KOHTPOJ Ha XOpPMOHa HpH Jena ¢ pUcCK (C XpOHUYCH
cTpec, AnadeT, 3aTIIbCTABAHE U Ip.).

HAYYHHU IIYBJIUKALIUU U ITPOSIBU:

e Rashkova M, P Kalchev, R Emilova, L Ribagin, Tz Doganova, | Stoeva.
CORTISOL IN SALIVA — A MARKER FOR INCREASED ANXIETY IN
CHILDREN. Journal of IMAB-Annual (Online), 2010, 16, 2, 3-26.

. PamkoBa M, H Tonesa, IT Kanues, P Emunosa, JI Pu6arun, C Tsprosa, 1 Croesa.
Kopru3onm B CirOHKaTa, Mapkep 3a CHTYaTHBHA TPEBOXKHOCT H3CIEABAaHA C
ajantupanus y Hac tect “State-Trait Anxiety Inventory” (STAI) ua Spielberger.
TIpoGemu Ha pentanHata Meaunuaa, XXX VI, 2010, yact II (nox neyar);

. Pamkosa M, H TouneBa, C Tsprosa, K Konpusaposa, M KoHcrantunosa, 1O
CraiikoBa. M3cieBaHe Ha KOPHU30JI B CIIFOHKATa M OLIEHKA Ha OpaIHAaTa Cpejia [pH
nena ¢ quaber. XXXVI, 2010, gacr II (mox nevar);

. Rashkova M, P Kalchev, R Emilova, L Ribagin, Tz Doganova, | Stoeva.
CORTISOL IN SALIVA — A MARKER FOR INCREASED ANXIETY IN
CHILDREN (opanna mpesenrtanus) 20-ta K00uneiina Acambnes na IMAB, 6-9
Maif, 2010, BapHa.

Hayunust otuer e npuer ¢ OT/IHYHA onenka no ckanara Ha CMH.

Jorosop Ne 41/2009 r. M3caenBane Ha u3gumanus a3oted okuc (NO) npu
aena ¢ OpoHXHaIHA acTMAa
BOJELL U3CJIEJAOBATEJL: Cr.ac. Paga MapkoBa MapkoBa
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUII:

. Jou. TIlenka WmmeBa IlepeHoBcka, nm, Jlercka ximHuka, YMBAIJI

»AlleKcaHipoBcka”

AJIPEC 3A KOHTAKTM: rp. Codpus, YMBAIJI ,,Anexcanaposcka”, yiu. ,,I.Codwuiickn,, 1,
Ten. 9230403
BA30BA OPTAHM3ALUS: MVY-Codus, Menunuucku dakynrer, Karenapa no [ercku
6onectu, YMBAJI ,,AnekcannpoBcka”
PE3YJITATH:
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Wscnensann ca 126 Gomnu ¢ OpoHxmanmHa acTMa B mpucTbhil. OcBeH
n3pumanust aszoreH okuc (FENO) mpu memara ca u3ciAeABaHH M pEIMIa IPYrH
KIMHUYHY, 1a00paTOpHU ¥ QYHKIMOHAIHH ITapaMeTpu. Jlenara ca KaTeropusupaHu
TI0 TeXKECT Ha IPHCTHIA, IPHIOKEHNE Ha CHCTEMEH KOPTUKOCTEPOH, HATNIUE HIIH
nmrca Ha (JaMWITHOCT, HaIW4YUe WM JIUICAa Ha ajleprudeH PHHOCHHYUT, IO II0N U
BB3pAcT, IO JaBHOCT Ha OpOHXMaJgHaTa acTMa ¥ 10 IPOBEXKIAHO
acTMONPO(GMIAKTHYHO JedeHne. [lomydeHnTe pe3ynTaTH ca JTOKyMEHTHpaHH B
KapTa Ha MaleHTa 1 ca 00paboTeHH ChC cTaTHcTHYecKa mporpama SPSS. 3a mbpBu
bT B bbarapus e HanpaBeH cUCTeMeH aHaiu3 Ha croiiHoctute Ha FENO mpu nena
C acTMa, CpaBHEHM ca ChC 3ApaBH KoHTpoiu (10 mema) m ¢ GONHU C KHCTHYHA
¢ubposza Ha mankpeaca (15 mema). HampaBeHn ca OCHOBHM H3BOIM Kacaelld
MOJIy4CHUTE pe3yNTaTH: YCTAaHOBEHH ca MHoBHIIEHH croiiHoctH Ha FeNO mpu
aCTMAaTHULH, U3BEJICHH Ca KOPEIallMOHHHU 3aBUCHMOCTTH Ha I10Ka3aTesIs C Bb3pacTTa,
C JaBHOCTTa Ha OpOHXHMAJHAaTa acTMa, C KOHTPOJIMPAILOTO JICYEHHE, C JAPYrH
MapKepy Ha aJleprH4HOTO Bb3naneHue. Ilpu nemata ¢ actMa ca IPOBENCHU
BUPYCOJIOTHYHU M (DYHKIMOHATHY U3CIICIBAHYS .

Hayunusr otyer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 59/2009 r. IT10CKOK/JIeThYEH KAPIHUHOM HA JIAPHHKCA U
xunopapunkca. FeHeTHYHM 1eeKTH CBHP3aHH ¢ KapIMHOreHe3aTa i

0HOJIOTMYHOTO NOBeJeHNe HAa TYMOpa
BOJIEI M3CJIEJOBATEJ: Jlou. Mean Hopnasos Yanskos, v
YJIEHOBE HA U3CJIEJOBATEJICKHUSA EKHUIL:

e mpod. Kynuo Benes Kynes, nvu

e Ac. Cranucnas Xpucros Hopnanos

. I'n.ac. Panka [erpoBa KbHeBa, 10

. Pymsina MiBanosa JlonoBa

e  TI'mac. MBan Huxonos Tep3uen .
BA30BA OPI'AHM3AIMSIL: YMBAJI “Tlapuia Moanna - UCYII”, rp. Codus, yiu. ,bsino
mope* 8, Karenpa no YHI Gomectu
PE3VYIITATH:

IIpoBeneHuTe OT HAac M3CNEABAHUS COYAT, Y€ MHAKTUBUPAHETO Ha TYMOpP —
CYIIPECOPHM TE€HM B IMpolleca Ha TYMOPOTEHE3a CE€ OCBHIIECTBABA HE CaMO 4pe3
TEeHETUYHH MEXaHM3MM, KaTO [€JEeLIMH WM TOYKOBHM MYyTallMd, HO CBILIO Taka U
MOCPECTBOM TPOMOTOPHO XWIIEPMETHIMpPAHE Ha TeHuTe. 3arybaTa Ha TEHHA
EKCIPECHs MOCPECTBOM TPAHCKPHIIIIMOHHO 3aMblUaBaHe Ha U30paHU TeHU UTpae
KPUTHYHA POJII B PA3BUTHUETO W IPOTpecHsATa Ha CHOPAJUYHH, YOBEIIKH TYMOPH
BKITFOUMTEITHO M TP KapIMHOMa Ha JIapUHKca W XumnodapuHKca. B HacTosmoro
u3cienBaHe Osxa BKIIOYEHU 49 MalnmeHTa ¢ KIMHUYHO M XHUCTOJOTMYHO JIOKa3aH
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IUIOCKOKJIETBUCH JIaDUHTea]eH/ XHIOo(apuHreaseH KapuuHOM. I[IpoMOTOpHO
xunepmermnpane Ha CDKN2A Geme naGmiomaBano mpu 20 ot obmo 49
n3cnenBanu nanueHtd (40.8%), mpeauMHO NpU MAlMEeHTH B HaudaleH CTaAui Ha
3abossBanero (T1 — T2), kiuunuen craguii I-11 (p = 0.01), koeTo ¢ B chOTBETCTBHE
¢ ymreparypante naHHH. OcBeH ToBa, xunepMmermnupane Ha CDKN2A ne Gemre
YCTaHOBEHO B HUTO €IMH OT ITallUeHTUTE — HEeMyIIadn. Te3u pe3yaTaTH Kopeanupar ¢
JaHHH, ITyOJIMKYBaHU B PEAWIA JUTEPAaTYpHH U3TOYHMIM W HAcCOYBAT KbM H3BOJA,
4ye XHUIEPMETUIMPAHETO Ha TO3M TEH BEPOSTHO C€ IBIKM Ha KaHIEPOTeHH B
nurapeHus nuMm. [IpomortopHo xumepmerwinnpane Ha MLH1 Geme HaGmogaBaHO
mpu 34 ot 0610 49 ot u3cneaBaHuTe narueHTy UK 69.4%. Iomydyenure pesynrtatu
3a MPOMOTOPHOTO XuIepMermnupane Ha MLH1 B Hamiero u3cneaBaHe HaJBUIIABAT
3HAUUTENIHO TE3U, IUTUPAHH B HaydHHUTe MybOnukanuu (23-47%). Kopemamus Geme
YCTAaHOBEHAa MEXJy IBJIHOTO IIPOMOTOPHO XxunepMerwniupaHe Ha MLH1 u
yrmorpedaTa Ha IUIapy W ajJKOXOJ B TOJEMH KOJIMYecTBa — ChOTBeTHO 1o 40 n
MoBeYe IUrapyu Ha geH u ankoxol Haj 500 mi.(p = 0.04). ToBa moTBbpkIaBa (hakTa,
Ye KaHLIEPOTeHHUTE BEIIECTBA, KOUTO C€ CHABPIKAT B IUTAPEHHS AWM H AJIKOXOJa
YBpEXKAAT MOMpAaBsIIaTa CHCcTeMa Ha KieTkata. He oTkpuxme acomuamus MexiIy
MpoMOTOpHOTO Xunepmermnupane Ha MLH1 u T cragusa Ha Tymopa, HATMYUETO HA
MeTacTas3y B TMM(HHUTE BB3/1, KAKTO U KIMHUYHUS CTaJUH Ha 3a00IsBaHETO, KOETO
€ B CbOTBETCTBHUE C JJAHHUTE OT NPEAUIIHH IPOYIBAHHS.

Mn3BOU

e CDKN2A, MLH1 u MGMT renuTe ca dectT 00EKT Ha METHIHpPAHE MPH
JIAPUHTCaTHUS KapIIHOM.

e C HampenBaHe Ha BB3pacTTa IPOMOTOPHOTO XHIIEPMETHIHMpPAHE Ce
YBEIMYaBa U 3acsira BCe MOBEUE T€HH.

e CDKNZ2A rensT B3UMa ydacTie B HaYaJHUTE €Ty Ha JIApWHTearHaTa
TyMOpOTEeHe3a.

e MLH1 reHpT BepOsSTHO MMa CHIIECTBEHO 3HAUCHHE 33 PAa3BUTHETO Ha
KapI[HOMA Ha JIApHHKCA B OBIrapcKaTa HOIyIais.

e IIpomoropHoTO Xxunepmerunnpane Ha MGMT reHsT € XapakTepHO 3a
BB3PACTHH MAIMEHTH C PaK Ha JIAPHUHKCA.

e Merun - cnemuduunuar PCR  mpexacraBmsiBa  edekTHBeH U
BHCOKOYYBCTBHTEIIEH METOJ| 32 AETEKIHsS Ha NPOMOTOPHO XUIIEPMETHINPAHE BHB
Ba)KHH TYMOP-CYNPECOPHH T'eHH P JIApUHIeaIeH/ XUHohapuHTeaaeH KapIiuHOM.

P.S. IMyHOXHCTOXMMUYHHAT aHAJIN3 CE U3BBPIIBA B MOMEHTA.
HAYYHU NYBJIUKAIIMU U TPOSIBU:

. Stancheva G, Goranova T, Jordanov S, Mitkova A, Chalakov I, Poptodorov G,
Kaneva R, Mitev V, Gabrovsky N, Kunev K. “Promoter hypermethylation in
Bulgarian patients with glial and laryngeal cancer”, 21st Meeting of EACR, 26-29
June 2010, Oslo, Norway

. 3ammreHa aumIoMHa pabora Ha Penm CroiioBa IleoBa - CY “Cs. KimmeHt
Oxpuzncku”
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Cooust,buonornyeckn @akysrer, Kareapa ['enernka/MVY-Codust
Lenrbp no MornekynHa MeaununHa Ha tema ,,JIpOMOTOpPHO XHIlEpMETHIIMpaHE Ha
CDKN2A, MLH1 1 MGMT renute npu NalueHTH ¢ IApUHIeANIeH KapIHHOM

Hayunusr otyer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 1/2009 r. /IuarHOCTHYHA CTOHHOCT HA GHOMAPKEPHTE 32 ChPAEYHO
U 0b0peYHo yBpekaaHe 32 IPOrpecusTa U TeXKecTTa Ha CbpeYHATa U
0bOpeyHa IHCPYHKIMS B X012 HA KAPAHOPEHATHUSI CHHIPOM.
Exoxapauorpagcka oneHKa H CbIIOCTABKA Ha pe3yJTaTuTe
BOAELL U3CJIEJOBATEJL: [lou. Acen Paues 'ynes, 1M
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKUIL:
. J-p Munen Koncrantunos Ilpenoscku, YMBAJI “Llapuna PIoaHHa-I/ICYII”,
Knuauka mo Kap):monorml C UHTCH3UBECH CEKTOD
. J-p Bacun Bennucnasos Bacunes, YMBAJI”apuna PIoaHHa-HCYH”, Kinnnuen
ueHtbp 1o Heppomnorus, Knuauka o Hedponorus
. Jou.JI-p Haiinenka MBanosa 3narapesa, /IM, YMBAJI "Iapuua Noanna-UCYJT”,
Knuauka mo Kap):monorml C UHTCH3UBEH CEKTOP
. J-p Enena Tonoposa Kunosa, /IM, YMBAJI "Llapuna HNoanna-UCYJT”, Knunnka
o Kapzmonorml C UHTEH3UBECH CEKTOP
. J-p Wmmsu TeoprueB baxuemkues, maructbp, YMBAJI “Ilapuna HNoamua-
NCYJI”, KIICM, Knunurka o Kapanonorust ¢ HHTEH3HBEH CEKTOP
o JI-p Bowunap Kpneres Kpreten, YMBAJT “Lapuma Hoamna-MCYJT”, Kiimnka mo
Kapzmonorm{ C UHTCH3UBEH CEKTOP
BA3OBA OPI' Al!l/BA]_ll/lﬂ: M®-Codust, KnuHuueH LEHTBp MO CIEIIHA MEAMIMHA,
YMBAJI "Lapuua Moanna- UCYJI”, Knuuuka no Kapauonorus ¢ MHTEH3UBEH CEKTOP
PE3YJITATH:
TepmuusT Kapano-peraneH cuuapom (KPC) ce u3non3Ba yCHIEHO B MOCIEAHHUTE
roguHu Oe3 na WMma eaWHHa oOmo mpuera nepuaunma. [Ipwero e KPC ma ce
neduHUpa, KaTo MaToQU3MOIOTHYHO CHCTOSIHUE Ha CHPLETO W OBOpemnuTe, IpU
KOETO OCTpa WIM XPOHMYHA NUCQYHKIMS Ha €IWH OT OpraHuTe OM Morma 1a
WHAyOUpa ocTpa win XpoHnyHa auchyHkuus B apyrua. Tunm | KPC orpasssa
BHE3aIHO HapyllleHaTa ChpAeuHa (QYHKUus (HampuMep OCThp KapHOTeHEH IIOK,
WITH ICKOMIICHCHPaHa 3aCTOMHA XPOHHYHA ChPJCYHA HEIOCTATHYHOCT) BOJCLIA 10
octpo 6b0pedHo yBpexaaHe. PaHHO ycTaHOBsSIBaHE Ha pa3BUBALIATa Ce ChPACYHA H
O6v0peuna auchyHKuus, ypes uscnensaHe Ha Ouomapkepute NGAL, Cystatin C,
Tpononun |, BNP npu manmentn ¢ KPC wnmm narnpieHTH ¢ puckoBH (DakTopH 3a
KPC, u cpaBHsBaHEe Ha pe3yiTaTUTE C eXOKapauorpadckute mapamerpu. Jlo cera
cMe Brmounan 60 manueHTta B mpoyduBaHeTo. OCBINECTBEH € KIMHWYEH IIperie],
konBenmonanna u PW-Tissue Doppler exoxapmuorpadus. Perucrpupanu ca
IIMKOBAaTa CUCTOJIHA, PaHHA TUACTOJHA U KbCHA AUACTOJHA CKOPOCT Ha MUTPAIHU
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kiarex anymnyc (Sm, E’m and A’m) u narepanuust mutpanen anynyc (S, E’l and
A’l), TAPSE, EF%. Uscnensanu ca buomapkepute - NGAL, Cystatin C, Tporionus
| u BNP. ITo Bpeme Ha npocnensBanero EF% 6e mexay 30% u 55%. Husara Ha
6uomapkepurte ca kakto cieasa: NT - BNP ot 0.1 no 2195.09 pg/ml; Troponin | ot
0.00 mo 114.69 ng/ml; Lipocalin-2/NGAL ot 0.5 mo 25.4 ng/ml; Cystatin C ot 0.05
no 2.54 mg/l. Ocrananutu na0OpaTOpHH, KIMHUYHH U EXOKapAuOrpadcKu
mapamMeTpH ca Bce OlIe B MepHoj Ha mpoyuBaHe. Hue ouakBame Ja BKJIIOYHM B
npoy4BaHeTo ouie okojo 20 mammeHTa. OTyeTeHa € MPOMEHEHa JsIBOKaMepHaTa
oMacTonHa (GYHKIMSA 0pH TNANUCHTUTE CbhC 3alla3eHa CHCTOJHA (DYHKIHMA.
Uzcnenanero Ha chpACYHUTE UM OBOpEUHH OHMOMApKEepH € MPENOPBUYHTENHO 32
PaHHOTO ycTaHOBSIBaHE Ha opraHHata aucyHkuus mpu KPC.

Hayunusr otger e npuet ¢ /[JOBPA ouenka no ckanara Ha CMH.

Jorosop Ne 56/2009 r. CpaBHMTE/IeH AHAIN3 HA NPOTEKTUBHUSA eeKT HA

»®UOPUINPAIIOTO chpLe” ¢ KOHBEHIHOHAJHHUTE METOIH 32 MHOKAPIHA
NMPOTEKIHUsI B CbpPAeYHATa XHPYPIrUs
BOAELL U3CJIEJOBATEJL: Jou. Aumutsp ['eoprues [letkos, mm
YJIEHOBE HA U3CJIEJOBATEJICKUS EKHUIL:
. Ipood. I'enao Kprcre Haues, nvu, Karenpa mo CepaedHo-cbIoBa XUPYPrHs
. Anroanera UBanoBa Jlumutposa-Kapamdunosa, Knuanuuna nma6oparopus, YHCBAJL
,,CB. Exarepuna”, Codus
. Ac. Bacun I'eoprues [lananues, im, YHCBAJTL ,,CB. Exatepuna”, Codus
BA30OBA OPTAHM3ALMUSA: Karenpa no Cwpaeuno-cenosa xupyprus, M®, YHCBAJI
,,CB. Exarepuna”, Oym. ,,I1. Cnaseiiko” 52a, 1431 Codust
PE3YJITATH:

B npoyuBanero 0sxa BKIFOUHH 0010 40 mamueHTa ¢ MCXeMUYHa 00JecT
Ha cepuero, HE CPEIIAIIU kputepuute 3a uszkitouBane (Haruuue na knunuunu,
AHAMHECMUYHY UTU UHCIPYMEHMATHU OAHHU 3a OpY20 CbRBLIMCMBAWO CbPOCYHO
3abona6ane, HAlA2aWoO onepamusHa Kopexyus, Ppaxyus Ha UMIACKEAHE NOO
35%, Bwspacm noo 18 2oounu; Omrkaz om onepamusHo jeuenue, bvopeuna
nedocmamvunocm,; Texcka XOBB; UYepnoopobna nedocmamwvynocm, Cnewna
onepayus; Hecnocobnocm 3a pazbupane unu Jaunca Ha CbmMpyoOHUYECmMEo Om
cmpana Ha nayuenma) 6e3 CTaTHCTHECCKH 3HAYMMHA pa3ivKa B AeMOTpa)CKHUTe
mokasareny. [lanueHTnTe 0sXa MOJMIOKEHN HA A0OPTOKOpPOHApEH Oaifriac CB yCIOBHUS
Ha EKK u pangomusupanu B TpH TPy B 3aBUCHMOCT OT M3IIOJI3BaHHS METOJ Ha
MHOKapZHa IpoTekuuss — rpyna 1 (koHtpona 1, 10 nauumeHTra) KpucTanougHa
wierus, rpyna 2 (xontpona 2, 10 naumenra) kpbpBHa Iuterus u rpyma 3 VFH
(exciepumenTtanHa rpyna, 20 mamueHTa). B cien omepatuBHHs mepuox Osixa
M3CIIeIBAHU IIECT MapKepa 3a MHUOKapJiHa HEKpo3a, a UMEHHO — TponoHuH I, H-
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FABP, CPK MB, ALAT, ASAT, nakrar. Mapkepure Osixa H3CIEIBAaHHU CIeI
nayanoto Ha EKK, mpean knammaka Ha aoprara/moctassiHe Ha pubpuiatopa (To),
crien  geknamnaxa/nepubpmnanmsita  (T1), wa  3-tata  MuHYTa  Clex
nekrammaxa/nepudpunanusara (T2), npu nocrensanero B KAWII (T3) u Ha 6-THs
gac oT omeparuara (T4). bsixa OTYUTaHU W CIENHUTE JPYTH HapamMeTpu —
nmocronepatuBHo EKT', xnmHMuHM manHM 3a cbpiaedHa cnaboct, EXO KI' nanHw,
HYyXJla OT MHOTpoIy, 1 umIntanTanus Ha |ABP. beme HamepeHo, ye MuokapHaTa
MPOTEKUUS C KPHCTAIOWACH KapJHOIUIETHYEH pa3TBOpP BOAM JO Haif-joma
MPOTEKLUUSI B CpPaBHEHOME C KpbBHATa KapAMOIUIETHS W ONepanusra Ha
¢ubpunupanio cbpue Opd MAIMEHTH HYXIaeld ce OT KOpPOHapHa
peBackynapuzanua. Ilpm  manmMeHTHTE  OPOTEKTHPAaHH C  KPHCTAJIOWAHA
KapIUOIUIETHsl €H3UMHHUTE €MHCHHU 0siXa 3HAUYUTEIHO IO-TOJEMH, a 4ecToTara Ha
CHHIIpOMa Ha HHCKHUS ChbpJCYcH ACcOWT, Hykaara oT karexonamuuu u IABP Gsxa
mo-4ecto cpemanu (p<0.05).

HAYYHHU ITYBJIUKALIUU U ITPOSIBU:

. Jumutposa A, Ierkos /I, [lananues B, baes b, Haues I'. buoxumuynu mapkepu
3a MHOKap/JHa Hekpo3a. brarapcka I'pbiHa U CHPJEYHO —CBHIOBA XUPYPTHU (110X
rneyar)

. Tlerkos [, [lumutposa A, ITananues B, baes b, Haues I'. CpaBHsiBaHe Ha
METOJHTE 32 MHOKap/iHa NPOTEKLMS — IbPBUYHMU JJaHHU. bbiarapcka I'pbaHa 1
CBP/ICUHO —ChI0BA XUPYPrus (o] neyar)

Hayunust otuer e npuer ¢ HE3A/[OBOJIHTEJ/THA ouerka 1o ckanara Ha CMH.

Horosop Ne 38/2009 r. BrBexkaaHe Ha HOB MeTO/ 32 MYJITHMOIAIHA 00pa3Ha
JHATHOCTHKA NMPH §OJTHHU ¢ 0BOpeyHO-KaMeHHa §oJiecT

BOJELL U3CJIEJAOBATEJIL: [Ipod. Upena Aumurposa Kocraguaosa, tMH
YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
. Jou. Tomko 3nares Ierpos, 1M, YMBAIJI ,,AnekcanpoBcka”, KilmHU4eH HEHTBD
110 HyKJIeapHa MEIMIMHA 1 JIbuenedenne, KimHuka rmo HykiieapHa MeIHINHA
. Ac. Banepust Xpucroa Xakuiicka, YMBAJI ,,Anekcannposcka”, Knuanien
LEHTHP [0 HyKJIeapHa MEeAUIMHA U TbuenedyeHne, KiuHuka mo HykineapHa
MeUInHA
. Jou. Bacun T'eoprueB Xamxunexos, nM, YMBAJI “Anekcannpscka” — EAJL,
Karenpa O6pasna nuarnoctuka, KinuHuka no odOpasHa AuarHocTuka
. J-p MBenuna MunyeBa Yonesa, nokropanr, YMBAJI “Anekcannpscka” — EAJL,
Karenpa O6pa3na nuarnoctuka, KinnHuka no oOpasHa AuarHocTuka
BA3OBA OPI'AHM3AIUA: MVY-Codus, YMBAJI , Anexcannpocka”, KimHuka o
HyKJIeapHa MEIUINHA
PE3VYJITATH:
beme BpBeneH 3a MBbPBU MBT Y HAC MYJITHMOJAJICH METOA 3a oOpasHa
JMarHOCTUKA Tpu OosHK ¢ ObOpedHokameHHa OojecT. MetoasT O ampoOupaH u
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npuwioxkeH npu 30 GonHu ¢ yponurtuasza. Criex mpoBexJaHe Ha KOMOMHHMPaHUS
meron (JJBC u SPECT-CT ) noka3axMe HalHMYMETO Ha KaJKyJio3a M HEHHUTE
ycnoxkHeHust B 24 (80%) ot maunuenture u B 36 (60%) or usciensaHuTe OhOperu.
C nomorura Ha HUcKoJ03HOTO KT m3cnenBane nerexrupaxme 42 koHkpemeHra, 30
or kouto Osixa B ObOpenmte u 13 B yperepa. Ilo Bpeme Ha JIBC ce ycraHOBH
pa3IMYHO MO CTENeH HapylleHHe B JpeHaxka Ipu 25 oT u3cienBaHuTe ObOperu
(42%), a BropmuHu Gemne3u Ha obctpykiusa ot KT mmame mpu 15 (25%) ot Tix.
JonbaauTenHO Oelle perucTpupaHa HaMajueHa uin numcBama ¢ysHkuust ot 15C B
20 (33%) oT cimy4aute, a XpPOHHYHHM MHHEIOHE(GPUTHM TMPOMEHH U 3HAUUTETHA
napenxuMHa penykims ot KT- B 16 (27%) ot Tax. Upe3 ¢ypaHTpHiIoBHS TecT
JuarHocTunupaxme oOcTpyktuBHa Hedpomatus B 15 (25%) ot Onbpenwure,
HeoOcTpykTuBHA Hedpomnatust B 11 (18%) u MexxauHEeH OTroBOp Ha (ypaHTpuiIa B 8
(13%) or Tsax. Hamure mbpBu BreuarsieHust ot npuioxenneto Ha SPECT/CT ca,
ye METONBbT II03BOJIsIBA KOMIUIEKCHA JMarHosa, BKJIIOYBAaIlla HE CaMo
¢yHKuMoHaHA, HO M MopdonorndyHa wuHMOpPMAIHMA, UYpe3 BBH3MOXKHOCTTAa 3a
KOMITIOTBP-TOMOTpa)cko n300pa3sBaHe Ha OBOpEYHHTE CTPYKTYpU U TOYHA
nokanm3anusg Ha ObOpeunuTe Kankymu. I1o TO3M HaUMH 3HAYMTETHO CE€ CKBCSABA
mpomeca OT IIOCTaBsHE Ha JAMar€Ho3ara O B3€MaHe Ha HaW-TIPaBHIHOTO
TEpaNeBTUYHO PEIICHHE UYpe3 CIIECTSIBAHE Ha BPEME M CPEICTBA C MOMOINTAa Ha
€IHOKPAaTHO KOMIUIEKCHO M3CIIe/[Ba
HAYYHU NIYBJIUKALIIMU U ITPOSABU:
. Bacunesa /I u np. IlpunoxeHue Ha AMypeTHYHATa CUMHTUrpadus mnpu OOJHHU C
xuaponedposa.Oukonorus u paguosorus,12, 2005, 3, 5-8
. KocragunoBa W, M T'apueBa. KimHHYHO NpHIOXKEHHE HA HOBaTa XWUOpUIHA
TEXHOJIOTHsI eTHO(POTOHHA EMHCHOHHA TOMOrpaduss W KOMIIOTbPHA TOMOTpadus
(CIIEKT/KT), Pentr. u paguon., 3,2009,39-43
e Xamxwuiicka BX, U Kocragunosa, T IlerpoB. SPECT/CT npu 0b0peuno-kameHHa
Oonect. BapreHnckun nau no HykneapHa menwmmuna, Bpana, Bearapus, 4-6 1oHH
2010r.
e  Hadzhiyska VH, | Kostadinova, T Petrov, V Mladenov, VV Marianovski,
V Stoinova. A new imaging method of multimodal diagnostic in patients
with urolithiasis. EAU 6™ South Eastern European Meeting, Istanbul,
Turkey, 1-2 October 2010

Hayunust otuer e npuer ¢c BUCOKA onenka no ckanara Ha CMH.

Zorosop Ne 29/2009 r. MakponpoIak THHEMHSI: KITMHHYHA 3HAYUMOCT H

AUATHOCTHYHO-TEPANNEBTUYCH MOAX01Q

BOJEL U3CJIEJAOBATEJL: 'n.ac. Atanacka [lerpoBa Enenkosa, YCBAJIE
,Akan. Us.Ilenues”
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:
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. I'n.ac. Mapus Kocragunosa fuesa, nm, YCBAJIE “Akan. VB.Ilenue” KnnHuka

10 XUIOTAIaMOXUIIO(PHU3apHH, HAOBOPEUHH 1 TOHAIHU 3a00JIIBaAHUS

. Jou. Huxkonait CredanoB I'enoB, YCBAJIE “Axkan. U.Ilenuer” KimHuka mo

XHUIIOTAIAMOXHUIIO(U3apHH, HAIOBOPEUHH U TOHAHU 3a00JIIBaHUS

. Jou. T'eopru T'eoprueB Kupwios, nm, YCBAJIE “Axax. HBan Ilenue”,
PamrionmyHoOrHYHa Ta60paTOPHUst
. Jou. 3npaBka IlenueBa AbGamkueBa, YCBAJIE “Axan. UBan IleHuer”

PapgnoumyHonornyna nabopatopust
BA30OBA OPTAHM3AIUSA: YCBAJIE “Akan. UBan [lenuer”, MY-Codus
PE3VYJITATHU:

UecroTata Ha MaKpOIpPOJIAKTUHEMUS Cpell HOBOOTKPUTUTE MALUEHTH C
nposakTHHOM (2.7%), ompernerneHa Ha Ga3ata Ha PEG-mpenunuTannoHeH TecT He
ce pa3lM4yaBa CTATUCTHUECKH OT Ta3M cpen 3apasute muma (5%). CraTHCTHIECKH
II0-BUCOKAaTa 4€CTOTa HAa MAaKpPOIIPOJAKTUHEMHUs Cpel, HOPMOIPOJIAKTUHEMUYHUTE
MAIIMEHTH MOXeE J1a e 00SCHH ¢ MPOMEHEHOTO CHOTHOIIICHNUE MEXIy MOHOMEpHATa
U BHCOKOMOJIEKyJIHaTa (opMa Ha MPOJAKTHHA B pe3yiTaT Ha PasduHUs UM
OTTOBOP KBbM JICUCHHETO C JIOMIAMHUHOBH arOHUCTH. YCTaHOBH C€ CHTHH(HUKAHTHA
3aBUCUMOCT Ha MEHCTpyaJHUTE HapyLICHWs U HapyLICHUATa B OBapHajHATa
(1)0n14Kyn0reHe3a KaKTO OT CCpyYMHUTE HMBAa Ha MOHOMCpHaTa (bopMa Ipy Jiigara ¢
WCTHHCKA XUMEPIPOTAKTHHEMHUS, Taka U OT HUBAaTa Ha BUCOKOMOJICKYJTHaTa (hopMma
MpU MAIUEHTUTE ¢ MakpompoiakThuHeMus. [Ipy OTHOCUTENHO ManbK MPOLEHT OT
IMIALMUCHTUTE C IPOJAKTHHOM M JOKa3aHa MaKpONPOIAKTUHEMHUS HAIUYUETO Ha
TUNMYHA KIMHUYHA CHMIITOMATHKA M OBNIAASBAaHETO W Ha ()OHA HA JICYCHHETO C
JONAMUHOBM aroOHUCTH TOBOPH 3a HaJM4Ha OWOJOTWYHA AaKTHBHOCT Ha
MaKpOIIpOJIaKTUHA, CpaBHUMa C Ta3u Ha MOHOMEpHAaTa (bopMa. HamansiBanero Ha
HHMBaTa HAa MAakKpOIIPOJIAKTHHA B XOJa Ha JIEYEHHE C JONaMUHOBU arOHUCTH
NoJCKasBa TYMOPEH IMPOU3XOA Ha BHCOKOMOJICKYJIHATa d)opMa B TE3U pPEAKHU
cinydan. M3Bon: Beopekn, ye MakpONpOTaKTHHEMHSTA Ce CMATa 3a OCHUTECHHO
CBhCTOSIHME, B HAKOHM CIIydal ce Hajara oOpa3Ha IMarHOCTHKA Ha XHUIOQH3ara,
JIe4eHue ¢ JOTTaMUHOBU arOHUCTH M MPOABIDKUTENHO npocienssane. [loBenenuero
P MaKpOIIPOJIAKTHHEMHS TPsIOBa Aa ce 0a3upa Ha MHIUBHIYaTU3UPAH TTOAXO/.

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Jorosop Ne 19/2009 r. KnnHUYHH, MOJIEKYIAPHO-BHPYCOJOTHYHH U

ceposioruyHu npoyusanus Ha Kpumcka-Kounro xemoparuuna tpecka (KKXT)
B Bbirapus n ouenka Ha aTunu4HuTe i hopmMu

BOJEL U3CJIEJAOBATEJIL: I'n.ac. JIro6ena ['eopriueBa AHI0HOBa
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:

e  Jlon. Mea Credanosa XpucroBa, M, Jlaboparopus Kspnexoo/BekropHo
npeHocumu uHdekmu, HI3IIB
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. H-p Huxonait 3nmatkoB KniBaues, JIOKTOPaHT, Jlabopatopust
Kspnexoso/Bekxropro npenocumu nundekimu, HI3I15
. Ipod. Tatana IletpoBa UYepBenskosa, amH, Katenpa no nndexnnosnu Gonecty,
napasuroiorus u Tpormdecku 6onect, CBAJIUIIB | IIpod. Ban Kupos”
. Jou. Maiina MuxaiinoBa TuxonoBa-MuroBa, nm, Karenpa mo uHQeKuo3Hu
Oonectu, mapasuronorus u Tpommuecku Oonectn, CBAJIMIIB ,Ilpod. Vsan
Kupos” —EA/L,
BA30BA OPI'AHU3AIIUS: CBAJIUIIB , ITpod. MBan Kupos”, Oyi. ,,Axan. MBau I'emos”
17 Kiuauka mo KaIllkOBH, TPAaHCMHCHUBHU U HEBPO I/[H(bCKHI/II/I C UHTEH3UBEH CEKTOP
PE3YJITATH:
Kpumckara-Konro xemoparnuna tpecka (KKXT) e BupycHo 3abomnsBane,
YecTO IMPOTUYAIO TEKKO U 3aBbplBa JeTanHo. OnucBa ce B 0koio 30 cTpaHu 1o
CBeTa, MEKAY KOUTO U bbiarapus. bpp3usaT U ToYeH JUarHOCTUYEH aIrOPUTHM IpU
cpMHeHHe 3a KKXT e oT chliecTBeHO 3HaUeHHUE 3a aJieKBAaTHOTO JICUEHHE, U3X0Ja
Ha 3a00JIIBAHETO M MPEIOTBPATSBAHETO HA MO-HATATBITHOTO My Pa3lpOCTPaHEHHE.
MornekyIspHUTe TEXHUKH OT THIIA HAa MoiuMepasHarta BepwkHa peakuus (PCR) u
neitnure Momupukanun Kousenimonanen u Nested RT-PCR 6sxa mpuioxeHu
ype3 pa3padOTeHH OT HAC CHUCTEMH 3a AMarHoctunupade Ha 10 mammeHta c
aHaMHe3a M cTaTyc chbMHHTENHH 3a HHpekuus ¢ Bupyca Ha KKXT. Cneundpuana
BupycHa PHK or Bupyca ma KKXT 0e ycrmemHo ammimpunupana OT eIuH
nmanueHT. [lapanenHo Ha BHPYCOJOTHYHHTE H3CIEABAHUS OsXa IPOBEICHH H
CEpPOJIOTHYHN M3CJISIBAHUS C LieJl OTKpHBaHE Ha CHENU(HUYHU aHTUTENA OT KJlac
UrM un UrT cpemry Bupyca Ha KKXT upe3 crannapren ELISA xurt. [IpoBexnanero
Ha TecTa mokasa o0mo 4 mo3uTuBHU peakuuu 3a Url anTuTena m 26 HeraTHBHU
peakuuu cpeuty UrM u Url™ anTutena. JlombIHATENHN CEPOTOTHYHHI U3CIIEBAHUS
ce IMpoBEROXa OTHECOXa OMle Ha 6 MAlMeHTH BAKCHHUPAHW WM PEBaKCHHHUPAHH
cpemy BakcnmHata Ha KKXT w emmH mammeHT mnpebomnemyBan 3a0oIsiBaHETO.
MornekynspHUTe TEXHWKH HW3IOJ3BAaHM B TOBAa IIPOYyYBaHE ce OKas3axa OBp3H,
crequ)UYHY M YyBCTBUTENHH, IOIXOJIIN 32 PAaHHOTO OTKPHBaHE HA MAalUCHTH
cyciektHn 3a KKXT. BHenpsBaHeTro Ha HMMYHOCOPOEHTHHS TECT 3a PYTHHHH
JUAarHOCTUYHU LIENH I1e AONPHUHECE 3a MO-TOYHHU pe3ynaTatu. Cropes Hac 4pe3 ToBa
Mpoy4YBaHe ce MOTBBPIY NpeBb3xoacTBoTo Ha ELISA npexn PCK npu nokassanero
Ha cneuudmuHn anHtutena cpenly KKXT. U3paboteHo e mnpeanoxeHue 3a
ONTHMH3UPaHe Ha AWQEpPEeHIMAIHO JHATHOCTHYHUS aNTOPUTBM TIpH OOIHH
CyCHeKTHH 3a nHdpeknus ¢ Bupyca Ha KKXT.
HAYYHU NYBJIUKALIMU U ITPOSABU:
e  Christova I, Di Caro A, Papa A, Castilletti C, Andonova L, Kalvatchev N, et al.
Crimean-Congo haemorrhagic fever, Southwestern Bulgaria Emer. Infec. Deseas.
2009, Vol.15, No. 6, June http://www.cdc.gov/eid/content/15/6/983.htm
. Kalvatchev N, Andonova L, Baev M, Christova I, Tiholova M, Tcherveniakova T.
Case of Crimean-Congo haemorrhagic fever confirmed by real-time RT-PCR and
nested RT-PCR Meditsinski pregled 45, 2009, Ne 4, 87-91. In Bulgarian
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. Maltezou C, Andonova L, Andraghetti R, Bouloy M, Ergonul O, Jongejan F, et al.
Crimean-Congo hemorrhagic fever in Europe: current situation calls for
preparedness. EuroSurveill.2010;15(10):pii=19504.

e  Kalvatchev N, Christova I, Pishmisheva M, Marinova M, Jeliazkova S, Andonova
L. Imunodiagnostics possibillities of CFA and ELISA methods for detection of
antibodies against Crimean-Congo haemorrhagic fever virus in human serum.
Infectology 2010, Ne2. In press

. Kalvatchev N, Christova I, Pishmisheva M, Marinova M, Jeliazkova S, Andonova
L. Diagnostic capacity of CFA and ELISA methods for detection of antibodies
against Crimean-Congo haemorrhagic fever virus in patiens serum Problems of
Infect. and Paras. Diseas., In press

. N Kalvatchev, L Andonova, M Pishmisheva, M Marinova, S Jeliazkova, |
Christova SEROLOGICAL STUDY AND ANALISIS OF CREAMIAN-CONGO
HAEMORRHAGIC FEVER IN BULGARIAN PATIENTS Otuonoruyeckue,
SMMIEMHOJIOTHYECKUE U KIIMHUYECKHE acleKThl MH(EKIMOHHBIX Oonesneit, 15-17
Cenremspu 2010, r. Upkytck, Pycus.

Hayunust otuer e npuer ¢ OT/IH9HA ouenka o ckanara Ha CMH.

Jorosop Ne 35/2009 r. CpaBHMTEIHO POYYBaHeE 32 PA3NPOCTPAHEHHETO HA
Chlamydia trachomatis cpex mo/ioBo AKTHBHH MbiKe 0T KIMHUYHH MaTePHAIH

ypeTpajieH ceKpeT U MbPBa CYTPUIIHA YPHUHA Ype3 N0JIMMePA3HO BEePUKHA
peakuus
BOAELL U3CJIEJOBATEJI: ac. Becena BackoBa PaiikoBa
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:
. Ac. Jlanuen Banentunos PlopnaHOB, Karenpa Menununcka Mukpobuonorus, MY

- Codus;

BA30OBA OPI'AHM3AIMSL: Karenpa no Mengummacka Mukpo6uonorus, MY-Codus, yi.
3npase 2, 1431 Codus, benrapus
PE3YJITATH:

OCHOBHa I1eJ1 Ha HACTOSIIHS HPOEKT 0 OTKPUBAHETO M JOKa3BAHETO Ha
Chlamydia trachomatis ot yperpanen cekper ¥ bpBa CyTpHIIHA YpHHA YpeE3
MOJMMEPA3HO BEPIDKHA PEaKIUs CPel MOJOBO aKTUBHU MBXKE KaTO CIUH OT Hai-
4YeCTO CpeIIaHWTe NPHYMHHUTEIM Ha II0JIOBO NpeNaBaHH OOJIECTH W BEpOsITEH
(dakTOp B pa3sBUTHETO Ha CNUAWIANMHUT, OPXHUT, TPOCTATHUT, TIEPUXETATHUT,
BB3MAJICHAE Ha MalKus Ta3, Oe3ruioane, cHHApoM Ha Reiter u ap. ['eHombT Ha C.
trachomatis 6e mokasan upe3 aBe ABOWKU MpaiMepH U ChOTBETHHHUTE POTPaMHU 3a
amMruQuKanUsa B 2 KIMHUYHE MaTephana - 2 ypeTpalHH CEeKpeTa W B 2 YpUHH.
[lpunarailkn  KIETHYHO-KYNTYPETHHS METOA C HUMYHOQIyOpECHeHIUs C
MoHOKNOHanHoTo aHtuTsio MA 202D7, 6e nokasan 1 monoxurenen 3a C.
trachomatis ungekims yperpanen cexkper. Upes aMminpUKaIHOHHUTE TEXHOIOTHH
C. trachomatis Ge otkpur B 2 MaTtepuana. M3BoauTe, KOUTO MOTAT JIa CE€ HAMPABAIT,
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ca CICOHUTE: Hucka e yectoTata Ha YPOreHuTaIHa XJIaMuauasa cpeq U3CJICABaHUTE
B MIPOYYBAHETO 37]paBU U CHMIOTOMATHYHH TOJIOBOAKTUBHH Mbxke — 2,8%. 2,79% e
yecToTaTa Ha MH(EKIUATa Cpell MalueHTUuTe ¢ ypeTpuT. I1o-Brcoka e yectoTaTa Ha
XJIAMHJIHa3aTa Cpell MBXKETe ChC CTEPHIIUTETHH mpodiemu — 4%. YcraHoBeHaTa OT
HAC 4ecToTa ¢ OJM3Ka U ChIIOCTABHMA C Ta3W Ha JIPYTH U3CIICAOBATEIN OT CTpaHaTa
u bankanure.

HAYYHHU ITYBJIMKALIUU U ITPOSIBU:

e  KbcHOTO monmydaBaHe Ha pe3ydTaTHTE HE € IO3BOJMIO Ha erama Ha
HpenaBaHe Ha HAY4HHS OTYET IMyONMKYBAHETO HA PE3y/TaTUTE B HAYYHO
crcanue. [Ipencron odhopmsiHe Ha pe3ysTaTHTe B HAyYHA CTATHS.

. B V3ynosa, [{ ﬁopuaHOB, U Murog. (2010) I'enuranHara XJIaMHIHATHA
nH(EKUUs cpen MBKKAaTa MOMmyJialus - mpoyuBane Ha Karempara mo
Menuuuscka Mukpobuonorust kbM MVY-Codus. [Ipesentanus mo Bpeme
Ha 8-mu Konrpec na BAH, ITnosaus 22-25 anpui 2010 .

Hayunust otuer e npuer ¢c BUCOKA onenka o ckanara Ha CMH.

Jorosop Ne 40/2009 r. HopoBupycHa nHpexuus B Bbarapus — KJIMHUYHO U

MOJIeKYJ/JIAPHO-0MOJIOrHYHO H3C/IeBaHe
BOJELL U3CJTEJOBATEJIL: [ou. Maiina Muxaiiiora MutoBa-TuxoJyioBa, am
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIL:
e  Jlon. Hemn CrosHoBa Kopcyn, nm, Hanmonanna pedepentna nabopaTopus
no”Enreposupycu”, HI3ITb
e  Ac. Pocuma Urop Ywmnesa, CBAJIMIIB ,Ilpod. MBan Kupos”; OtneneHne 3a
YpeBHH MHQEKIMH ChC CEKTOP 10 TTapa3sHTHH OO0NeCTH
. Ac. Toma Bopuco Tomos, CBAJIMIIb ,IIpod. MBan Kupos”; Ornmenenue 3a
4YpeBHU HHMEKIHHU ChC CEKTOP 10 apa3sHTHH OOIECTH
. 3opuuna BanentunoBa MiasneHoBa, 6uoior; Jlaboparopust mo “EnTepoBupycu”,
HII3I1b
o Hans Ilerposa Haiinenosa- nexap; CBAJIUIIG ,Ilpod. Mearm Kupos”; Bropo

JIETCKO OT/IeIEHHe
BA30OBA OPI'AHM3ALUS: Menummcku dakynter Karempa mo wH(peknnozHu GomectH,
mapasuTosorus u Tpormuncka MeaunuHa; CBAJIULIE | ITpod. MBan Kupos” EAJ]
PE3YJITATH:

WNH}pexuno3HuTe TacTpOCHTEPUTH ca €IHH OT Hail-4ecTHTE 3apa3Hd
3a00nsABaHMA B LeNnHs cBAT. HopoBupycuTe ca BOAEIIN BHPYCHH HMPHUYMHUTENN Ha
B3pHMBOBE OT OCTPH T'aCTPOEHTEPHUTH B PA3BUTHTE W B Pa3BHBAIIWTE CE CTPaHH.
Ilenta Ha HACTOAILIETO MPOCHEKTUBHO KJIMHUYHO M MOJEKYJSPHO-TEHETUUHO
Npoy4BaHe € Jla ce aHaJM3upa pa3lpoCTPaHEHHETO Ha HOPOBUPYCHHUTE MH(EKIHN
cpell XOCHUTAIM3UPAHM TMAaJUEHTH, TOKPHUBAIIM KIMHHUKO-CIIHIEMUOIIOTMYHNATE,
KJIMHUYHU ¥ KIMHUKO-IA00paTOPHU KPUTEPUH 32 OCTBHP BUPYCEH I'aCTPOCHTEPHT.
3a Ta3u Iel 3a MPOCIEeACHH U M3CIEABAHH KIMHUYHO M MOJICKYJISIPHO-TEHETHIHO
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202 manmeHTa ¢ ocThp racrpoenteput 3a mepuoma 2009-2010 r. oT pasznuyHH
Bp3pacToBU Tpynu oT crpaHata (Co¢wus, [Inosmus, Ilepuuk, Crapa 3aropa).
Benuku ¢exannu npobu ca umscieaBann ¢ meroga RT-PCR 3a HopoBupycu u
poraBupycu. OT m3cieasanute 202 dexarau npodu 26 (13%) ca mMoIoKNTENHH 32
HoOpoBHpycH, a 129 (64%) — monoxutenHu 3a poTaBupycH. OOmmsaT Opoit Ha
€THOJIOTUYHO JOKa3aHUTe ractpoeHTreputd e 155 ciuydas wnmu 77%. Ilpu 47
nanueHTa (23%) eTHONOTMYHUAT NPHYMHHUTEN OCTaBa HEYyTOYHEH. BucokmsT
npoueHt (77%) Ha ciaydauTe C JOKa3aH BUPYCEH MAaTOTEH — HOPOBUPYC HIIH
POTaBUPYC JI0Ka3Ba POJIATA HAa U3IMON3BAHETO HA MOJIEKYNISPHO-TEHETUIHU TeXHUKU
IIPU BUPYCHUTE TaCTPOSHTEPHUTH. Pe3ynraTure OT TEHOTHITHOTO H3CIE/ABaHE
MoKa3axa, 4e ce Kacae 3a HopoBupycu ot reHorpyna GII, xosto e rmobanHo Hait-
pasnpoctpanenu. [Ipu mpeo6namaBamm Opoil MarMeHTH, KakTO C POTaBHUPYCEH,
Taka ¥ ¢ HOPOBHUPYCEH racTPOSHTEPHUT HE Ce HAOIIOJaBaT CBHIICCTBEHH PA3JIMKU B
pasmnpeieieHHeTo Mo TPYIH, Kacaelmy Opos Ha TOBpBINAHHATA, (eOpUanTeTa H
WHTEH3WBHOCTTa Ha JuapuifHus cuHgpoM. Ot0ensi3Ba ce  €IUHCTBEHO
CHUTHH(HMKAaHTHA Pa3jdKa [0 OTHOIICHHE Ha IPOIBIDKUTEIHOCTTA HA JHAPUHHHS
CHHAPOM, KOATO O€ MO-TOoJsIMa IIPH POTaBUPYCHHS TaCTPOSHTEPHT.

Hayunusr otyer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 45/2009 r. KomniorspHaTa ToMorpagus ¢ KOHycOBH/IeH J1b4 (CONne
beam computed tomography) B usmepBanusiTa Ha KocTHaTa 3ary6a npu

NapPOJOHTHUT H OLEHKATA HA MAPOJOHTAIHATA pereHepanms

BOJELL U3CJIEJAOBATEJL: [don. Xpucruna Jlazaposa [Tonosa, am
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:

e Ac. lenncnas Kocsos Emunos, Karenpa Ilapomonronorus

e  Cr.ac. Kamen I'eoprues Kommnkos, Karenpa ITapogonromnorus,

. Cr.ac. Tumutsp Toxopos Mosues, Karenpa O6pasua 1 OpalHa AHATHOCTHKA
BA30BA OPIAHU3ALMUA: MY-Codus, Pakynrer mo neHranHa menunuHa, Karempa
IMapononromnornus, Karenpa O6pa3na u OpanHa [arHOCTHKa
PE3YJITATH:

Hacrosimero npoyuBaHne mokasBa JMIica Ha CTaTUCTUYECKU JOCTOBEPHHU
pa3MKu B PErHCTpalMATa Ha IBI00OYMHATa Ha KOCTHHTE NEPEKTH CPaBHEHH C
HMHTPAONIEPATUBHUTE M3MEPBAHUSA M CTATUCTUYECKA 3HAYMMOCT Ha M3MEPBAHMATA
Ha KOMIIOTBpPHaTa ToMorpadusi B CpaBHEHHE C M3MEpPBAHUITAa MHTPAONEPATHBHO
[0 OTHOUIEHHE Ha CblusA napamersp. llomydyeHuTe OT Hac JaHHM IOKa3Bar
CTATUCTHYECKa JOCTOBEPHOCT Ha H3MepBaHMATa Ha bite-wing peHTreHorpamu B
CpaBHEHHE C MHTPAONEPAaTHBHUTE M3MEPBAHUs MO OTHOLICHHE ITapaMeThbpa 3aryoa
Ha KocT. Hsama crarucTuuecka JOCTOBEPHOCT II0 OTHOUIEHHE Ha Brbjla Ha
nHppaocamHuTe JeQeKTH TIPpH CpaBHEHWE Ha W3MEpPBaHUATa IO JBaTa
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peHTrenorpadcku Metona. Te3u pe3yiaTaTu JaBaT OTTOBOP HA MOCTABCHUTE LIENIH 32
CpaBHEHHE HA TapaMETpUTE Ha KOCTHHTE AedeKTH Ha bite-wing u koMmmioThpHA
ToMorpadusi TMpH CpaBHEHHWE C HHTpaolepaTUBHUTE H3MepBaHus. OT BCHYKH
PETUCTPUpPaHU TAPOJAOHTAIHU KOCTHU aedektu 63 (49,7%) Osixa momiokeHH Ha
pereHepaTuBHA MapoJOHTAHA Tepamus. Ha Te3n kocTHH NeeKTH e HampaBeHa
CpaBHUTEITHA OIICHKA Ha PEAYKIHITA Ha KOCTHATA 3ary0a/KOCTHOTO 3aIlbIBAHE Ype3
merona Ha bite-wing u CBCT. Perucrpanusita Ha pe3yJITaTHTe OT pereHepaTuBHaTa
MapOIOHTANIHA Tepanus NpU M3CIICABaHUTE MALMEHTH IO ABaTa PEHTICHOTPadCKH
METO/1a T0Ka3Ba OJIM3KK CTOMHOCTH Ha Ievasnba Ha KOCTHO 3ambiiBaHe. Pesynrature
OT 3albJIBAaHETO Ha HH(OpAOCaTHUTE AePEKTH pPa3MOJOKEHH BECTHOYIApHO H
JIMHTBAJHO € BE3MOXHO J1a ObaaT otueTeHu camo upe3 CBCT.

HAYYHU IYBJIUKALIUU U TPOSIBU:

. Xp [Ilonoa, [ EmwmnoB, K Kouunkos, [ Nosues. [luarnosa Ha
JTMHTBAJIHATE/OYKAIHH HAapOJOHTATHH KOCTHH [eeKTH C KOHHYHO-ITbYEBa
xoMmoTepHa ToMorpadus. Karempa ITapomonromorms. Karenpa O6pasna u
opasnHa jauarHoctika. Pakynrer mo aeHtanHa MmeauuuHa, MVY-Co¢wus. 10-tu
Hayuen konrpecc Ha B3C, 18-20 ronu Byprac.

e D Emilov, K Kotsilkov, Chr Popova, D Yovchev. Evaluation of periodontal bone
defects and furcation involvement with cone beam computed tomography. Dept. of
Periodontology, Dept. of Imaging and Oral diagnostic, Faculty of dental medicine
Sofia, 20" Jubilee Annual Assembly of IMAB, 6-9 May 2010, Varna.

Kvm momenma pezynmamume ne ca oyerenu om CMH.

Jorosop Ne 6/2009 r. AMKaIHO XepMeTH3HPAHE HA KOPEHOBUTE KAHAJH C

TMOMOIIA HA aIXe3UBHH KAHAJIONIBJIHEKHU CPeACTBa
BOJELL U3CJIEJOBATEJI: XXacmuua BanentnaoBa MupoHoBa
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:
. Jou. Panocsera MBanoBa Bacunepa, nM, Pakynarer mo JAeHTalHa MeEAUIIMHA,
Karenpa KoncepBatuBHo 3p001e4eHme
o Jlon. Kpacnmmpa [I'emoBa, 1M, wmukpobuonor Berepunapen —daxynrer,
JlecoTexHuueckn YHUBEPCUTET
BA30OBA OPI'AHU3ALMUSA: dakynrer no aeHranHa meaunmHa, MY-Codus, Karexpa
KoHcepBaTiBHO 3p0051€4eHIE
PE3YJITATH:
3a ycTaHOBsIBaHE HA MUKPOIIPOHUKBAHETO NIPY KOPEHOBH KaHAJIM 3aITbIHEHH C aJIXE3MBHU KaHal
CTereH Ha MUKPOOHO MPOHHKBaHE MpH 350UTE, 00TypHpanu ¢ ryramepya u AH26
Ilpe3 HabmonaBanuTe 63 mHH H3cieqBaHUTE 15 MpoOH ca mMoKa3ay 4e 6 OT TAX
Opy ryTamepkaTa ca ¢ MHKPOOHO IPONMyCKaHe, CPaBHEHO ¢ 5 mpoOHu mpH
Pesunon.IIpu ryranepkara uma mo-paHHo (Ha 6-ust AeH) MUKPOOHO MPOHHKBaHE B
cpaBHeHue ¢ Pesunon (Ha 15 nen). [lpu monoxkurenHaTa KOHTpoJIa ©UMa MUKPOOHO
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MPOCMyKBaHe oule Ha 15-us yac, AOKaTo NMpH OTpHLATEIHATa KOHTPOJa JMIICBA
MHKpOOHO MPOCMYyKBaHe Mpe3 HaOmoaaBaHus nepuos. Pasnukara B OakTepuaiHaTa
npoHHIaeMocT Mexay Pesunon/ Epiphany u ryramepua/ AH26 e crartuctudecku
3HaunMa. [Ipu OarpumHus Meron u3noi3Baxme 20 eKCTpaxMpaHH €IHOKOPECHOBU
3601 paznencau B 2 Tpynu o 10 BEB Besika (IbpBata chabpxka Pe3moH Bropara
I'yramepua). Pesynrarure Moka3BarT HalWYde HAa MPOIyCKAHE W TPU JIBETE
uscnenBanu rpymu. Ipymure ¢ Peswron/ Epiphany mokassa mo-rossiMo
MHKpPOIIPOHMKBAHE.HE CE€ YCTAaHOBSABA CTAaTUCTUYECCKM 3HAYMMa pA3IMKa MEXKIY
3p0uTe 00Typupanu ¢ Peswion u ['yranepua.

HAYYHU IYBJIUMKAIIMU U TPOSIBU:

. Muponosa K, P Bacunesa, K I'enoBa. bakrepranno NpoHUKBaHE NpU aJXE3UBHU
KaHaJIOMbJIHEKHH cpenctBa [Ipobiemu Ha aeHTanHara meauuuaa XXXVI1/2010r.-
yacr I- Ba (ox neyar).

e  Mironova J, R Vasileva. Apical hermetization of root canals using adhesive root
canal sealers 15-th Congress of BaSS, Thessaloniki 22-25 April 2010, 194 —
IOCTEPHA IIPE3CHTALMS

. Muponosa K, P Bacunepa. bakTepuallHO NpPOHHMKBAHE TIpPH  aJXE3UBHHU
kaHanombiHexHu cperctsa 20-th Jubilee Annual Assembly of IMAB 6-9 May
2010 Bulgaria, 27 — opanna npesenrarus

Hayunusr otyer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Jorosop Ne 39/2009 r. CpaBHMTEIHO H3C/I€IBAHE HA BJIMSIHUETO HA 030HA PH

€HO- M IBYCEAHCOBOTO JIeYeHHEe HA NIePUATINKAIHY JIE3UH U JIe3UH 110
opajHaTa MyKo03a
BOJELL U3CJEAOBATEJI: [Ipod. Anrenuna Mnuesa Kucenosa — Sluesa, oM,
JIMH
YJIEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
. J1-p Anrena 3xpaBkoBa ['ycniicka, Katenpa ,,KoncepBatusHO 3p0051eueHHE”,
. J1-p Pagocsera Benmkoa Benmkosa, Karenpa ,,O0pa3na u opainHa [uarHoctaka’”,
. JI-p Mapuana Ilerposa IlexoBa-funeBa , Karenpa ,,O0pa3Ha u opanHa

JINArHOCTHUKA”,

BA30OBA OPTAHM3AIMA: ®axynrer no Jlenranna meauumaa, MY-Codust
PE3VYJITATH:

AnukaaHusaT TIEpUOAOHTHUT e BB3MAIUTEIICH porec Ha
MepUPaNKyIapHUTE  ThKaHW, NPUYMHEH OT MHKpoOHa WHpeKnus B
KOpCHOKaHaJHATa CHCTEMa Ha 3acerHaThs 350, CBBP3aH C pa3jdyHa CTEMEH Ha
ocreoan3a. AHTUMHUKPOOHHUST eeKT Ha 030HA 3a MPUIOKEHHE B JCHTAJIHATA
NpakTUKa € psAAKko AuckytupadH. O30HBT MOKa3Ba e(PEKTHBHOCT  CIIPSIMO
MUKpPOOPraHU3MUTE B YCTHATa KyXWHA, U NPU JICYCHUETO Ha NEPUANUKAIHA JIE3UH,
KaKTO W JIe3ud 1o juraBunara. (OCHOBHaTa IIeJ Ha TPOEKTa € Ja Ce MpOCienu
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peHTreHorpa)CKH  O3ApPAaBUTEIHMS TMPOLEC M KOCTHA pEreHepanus Ipu
NEpUANUKATIHUTE JIE3UH, 4Ype3 JOMBJIHUTENIEH METOX 3a JEKOHTAMUHALMS —
030HOTEpanysi, B KIMHUYHUS MpoToKojd. Hammre pesynratu mpeacTaBaT noO0Bp
03[IpaBUTEJIEH TPOIEC B IMEpHalMKaiHaTa 30Ha U IpU JABETE TPyHH — €IHO- U
JIBYCTAITHOTO  HEXUPYPrHYHO  CHIOJOHTCKO JedeHue. Otderoxme I0OBp
peHTreHOrpad)CKH 03IPaBUTEIICH PE3yiITaT B 3-Hsl Mecell U 33JI0BOJUTEITHO KOCTHO
BB3CTAHOBSIBaHE Ha 6-Usl Mecel] Clie/l IPUIoJKeHaTa 030HOTepaIusl.
MukpoOHOJIOTHYHUTE H3CICIBAHUSA TMPOBEKIAHM NOBYKPATHO — B HAYaloOTO Ha
JICYCHUETO U Tpenu oO0TypupaHe Ha KOPEHO KaHajJHaTa CUCHTEMa, 4pe3 mpoda OT
KOPEHOBUS KaHaJI, TOKa3BaT KOHTaMUHIMS B 87.9% oT kiMHIMYHUTE ciydan. JJoopu
KIIMHUYHY pe3yATaTH Osixa MOTBBPACHU C OTPULATEIHH MUKPOOHOIOTHYHH IPOOH
B 97.2% u ¢oKaTHO-AUArHOCTUYHH TecTOBE. MIMyHOIOTHYHOTO H3CIIE[BaHE, KOETO
MpoBeIOXMe Oellle M3BBPIICHO KAKTO MpPEH, Taka W 6 Mecela cjel MPOBEICHOTO
eHI0J0HTCKOTO JjeueHue. Iluroxunure IL-4 u IL-10, KOUTO ca OCHOBHHUTE
MPOTUBOBB3NAIUTEIHN LUTOKUHHM, W3MEPEHH TNpU TMAIUEHTH C XPOHHUYHU
NepHanvKaaIHu  JIe3uH, criopes] MONYyYCHUTE pe3yaTaTH MoraT Ja Obaar
WU3MO0JI3YBaHU KaTo IUAarHOCTMYHM Mapkepu. HammuTe MOJOKUTENTHH KIMHUYHHU
pe3ynTaTu He ca JOCTaThbUHU 3a OKOHYATEIHO NPEJCTaBsIHE Ha BB3MOXKHHUTE
MEXaHM3MHM Ha O3[paBUTENHUA mpouec. Haydnusr mnporpec u 3HaHMATA 32
€THOJIOTHSATA, MATOreHe3aTa M KIMHUYHHUTE MPOSBH MPH 350U C NEepHATUKATHI
JIe31H, KaKTO M YCIEIIHOTO UM JIEYEHHE ca B MOJKpera Ha HEXUPYPrUUHUS €IHO- 1
JIBYCEaHCOB JieueOCH MoaXx0/1. Te3u pe3ynraTu ca oOeIaBaliy 3a NPUI0KEHHETO Ha
030Ha B €HJI0JOHTCKOTO JICUEHUE Ha NIepUaKaIHU JIE3UU.
HAYYHHU NYBJIUKALIUU U ITPOSIBU:
. I'ycmiicka A, A. Kucenosa. KimHIYHO npritokeHNe Ha 030HA B €HIOAOHTCKATa
npakTrka - 4act |. [Ipo6iemu Ha feHTanHara MeauupHa. Tom XXXV/2009-4acr |,
61-71.
o I'ycmiicka A, A. Kucenosa. KnMHHYHO NpHIIOKEHHE HAa 030HA B €HJIOJOHTCKATa
npakrtuka- gact Il. [IpoGiemu Ha neHTanHara Mequiuaa. Tom XXXV/2009-yacr 11
,31-41.
e  Gusiyska A, A Kisselova. Clinical application of ozone therapy in teeth with
periapical lesions. 19-th Annual Assembly of IMAB 7-10.05.2009,Varna-Bulgaria/
Oral presentation - Abstract book-11/.
e Gusiyska A, A Kisselova. Ozone therapy in endodontic treatment of chronic apical
periodontitis. 10th Biennial Congress of EAOM and the World Workshop, Central
Hall Westminster, London - 21th to 25th September 2010. /Reference code -
Angelina _Kisselova 28 May1931/.

Hayunusar otuer e npuer ¢ BUCOKA onenka no ckainara Ha CMH.
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Torosop Ne 5/2009 r. AnMKaaHO H3TJIACKBAaHe HA JEHTHHOBH OTIHJIKH,
HPUTAHTH U 0aKTepUH NPH PA3JIUYHHU TEXHUKH 32 00padoTKa Ha

UHPEKTHPAHN KOPEHOBU KAHAJIM M CPABHHUTEJIEH AHAJIN3 HA 00padoTeHaTa
KopeHoBa nopbpxHocT upe3 CBCT (Cone Beam Computer Tomography)
BOJAELL U3CJTEJOBATEJI: I'n.ac. Enka Hukomaesa PaneBa
YJIEHOBE HA U3CJIEJOBATEJICKHMS EKUII:

. Jou. Panocsera MBanoBa Bacunea, aM, Karexpa no KoHcepBaTHBHO

3p00eueHe

. Cr.ac. Pocen Bacunes bopucos, Katenpa o obpasna u opajinHa IHarHOCTHKA

. Cr.ac. Mapuera [{lumutpoBa benuea, Karenpa o o6pasHa 1 opajiHa JUarHocTuka
AJIPEC 3A KOHTAKTHU: MVY-Codus, Dakynrer mo aenranHa menuuuna, Karempa mo
KoncepBatuBHo 3b0oneuenue, Oym. ,I. Coduiicku”l, Codus 1431, rten. 9541366;
0888319813, eliradeva@abv.bg
BA30OBA OPIrAHU3ALUA: @akynrer no jgeHranHa MexaunuHa, Kateapa 1o
KoncepBaTuBHO 3600JIcUeHIE
PE3VJITATH:

Haii-Bucoka cpenHa CTOMHOCT Ha TErJOTO Ha CYyXOTO BELIECTBO C€
ycranoBsBa mpu “step back” rtexumkara-0,400 mg, cmexBana oT xuOpuaHara
texuuka -0,343 mg, a Ha mocIenHO MACTO € 00paboTKaTa Ha KOPEHOBHS KaHAI C
ynrpa3Byk u enpoconopud mmimd — 0,185 mg. CurHudpukadTHa pasnuka ce
Ha0JIIo/1aBa MeXIy CPeJHUTE CTOWHOCTH Ha “step back™ TexHuka u oOpaboTka Ha
KOPCHOBHUSI KaHaJ C YATPa3ByK M CHIOCOHOPHM IWIM, KakTo M Mexnay Hybrid
technique n 06paboTKa Ha KOPEHOBUSI KaHAJ C YITPa3BYK U eHJOCOHOpHU . C
Hali-BHCOKa Cpe/lHa CTOMHOCT Ha MpHraHTa ¢ TexHukara “step back”- 0,433 mg,
cieaBaHa OT xuOpuaHara texauka- 0,381 mg, a Ha mocieHO MsICTO € 00paboTKaTa
Ha KOPEHOBHS KaHal ¢ YITpa3ByK W eHpocoHopHn mmmmm — 0,200 mg.
CurHnpukadTHa pasznuKa ce HaOmoJaBa MEXAy CpeIHHUTE CTOMHOCTH Ha
TexHuKUTe “step back” m Hybrid m ocraHanmure TpW TEXHHKH, KaKTO U MEXIY
“crown down” texauka U RaCe Ni-Ti files, n 006paboTka Ha KOPEHOBHS KaHAJ C
yATpa3ByK U €HA0COHOpHU munu. C Hail-BHCOKa cpelHa CTOMHOCT Ha BPEMETO 3a
00paboTka Ha KOPEHOBMs KaHal € TexHukara “step back” 13 min, ciexBana ot
xubpuaHara Texuuka- 10,2 min, a Ha nocneaHo mscro e “Crown down” texHuka u
RaCe Ni-Ti files — 8,3 min. CurnudukantHa pasiuka ce HaOIrOJaBa MEXIy
CpeIHHTE CTOMHOCTH Ha TEXHHKaTa “step back” M BCHYKHM OCTaHANM TEXHUKH,
KaKTO ¥ MEXIY XHOpUIHATA TEXHHKA, IBETE TEXHHUKH ‘“‘crown down” u o6paboTka
Ha KOPEHOBHUS KaHAIl C YATPa3BYK M €HAOCOHOPHU NMUIH. CpaBHUTEIHHAT aHAIH3
Ha pe3yiTaTUTe OT MHKPOOMOJIOTMYHOTO H3CIlie[IBaHE B JBeTe rpynu (0OpaboTka
cbe “step back” u SS K-files u “Crown down” texuuka u Ni-Ti K3 files), nokassa
HAIMYHAE Ha O-ToJsIMo KonuuecTBo Gakrepun 1.10% CFU/mI usnesnu usebH arekca
npu obOpaboTka ¢ ppyHa TexHHKa. KOIM4YecTBOTO Ha eKCTpyaupaHuTe GakTepuu B
rpymata ¢ MammHHa oOpaGotka e 1. 10°CFU/ml.  Haii-romsamo MegmaHHO
MHKPOOHO YHCIIO Ha OaKTepHUTE M3JIE3)IH U3BBH areKca Ha KOPEHOBUTE KaHAJHU Ce
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Habo/1aBa B TpymaTa ¢ ppuHa obpabotka (“step back’rexnuka). 3a MbpBH BT y
Hac ce m3cienBa oOpaboreHara kopeHoBa MOBBPXHOCT upe3 CBCT (xoHHYHO-
JpYEBa KOMIIOTBpHa ToMorpadus). OT HU3CIIEIBaHETO C€ YCTaHOBSBA, Y€ Haii-
paBHOMEpPHO pa3lIUpEeHUE M0 JbJDKMHATA Ha KOPEHOBHS KaHal, CleABaiiku
HEroBaTa KOHMYHOCT C€ MOJIy4aBa MpH pasmupeHueTo ¢ K3 HUKen-TUTaHOBU IIIIH.
ITpu Ni- Ti RaCe file ce Habmr01aBa MOYTH JBOWHO pa3IIMPEHHE BHB BECTHOYIIO-
nmuHTBaNHa mocoka. Ilpu ,.step back” Texnuka, pa3mmmMpeHHETO € PaBHOMEPHO II0
[s1aTa KOpPEHOBa JBJDKMHA, HO HMa yBEJIHYaBaHE Ha pPa3CTOSHUETO [0
aHaromuynus amekc. Ilpu hybrid technique ce wnaGmogaBa moYTH BOWHO
yBeIMYaBaHE HA MIMPUHATa Ha KOPEHOBHA KaHan ciex obpaborkara. [lpu
oOpaboTkaTta ¢ yNTpa3ByK Ce MOMy4aBa HEJOCTATHYHO DA3LIMPEHHE B TOpHATa
TpeTa Ha KOPEHOBHS KaHAl M ce HaOmogaBa 3ary0a Ha KOHHYHOCT, KakTO M
yBeIMYaBaHEe OTCTOSIHUETO Ha AlIUKATHOTO CTECHEHUE OT aHATOMUYHUSI alleKC.
HAYYHU IIYBJIUKALIUU U ITPOSIBU:

. Panesa EH, PU Bacunesa, M/] benuesa. I BUTpo u3cieaBaHe KOIMYECTBOTO
HU3TJIIaCKaHH GaKTepHI/I TIpe3 allMKaJIHU d)opaMeH IIpH U3II0JI3BAHETO HA ABC
TEXHHUKH 32 00paboTKa Ha KOpEHOBH KaHanu. JleHTaiHa Menunuua, 93, 2010, Ne2,
(mox meyar)

e Radeva EN, RI Vassileva, MD Belcheva. In vitro study of apically extruded
bacteria after two instrumentation techniques. 15-th Congress of the Balkan
Stomatologycal Society, Thessaloniki, Greece, 22-25 April 2010, pp.154

e  Radeva EN, RI Vassileva. Comparative In vitro Study of Apically Extruded Debris
and Irrigant following use Conventional and Rotaty Instrumentation Techniques.
20 th Annual Assembly of IMAB, Varna, Bulgaria, 6-9 May 2010

Hayunust otyer e npuetr ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Horosop Ne 42/2009 r. M3ciienBaHe HA IPOMEHUTE B CIIOHKATA M PUCKBT OT

Pa3BUTHETO Ha 3b0EH Kapuec MPH ACTMATHIIN, TeKYBAHH ¢ HHXAJATOPHH
KOPTHKOCTEPOUIH

BOJEL U3CJIEJAOBATEJL: I'n.ac. Emumus 'omosa Kaposa

BA30BA OPI'AHU3ALIUSA: dakynrer no nentanHa meauuuna, Karenpa ,,KonceppatiuHo
3pOoMeucHNE”

PE3VJITATH:

Wscnensanero ce mposene Bepxy 70 mamumentu - 30 actmaruum u 40
KOHTpoiH. M3cnenBann ca konmdecTBoTO M pH Ha HecTHMynupaHa U CTUMYJIHpPaHa
ciroHKa, OydepeH kananuret, ciroHYeHO HUBO Ha Str. Mutans, mpomenure B pH Ha
CIIOHKA ¥ 360HA IUIaka cien nuxanamus Ha Foster, Seretide u Symbycort u 36eu
cTatyc. ACTMATHIMTE Ca ChC CHIIECTBEHO IMO-HUCKO HUBO HA XUAPATALUs, KOETO Ce
3ama3Ba BbB BPEMETO. 3HaUMMO HaMajsiBa KOJHMYECTBOTO Ha HECTUMYyJIMpaHaTa
CIIOHKA MPH aCTMATHIM, HO HE CE YCTAHOBSBAT CBIIECTBEHH MPOMEHH B
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KOHCHUCTEHIMATA, pH Ha HeCTUMyJIHMpaHaTa U CTUMYJIHMpaHa CIIOHKA, OyepHus
KamaluuTeT ¥ HUBOTO Ha Str.Mutans. Cekpenusita Ha CTUMYJIMpaHaTa CIIOHKA €
I0-HUCKA IIPH aCTMATHIIMTE, HO ce yBeJlM4aBa ciiei mect Mecena. pH Ha
3p0OHAaTa IJIaKa 3a TOpHATa YEIIOCT € CHINECTBEHO IMO-HUCKO OT TOBa Ha JOJIHATA,
oco0eHO TIpH ManWeHTHTe JeKyBaHM cbc Seretide um Symbycort. Crexn
WHXanamus, ¥ IpU JABETe MOCEUICHHWs, HadanHoTto pH Ha HecTHMyiHpaHarta
CIIIOHKA W Ha 3b0OHaTa IUlaka HaMalIsiBaT 3Ha4MMO, ocoOeHo, Ha 1 u 5 MuHyTa.
CnenBa mokayBaHe Ha croiiHocTHTe MM 10 30 MuHyTa, 0e3 1Oa IOCTUTHAT
IIbPBOHAYAITHUTE M3MepBaHus. Hali-ChIeCTBEHN U MPOJBIDKUTEIHY ca IIPOMEHHUTE
cnen ipueM Ha Seretide. Bposit Ha kapuo3HuTe W 00TYpHpanuTe 3604 1 DMFT
HMHJEKCa NpU acTMaTuLuTe € mo-BucoK. Haili-Bucoku croiiHoctn Ha DMFT
HWHJIEKCa Cce TMoJydaBaT NMpH MAallMeHTUTE Ha JiedeHne che Seretide, cienBaHu oT
Symbycort u Foster.

Hayunust otuer e npuer ¢ BUCOKA onenka o ckanara Ha CMH.

Jorosop Ne 37/2009 r. Cp31aBane u anpodupane Ha copTyepeH NPOAYKT:
”KoMnioTbpHa nporpaMa 3a u300p 1 Hape:KIaHe Ha U3KYCTBeHHU 301 Ha LeJIn

NMpoTe3n BbB (PPOHTAIHATA pABHHHA
BOAEL U3CJTEJAOBATEJIL: IIpod. Arnon JJumutpoB Ouryes, tMH
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHUIL:

. I'n.ac. Kanuna Cramona [1aBnoBa, Karenpa “IIporernuna aeHranHa MegunuHa”

. Cr.ac. Togop LlonkoB Y3ynos, Kateapa “IIporeTryHa aeHTaIHa MEAMIIMHA"
BA30BA OPITAHU3ALUSA: MVY-Codus, ®akynrer no Jenranna Meaununa, Katenpa
“IIpoTeTnyHa IeHTaNHa MEIULUHA"

PE3VJITATH:

Ce3maneHa e ynoOHa W JiecHa 3a HM3IIOJI3BaHE KOMITIOTHPHA Iporpama
VirtualLab, kosTo moamomara NEHTANHHsS €KUI MPH H3pabOTBAHETO HA IIENH
mpoTe3n. 3a pa3paboTBaHe Ha KOMITIOTBPHATA MPOTpaMa ca Ch31aJAeHH TPUU3MEPHHI
MOJIENIM Ha TOPHH W JOJIHH 360U ¢ momomrra Ha codryeprust npoaykr 3d MAX.
OcurypeHa e Bp3MOXXKHOCT 32 MHTErpuUpaHe Ha IU(poBa CHUMKA Ha INAlMEHTa B
aHdac kM uHTep(eiica Ha mporpamara. Pa3paboreHa e 6a3a JaHHH, ChIbpIKaIla
pa3NMYHM BapUaHTH Ha HapexaaHe Ha ¢poHTanHuTe 3B0u. Cb3gageHUAT
co(TyepeH MpoIyKT MO3BOJISIBA HA JIEKaps 110 JEHTAJIHA MEIUIIMHA Ja TPEATI0KH Ha
MalreHTa BB3MOXKHOCTTa Ja u30epe Moaxonsma roileMuHa, ¢opMmMa W IBAT Ha
n3KycTBeHuTe 3501, OT BhBEICHUTE BapHaHTH Ha HapeXIaHe Ha (pOHTATHH 360U
ce m30upa TMOAXOAAN W CE aJanTHpa KbM BbBeleHara HH(ppoBa CHUMKA Ha
nanueHTa. Ciieqr ToBa € Bb3MOXKHO MTPEU3HO MAaHUIYJIMPaHe Ha BCEKH 350 B TPHUTE
PaBHUHU. 3aB’]>le_leHPIﬂT )51 01106peH OT NMalMECHTa BaApUAHT CC apXuBHUpa C HETOBUTE
JIUYHH TAHHU W Ce M3Mpalia KbM 3b00TexXHHYecKaTa Taboparopus. KoMmmroTspHaTa
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rnporpamMa NpEACTaBIsiBAa BUCOKOTEXHOJIOTMYEH MHCTPYMEHT, KOHTO MOXE Ja
MOCTY)KM Ha JieKaps MO JICHTaJHa MEIWIMHA Ja IOCTHTHE IMO-I00Bp JieueOeH
pe3ynarat. T AupekTHO moAanoMara nandeHTa B u300pa Ha U3KyCTBEHH 3b0M U BUJ
Ha HapeknaHe. [Ipsko ro aHraxkmpa B Tpoleca Ha €CTETHYCCKO OQOpMsSHE Ha
MpOTe3HaTa KOHCTPYKIMS, KOETO BOAU JO TMO-TOJISIMa YJOBIETBOPEHOCT OT
JICYEHUETO U CKBCSBAHE Ha aJlanTallMOHHUS 1epuoj. [IperneHusT Bu3yalieH 3amuc
U Bb3MOXHOCTHTE 3a On line kxomyHukarnms yiecHsiBar paborara CbC
3b00TEeXHUYECKATa Ta00PATOPHSL.

HAYYHU IYBJIMKALIUHA U TPOSIBU:

. Uzunov, T. Tz, J. Pavlova, A. Filtchev, B. Apostolov. Computer program for
frontal teeth arrangement in total dentures. The 15-th Congress of the BaSS 2010,
Thessaloniki, Greece.22-25 April, 2010, page 250-251.

e  Hayunara paspaborka wie Ob1e npejcraBena upes nocrep Ha Sofia Dental Meeting
-29.09.-2.10.2010 .

Hayunust otuer e npuer ¢c BUCOKA onenka o ckanara Ha CMH.
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ME/JTUKO-COLIHATHA OBJIACT

Jorosop Ne 10/2008 r. Pa3pagoTBaHe U NpUI0KEeHHE HA METOA HA
CpaBHsIBaHe 4ype3 “3Jji1aTeH cTAaHAAPT” (0eHUYMAPKHMHI) B 00JTHUYHUS
MEHHTKMBHT
BOJAELL U3CJTEJOBATEJI: [lou. [Terko Henkop Camues, nm
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHII:

. Cr.ac. Tonop I'eoprues Kynnypxkues, KCM3M,

. Ac. Huxonait Munenos Xpucros, KCM3M

. Cr.ac. Ilemka Anrenosa ITemesa, KCM3M
BA30OBA OPTAHU3AIMS: Karenpa mo conuanHa MeIWIMHA U 3IpaBEH MEHHDKMBHT,
M®, MV-Codust
PE3VJITATH:

Llenta Ha mpoekta Ge pa3pabOTBaHETO Ha METOAWKA M Ch3JaBaHETO Ha

HHJIEKC 3a cpaBHsjBaHe M oleHKa Ha Oosauiure (Bomnnuen benumapk Uunekc -
BBU). UsBppmieH Oe Mmera-aHain3 Ha W30paHa JHMTEepaTypa BBPXY OOJHUYHHS
MEHHKMBHT. [IpoBeieHO Oe HAIlMOHAIHO MPOYYBaHE /4pe3 aHKETeH MeTon/ Ha
OOJHUYHUTE CTPYKTYpH Ha TepHTopusATra Ha P Bbarapus, He3aBHCHMO OT TeXHHS
ctatyT u cobcrBeHoct. [IpoyuBanero 6e mpoBeneHo ¢ noakpenara Ha M3 u H30K.
Or H30K Hu 0sixa mpemocTaBeHH IaHHMA 3a JACHHOCTTA W pe3yiTaTHTe Ha
OoyHMYHUTE JieyeOHM 3aBeneHus 3a nepuon 2006, 2007 u 2008 r. IIpoBenenu Osxa
MPOYYBaHUsI CpeJ HAa4yaJHUIM Ha OTACNCHHS M KIMHHUKH; JIEKapH U CECTpH;
MalUeHTH W JupeKTopu Ha OonmHmim. Llen Ha mpoyuBaHeTo «OpraHu3aliOHHA
CTa0MIIHOCT W MOTHBALlUsl Ha IEPCOHala» Cpex JeKapu M cecTpu, Oe ma ce
YCTaHOBM MOTHBAIMATa M CTAOMIHOCTTa Ha OpraHHU3aIMATa W Ja ce pa3paboTu
,,JIHIeKkc Ha crabuinHocTTa ® Ha opranuzanusaTa (6omHMIATa)” — 00IIO 32 cTpaHaTa
u mo peruoHu. llen Ha mpoydBaHETO HAa MHEHHETO Ha MAalUeHTHTe Oe Ja ce
YCTaHOBHU yJOBJIETBOPEHOCTTa UM U pa3paboTH ,,VIHIEKC Ha yIOBIETBOPEHOCTTA” —
o010 3a crpaHatra U 1o peruoHu. [lpu paspaborBanero Ha BBU neueOHute
3aBelieHUs 0siXa CpPaBHSBAHH B CJIEIHUTE KIBCTHPH: MHOTONPO(WIHHM OOJIHMIH,
CHelUaNn3upaHy OOJHWMIM, JUCHAaHCepH M CIeNUaTM3MpaHd OoNHMIM 32
pexabwmtanus. Ch3naJeHUTe B XOJa Ha NMPOEKTa BBIIPOCHUIM M METOIUKH ca
NMPWIOKHMH 3a ©KCIEePTHH OIEHKH B IAjJaTa HAIWOHAJHA CHCTeMa Ha
3/paBeona3BaHe.
BBB BpB3Ka ¢ MpOEKTa MPEACTOM Ch3JaBaHeTo Ha MHTepHeT cTpaHHIa, KOSATO Ja
Chb3JaJe BB3MOXKHOCTH 32 TIIO-TOJIIMA HH(QOPMHPAHOCT Ha TAIUEHTUTE W
PBKOBO/ICTBATA Ha JICUEOHUTE 3aBEICHNSI.
HAYYHU NYBJIMKALIUU U ITPOSIBU:
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. I'puBa Xp, T Kynnypxues, P Konaposa. M3nonsBaHe Ha KIIBCTEPEH aHAIM3 3a
rpynupaHe Ha OOIMMHCKHTE MHOTONPO(QWIHKM OONHHIM 3a aKTHBHO JICUCHHE.
Conunanna meauiunaa 2009, 1: (ITox neyar).

e Caiues I1. benumapkunr u Data Envelopment Analysis — Bb3MOXHH OAXO/H 32
He3aBHCHMa BBHIIHA OLleHKa Ha Oonnuuure. ColManHa MeJUIMHA M 3ApaBeH
MeHHULKMBHT 1, 2008, Ne2, 34-52.

. CamueB II. Bonnmuen OeHumapk wuHzaekc. ColpanHa MEIMIMHA W 3IpaBeH
MeHHDKMBHT 2, 2008, Ne3, 39-53.

. CamueB II. BB3MOXKHM TOOXOAM TpPH CpaBHsBaHETO (OEHUMApKHHI) Ha
0OpPOBONHUTE  3ApaBHO-OocUTypuTenHu QoumoBe B boarapus. Commanna
MEJIMIMHA 1 3paBeH MEHHDKMBHT 2, 2008, Ned, 33-52.

e  XpucroB H, IT Camue. EdextuBHocT B 3apaBeonasBaHero u DEA. Conumanna
MeIMIMHA 1 37paBeH MEHHDKMBHT 2, 2008, Ne4, 52-63.

. TlemeBa II. AcnekTn Ha MeauiuHaTa Oa3upaHa Ha JokasatenctBa. ColmaniHa
MeIMIHHA 1 37paBeH MeHHDKMBHT 1, 2008, Ne2, 24-35.

. Cayrae ITH, JI I'eopruesa IIpuHIMIM ¥ NpakTUKH B 3[PAaBHOTO U IIEHCHOHHO
ocurypssane. Copus 2008, nza. Ontuma-HMH, 191 crp.

. CpaBHsiBat 0oiHUIMTE B Bbiarapus no gaHHU OT MeULM U nanueHTu. MHTepBio
Ha 1. Canues 3a Zdrave.net or 18.03.2009 (ITpuioxenue Ne 11)
http://www.zdrave.net/Portal/News/Default.aspx?evntid=G7vLXt3gga8%3d

. Beeku tpetn mnama 3a xamdera B OomHuua. Martepuan Ha I1. CamueB BBB B-K
Cranpapr, 3a 3xpaseto ot 26.02.2009 (ITprmnoxkerue Ne 12).

. Canues ITH. IlpenusBukatencTBa npex Obirapckara OOMHMIA B CBETJIMHATA Ha
HOBaTa 3/paBHa IIONMTHKa Ha mpasurenctBoto. Cemunap ,,Homara 31mpaBHa
MOJIMTHKA — HOBU TPEIU3BUKATENCTBA npen Obirapckara OonHuua”. [IpoBeaeH B
Codust, brarapus na 06.06.2008.

e Caiues [1H. benumapkunr u Data Envelopment Analysis — Bb3MokHM mOax011 32
HE3aBHCHMA BHHIIIHA OLIEHKA Ha edeKTMBHOCTTA HA OonHunute. Cemunap ,,HoBara
3[paBHa IOJUTHKA — HOBH NpPEIM3BHKATENICTBA Ipex ObJrapckata OoiHMIA”.
Iposenen B Codust, Bearapus na 06.06.2008.

o Cayrue ITH, JI T'eopruesa. IlpuHuMNY, MpakTUKM M MOJENM Ha 3IPaBHOTO U
neHcuoHHoTo ocurypsiBane. Cemmunap ,IlpenusBuxatencrsa mpen OusHeca B
3[IpaBHOTO M TIEHCHOHHOTO OCHTYpsIBaHE B YCJIOBUSTA Ha HOBHTE INOJIUTUKH B
bearapus u EC”. TIposenen B Codus, brarapus na 29.10.2008.

o Xpuctos HM. Cemunap ,,beirapckoro 3apaBeonasBaHe — HCTOPHs, peopMH H
npenu3BukarencTsa’. [Iposenen B Tokuo, AAnonus va 11.07.2008.

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka mo ckanata Ha CMH.

Jorosop Ne 49/2009 r. M3paGoTBaHe Ha CTAHAAPTHM IVIAHOBE 32 CECTPHHCKH
TPHIKH
BOAELL U3CJIEJOBATEJL: nou. ['anmuaa CtamoBa Yanesa, 1M
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUAIT:
. Jou. VBanka KocroBa Crambonosa, v, Katenpa ,,3apaBuu rpmwxn”, @03
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. Mapus MBanosa /lumutposa, Karenpa ,,3xpasau rpmwkun”’, @03

. Iena Pamkosa bukosa-VBanosa, Karenpa ,,3xpaBuu rpmwxu”, O3
BA30BA OPI'AHM3AIUA: Katenpa ,,3npasau rpmxu”’, O3, MY-Codust
PE3YJITATH:

[IpoBenoxme HaOmogeHWe Ha 591 mamMeHTH OT MET YHUBEPCUTETCKU

6omuui B Codpus — YMBAIJL ,, Anekcanaposcka”, BMA — Codwust, MBAJICM
H[uporos”, MU wa MBP, YMBAIJI ,CB. AnHa” — Codusa. CnOpana Oeme
nHpopMaIys 3a 0a30BUTE MOTPEOHOCTH OT TIPMXKM 3a MALMEHTUTE Ype3 KapTa,
ChIbpiKallla OIMCaHWEe Ha OTKJIOHEHWsATa W HapyNIEeHWsATa O OTHOIICHHE Ha
IWIIaHe, ChbpJAeYHA-ICHHOCT, TeMIeparypa, OTIeNeHe, XpaHeHe, JBIKCHHE,
XHUTHeHA, KOMYHHUKAIHU U JIPYTH.
[Monyyenure pe3yiraTd NOKa3BaT, 4e MAlIEHTUTE, KOMTO HSIMAT OTKJIOHEHHS B
IOUIIAHETO, XPAHEHETO W IBHTATEIHATa aKTUBHOCT Ca IO-MajJKO OT IOJIOBHHATA.
[ManuenTnTe, HA KOUTO Ce MPOBEXIa KucIopoxorepanus ca 9,81%, a mymauure ca
17,59%. IlapentepamHo XpaHeHe ce mpoBekaa Ha 4,23% oT wu3cnenBaHUTE
nmanueHTd, a 16,41% ca Ha AueTHYHO XpaHEeHe. be3 OTKIIOHEHHA B OTHEISIHETO ca
CBIO OKOJIO IIOJIOBHHATA OT M3CIEABAHUTE MalueHTH, kato 10,99% ot Tax ca ¢
ypeTpaiicH kateThp. [lanuenture BbB heOprtHo cheTosHue ca 8,46%. OrpaHnueHa
JIBUTaTEHA aKTHBHOCT ce HabOirofasa mpu §,62% OT malueHTUTe B U3CICABAHHUTE
OoomHuy. CwOpanaTa MHQOpPMAIMS OTHOCHO OTKJIOHEHHATa WM HapyIICHUSTAa B
CBCTOSIHUETO Ha IAI[MEHTUTE HU IO3BOJIM Ja Pa3paboTHUM CTAaHJapTHH IUIAHOBE 3a
TPWKU, KOWTO pa3leiuXMe B TPU TPYIH: CECTPHUHCKH TPIDKH NPH COMATHYHHU
3a00JIIBaHMsI, CECTPUHCKH TPW)KA NPU XUPYPTUYHH 3a00JSBAHUS M CHEHUATHH
cecTpuHCKH rpmwku. CTaHIAPTHATE IUTAHOBE 32 TPIDKM ca HACOYCHH HE caMO KbM
0a30BUTE MOTPEOHOCTH HAa MALMEHTHUTE, HO U Tpu Oopba ¢ OoKara, KOMyHUKAIIHH,
NICHX0-eMOLIMOHAIHA MoJKpena 1 1p. [linaHoBe 3a CeCTPHHCKH TPHKHU CE U3IIOJI3BAT
LIMPOKO B TNpodecHoHalHaTa MpakTHKa Ha MeOUIUHCKHTe cectpu oT EO m
OCHUTYpsIBaT KaueCTBOTO W CUTYPHOCTTA Ha MalMeHTa U NpodecHoHaINCTa INpH
ochlecTBIBaHETO WM. IliaHOBeTe 3a TPIXKM ca CTPYKTypHpPaHH B TPH
HaNpaBleHHUS: OTKIOHEHUS W HapyIIeHUs; NEHHOCTH M CECTPUHCKH TPWXKH U
oudakBaHM pe3ynraTi. Cuurtame, ge mpoQecnoHaTHaTa MPaKTHKa Ha MEJHINHCKUTE
CecTpH, BKIIOYBAIlla CTAaHJAPTHHATE IUIAHOBE 3a TPWXKU, II€ WM MO3BOJNM Ja
W3BBPIIBAT TPHKH, OCHOBABAIIH CE HAa WHAWBUAYATHUTE MOTPEOHOCTH HA MAIleHTa
U II[e TapaHTHpa 0e30M1acHOCTTA U IIpaBaTa Ha O'BJITapCKUS MAlMeHT.

Hayunusr otyer e nmpuer ¢ BUCOKA ouenka o ckanata Ha CMH.
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Jorosop Ne 36/2009 r. AkTya/in3upaHe ¢ u34epnaTesjHu JaHHu 3a 2007 — 2008
r. Ha Hauuonanuus peructsp Ha npodecuonannara 3adoasemoct. IlpoyuBane
Ha TPYA0BO-MeIHLIHHCKHTE XapaKTePUCTHKHU Ha podecHoHaIHOo-00HuTe B P
Bbarapus
BOJELL WU3CJIEJAOBATEJ: Ilpodp.Hesena KocrtoBa IlaueBa—
Xpucrona, M
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUIT:
. Jou. Kaponuna JIro6omuposa, am, Karenpa ,,Tpynosa menuuuHa”
. Ac. Coo¢us I'eopruesa, O3, Karenpa ,,TpynoBa meauiusa”
. Ac. Suxa Ilponanosa, Karenpa ,,Tpynosa mequinHa”
. J-p AnGena BwrrkoBa—Koctante, mokropant, Karenpa , Tpynosa
MeauIHa”
. Jou. Emun Bopnenuwapos, M, Karenpa ,,Xuruena, MeIuImMHCKa
€KOJIOTHSI U XpaHeHe”
. Ac. Mas Jlsnun, Karempa ,,Xurmena, MeJUIIMHCKA €KOJIOTHS H

xpaHeHe”

. Ac. Mapus Huxonosa, Katenpa ,,XurueHa, MeAMIIMHCKa €KOJIOTHS U
xpaHeHe”

. Ac. T'abpuena XKekosa, Karenpa ,,.XurrueHa, MEAUIMHCKA SKOJIOTHS U
xpaHeHe”

. I'n.ac. Munena SlnueBa—CroiiueBa, 1M, Karenapa “CouunanHa MeuiuHa
U 31paBeH MeHUDKMBHT”

BA30BA OPITAHU3ALUS: ©O3, Karenpa ,, Tpynosa Meaumuna”
PE3VYJITATH:

Tosu mpoekr  akryanmsupa  Harmmonamumss  Peructsp Ha
npodecuonannara 3adomsemoct /2000-2006/ ¢ u3yepmaTeHu JaHHH 32 Is1aTa
ctpada 3a 2007-2008r., ¢ Hay4eH WHCTPYMEHTAapUyM, CBHBMECTHM C
EBpometickara cratuctuka Ha npodecnoHamrute Oomectn /EODS/ mpu
Hupexkuns  F5,,ConmanHa cratuctika u HWHGOPMALMOHHO 0OIIECTBO” -
EBPOCTAT.

B Hay4HO - TeopeTHYeH MJIaH ce MOCTUTHA:

e  BBBEXAAHE HA MEPCOHAIHA, HHTETPAIHA METOMOJIOTHS, alTOPUTHM H
MOKA3aTeJN 3a OLEHKA BKJI. Ha MPUEMITHBHS Npo(decnoHaIeH PUCK —
BO)XHM 32 3JpaBHaTa CHCTEMa, pabOTOAATENUTE M PEeryJaTOpHUTE
HWHCTHUTYIWY;

e  YTBBpXKIaBaHETO Ha HOBa WHTerpamHa obmact B Tpymoara
MenuiuHa ,,OleHKa Ha 3IpaBHHUS PHCK, TPYJOCIOCOOHOCTTAa H
YCIIOBUATAa Ha TPyX 3a KaueCTBEHO OOy4eHHe M C L€l yCTOHYHBO
BB3IIPOM3BOJICTBO Ha pabOTHATA CHJIA;

e  HayyeH MHCTPYMEHTapuyM, ChbH3MepUM cC eBpomeiickute u Ha C30
KPUTEPHH 3a 37paBe M 0€30MacHOCT NpH paboTa, U Bb3MOXKEH MOJIeT,
TMPHUIOXUM IIPHU 6’]))16[].(1/[ HallMOHAJIHU U MEXAYHAPOAHU IIPOCKTHU.
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B HAy4YHO — IPUWJIOKEH IJIaH:

H34epliaTesHa nHpopmarys 3a perucTpupaHure 1222
npodecronanto - 6onuu 3a 2007 — 2008;

XapaKTepHCTHKA Ha yCJIOBUSTA HA TPYH, BOJCIIN 10 BE3HUKBAHETO U
YCIO)KHEHHATa Ha HPOGECHOHATHM W  JAPYTH  yBPEKAAHUS,
pa3npocTpaHEHUTEe - KOCTHOMYCKYIHH 3a00JABaHMS, CIyXOBH U
BUOpalMoOHHH, U OenoapoOHuTEe OoNecTH;

CpaBHHUMOCT Ha MJaHHUTE 32 MNPOPECHOHATHOTO 31paBe IpH
BBBEXKAAHE METOJOJOTUATa W TpuckenuHsBaHe Ha PO3 u MY
Codpust xpM paboTHata Tpyma 3a EBpomeiicko mNpoyuBaHe Ha
CBBP3aHUTE C TPyda TPaBMH U 3ApaBHH mpodiemu 3a 2009 -2013.

HAYYHU ITYBJIMKAIIUHA U ITPOSABU:

BwrroBa AK. Crpaterus 3a 3apase u 6e3onacHocT npu pabora B EC, 31paBHa
MOJIMTHKA U MEHUIKMBHT, 2009, 9, 1, 76-80.

BwrkoBa - Kocrante AK. AHamu3 Ha 3IpaBHOTO CBhCTOSHHE W Ha
3a00JI1eMOCTTa C BPEMEHHA HETPYZOCHOCOOHOCT HPH YYUTEIH B POMCKH
yumnuina, Scripta periodica, 2009, 12, 21-29

Wmuea JIA, CI' EBcrarueBa. IIcMXOCOLMadHM acleKTH B EPrOHOMHUSTA,
3/1paBHa MOJUTHKA U MEHHDKMBHT, 2009, 9, 5, 32-36.

Wmuesa [, C EBcraruesa, SI1 IIpoganoBa. BeBexaane Ha W3MCKBaHHUATA HA
EBpomeiickoTo 3aKOHOAATENICTBO IIPH OCUTYpsIBaHEe Ha OE30IACHOCT H 37apBe
npu pabora B Phearapus. Criennaliiu IUpeKTUBY [IPU PUCKOBETE, CBbP3aHU C
CKCIIO3UIMs Ha (1)M3M‘IHI/I Cl)aKTOpI/I U XUMHWYHH arcHTH, 3;1paBHa IIOJINTUKA U
menmkMbHT, 2010, 10, 3, 63-69.

ITageBa H, IO Bammues, A V3yHoBa. AHann3 Ha 3a00JIIEMOCTTa C BpEeMEHHA
HepaboTOCTIOCOOHOCT Ha YYHUTENHN OT pOMCKHU y4ymnmia, ConpanHa MeAUIHA
1 31paBeH MeHumKMBHT, 2008, 4, 4 7-15.

IlaueBa HK, MI fxueBa, PUB HukomoBa. Enugemuonoruss Ha
npodecronannure Oonecty B P.Bweirapus, 3npaBHa monuTHKa M
menmkMbeHT, 2010, 10, 4 /mox neuat/

Hauesa HK, PHB HuxonoBa. EBpomeiicku wu3MepeHus Ha TpynoBaTa
MeIMIMHA 3ApaBHA MOJNTHKA 1 MeHHDKMBHT, 2010, 10, 4 /mox mevat/
Nikolova RIv, NK Tzacheva. Regulating mechanisms and cardiovascular
response pattern in mental and static workload - Part I, Comptes rendus de
I'Academie Bulgare des Sciences, 2010, 63, 8 (in press)

.Nikolova RIv, NK Tzacheva. Functional significance of autonomic control
for genesis of diseases associated with dysfunction of the Autonomic Nervous
System - Part II, Compt Rend Bulg Acad Sci, 2010, 63, 9 (in press)

Nikolova R, EV Vodenitcharov, NK Tzacheva. Physiological mechanisms
controlling cardiovascular responses to muscular static load. Acta Medica
Bulgarica, 2010, 1, (in press);

Tzacheva NK, VV Borisov. Necessity and approaches for university
education in occupational health, Aspects of Public health and health Care
Policies in Greese and Bulgaria, Papazissis publishers, Athens, 2009, 87-94.
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. I{auesa HK. ,,Enunemuornorust Ha mpodecronamuute 6omectui”, “Xurnena -
Tpynosa memuuuna”, C, KAMES, 2010 /nox neuat/

. JunkxoBa MK, HK IlaueBa. OmeHka Ha pHCKa U 3ApaBHUS CTAaTyc IIPH
paborelmy B MaHraHOBO Haxojuine. Enmaemuonorus Ha mpoeCHOHAIHUTE
xponuuHu otraBanus, 2010, C, /mox neuat/

. A BwrroBa—KocranTe. “ [Ipoy4BaHe Ha 3IpaBHOTO CHCTOSHHE HA HPOPECHOHATIHO
OONMHUTE B CTpaHAaTa /METOAWKA, EKCIEPTH3a, TPYIOBOMEAULUHCKH mpodiaemu/”,
noktop 1o meauiuHa, C, 2009.

. Tzacheva NK, MG Yancheva, AK Vatkova. EPIDEMIOLOGY OF THE
OCCUPATIONAL DISEASES IN BULGARIA, Conference “Public health and
health Care in Greese and Bulgaria” The Challenge of cross — border
Collaboration, 8-10.05.2009, Alexandroupolis, p. 98.

. Lyubomirova KD. HEALTH RISK MANAGEMENT AT OCCUPATIONAL
EXPOSURE TO CARBON DISULFIDE , Conference “Public health and health
Care in Greese and Bulgaria” The Challenge of cross — border Collaboration, 8-
10.05.2009, Alexandroupolis, p.87.

. Lyubomirova KD, T Popov. Health risk prevention at occupational exposure to
polycyclic aromatic hydrocarbons, Medical management of Chemical and
Biological Casualties, 27-28. 04.2009, VMA, SOFIA.

Hayunusr otyer e npuet ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 62/2009 r. KauecTBO Ha KHBOT HA ANMEHTH C MO3bY€H HHCYJIT

BOJEL U3CJIEAOBATEJL: I'n.ac. Kpuctuna Xpucrosa [lonosa, im
YJIEHOBE HA U3CJIEJOBATEJICKHUS EKHUIL:

e IIpod. Camka Pymenosa Ilonosa, oM,

. Jou. Koneuka Becenunona Illomnosa, am,

. T'n.ac. Henu [letpoBa, ri.acucTeHT
BA30OBA OPTAHU3ALIUA: ®akynarer mo obmiectBeHo 3apaBe, MY-Codus, Kartempa
,MEIUIIHCKA €THKA U 1TPaBo”
PE3VYJITATH:

MOoO3BYHHAT MHCYNT € IepeOpoBacKylapHa OOJeCT ¢ BaKeH HPUHOC 3a
TEXECTTa Ha CMBPTHOCTTAa M 3a00JI€Ba€MOCTTa Y HAC M € €JHa OT Hal-BaKHUTE
MPUYMHU 32 TPOIBDKUTENHA WHBANMIHOCT. llenra Ha wu3cienBaHeTo € Ja
UACHTU(UIMPA OCHOBHY KJIMHUYHU U OPTaHU3alMOHHH POOJIeMH NIPYU MalUeHTHTE
C MO3BYEH MHCYIT W KayeCTBOTO HA TEXHMS JKMBOT. J[aHHWTE OT M3CIICBAHETO
MOKa3BaT, 4e mpe3 nocienHute Tpu ronuHu easa 0.04-0.08% oT mamueHTuTe C
uncynt B ctpaHara u 0.1-0.25% ot te3su B Codus ca jleKyBaHH C MOAEPHOTO
e(eKTHBHO TPOMOOIUTHYHO JICYCHHE B ITbPBUTE TPH Yaca CJIJ HACTHIIBAHE Ha
CHUMIITOMHUTE Ha MHCYNTA. Te3W TaHHU Ca HECPABHUMHU ChC CTAHIAPTHTE 32 JICUCHUE
B €BPOINEHCKUTE CTpaHU. [IpoBeeHO € KIIMHUKO-CMUIEMHOIIOTHYHO MPOYYBaHEe U
OIICHKa Ha Ka4eCTBOTO HA JKMBOT HAa MAIMEHTH €IHA TOJHWHA CIIeN TMpPEKUBSH
Mo3b4eH UHCYNT. [IpeacraBenu ca pe3ynratu 3a OPEXUBAEMOCTTa CJIel MHCYIT 3a
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Mepuoj OT eIHa TOAMHA M Ce OLEeHABaT puckoBHuTe (akTopu. M3momsBa ce Kokc
PETPECUOHEH aHaIN3 3a OLIEHKA Ha PEIIaTUBHUSA PUCK I10 IT0JI, CTENIEH Ha CKajlaTa Ha
NIHSS, mpoabKUTETHOCT HAa XUIIEPTOHMATA U AnabeTa B FOAWHU. AprymMeHTHpa
ce HeoOXOJMMOCTTa OT MOJ0OpsIBaHE HA Ka4eCTBOTO HA JICUCHHETO M 3JPABHHUTE
TPWXKHU 32 NAIMEHTUTE C OCThpP MO3b4UeH HHCYAT. [Ipennara ce anropurbMm Ha
MOBE/ICHUE 32 NUArHOCTHKA, JICUEHHE M IMPEBEHLUsS Ha MO3ZBYHHUS HHCYNIT, KOWTO
oTudTa Ccrenudukata Ha OpPraHMW3allMOHHUTC W KJIMHWUYHH W3MEPCHHS Ha
3[paBeolla3HaTa MpaKTHUKa y HaC U MOJKE Jia MOCTYXH KaTto 0a3a 3a MO-HaTaThIIHU
npoyuBanus. @DOKyC Ha WU3CIEIBAHETO € YJYacTMETO Ha MALUEHTHTE B
MEHWKMBbHTA Ha MHcynTa. [lpunoxenara crparerusi BKIOYBA LEHTPUPAH BbPXY
ManyeHTa MoAXoJl, KONTO ce pasriiexaa KaTo MHTerpajHa 4yacT OT IbPBHUUHUTE
TPIKM 32 IAUEHTUTE M BKIIOYBA: CAMOJUArHOCTUKA, CaMOYIIPaBJICHHE,
caMmoJieueHe U caMoHabmoeHe. Pa3paboTBa ce M ce mpeaara ppKOBOJCTBO 3a
0o0ydyeHHE Ha TAIMEHTUTE 3a CeNPMEHUIKMBHT. LlenTa Ha PBHKOBOJACTBOTO € Jia
MOATOTBU NAI[UEHTUTE 332 aHTAKUPAHOCT C KIIMHUYHUSA MEHUKMBHT, J1a MOJKPENU
TSXHaTa poJsl W CHpPaBsSHE C HETaTUBHUTE €MOIMM, TakKWBa KaTro CTpax H
JICIIPECUBHU IIPEKUBSIBAHUS 4peE3 NPEIJIaraHe Ha 3HAHUsA, YMEHUSA U YBEPEHOCT 3a
copaBsHEe ¢ mpobiemuTe, CBBbp3aHH ¢ Oojectra. C orien ga ce mpeopoliee
¢parMeHTanUATa W KIMHUYHATA HEE(PEKTHBHOCT, H3CICABAHETO AaKIEHTHpa Ha
MOTPeOHOCTTAa OT HOBH TEPANEBTHYHM MOAXOOH, W OCOOEHO OT HWHTerpaumus u
KOOpJMHAIUS HAa TbPBUYHATA M OOJHUYHATA TIOMOIII.
HAYYHU IIYBJIUMKALIUU U ITPOSIBU:
. Ionoea K. IIppBuuna npodutaktuka Ha ucxemuunute uHeyata CO. Jlokmaan ot
MEXyHapoiHa KoH(epeHuus ,[loAroToBka, mHpodecHoOHaNHA peanu3anus |
CONMANIeH CTaTyc Ha conmanHus pabotHnk” Ha Coduiickus yHuBepcuteT Ha 7-8
noemBpu 2008 Codusi, Yuusepcutercko u3z. 2009 r., 501-505.
° IlonmoBa K. VHTerpaTMBHUST TepaneBTHYEH IOAXOJ — KIOUOB (akrop 3a
moJo0psiBaHe KayeCTBOTO Ha >KMBOT IPU MAIMEHTH C MO3bYEH MHCYNT. 37paBHA
MOJUTHKA H MEHHKMEHT, 2010, Tom 10, Op. 2, 60-64.
. Ionosa K. KinHMYEeH MEHM/DKMBHT Ha MO3bYHO-ChJOBaTa 0o0JecT. 3apaBHA
MOJUTHKA H MEHHKMEHT, 2010, Tom 10, Op. 3, 48-53.
° IonoBa K. AHanu3 1 OleHKa Ha MPEKUBSIEMOCTTA CJIEA OCThP MO3bYEH MHCYIIT.
Conmanna mexunyHa, 2010, 6p. 1, 13-15.
. Popova K. Recent Trends in the Management of Stroke: Evidence of Effectiveness,
in Aspects of Public Health Care Policies in Greece and Bulgaria. (J. Hristov and J.
Kyriopoulos ed.), Papazissis Publishers, Athens, Greece, 2009, 235-244.

Hayunust otuer e npuer ¢c BUCOKA onenka no ckanara Ha CMH.
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Jorosop Ne 34/2009 r. Posisita Ha j1ekapcTBeHara (popMa 3a nogo0psiBaHe Ha
CHIJIACHETO HA MALMEHTA C HA3HAYEHATAa MY JIeKapCTBEHA Tepanusi —

KOMILIabHC
BOJEL U3CJIEJOBATEJL: [lon. Banentuna bostnoBa [letkoBa, ad
YJIEHOBE HA U3CJIEJJOBATEJICKUS EKHUIL:

. I'n.ac. Munen Bennucnasos Jlumutpos

. Mar.¢apm. crienpaniu3anT AHToaHeTa AHTOHOBa AHTOHOBa

. Ac. Cranncnasa Bparoanosa Hopasosa

. numioMaHT AHToHus JlumutpoBa CepOe3zoBa
BA3OBA OPI'AHM3AIMUSA: Katempa ,,OpraHusauuss ¥ HKOHOMHKa Ha apmarmsra”,
®dapmaretien pakynrer, MY-Codust
PE3VYIITATH:

VYBenmuuaBamusaT ce Opoll Ha XPOHHUYHO-OONHHTE TMAIUCHTH, KOUTO
M3UCKBAT e(heKTHBHA JICKAPCTBECHA TEPAITUsl BOJM IO HApACTBaHE HAa KOHCYMAIIUATA
Ha JIEKAPCTBEHU NPOAYKTU. B CBIIHOCTTA Ha palMoOHaNHaTa JIEKapCTBEHA Tepanus
CTOM TNpPWJIATaHETO Ha JieKapcTBa Oe3 Bpeda 3a mamueHta. Ho He TpsOBa ma ce
3a0paBs, Y€ YCIEXbT Ha TEpamusiTa c€ ChbCTOM M B OCHTYPSBaHE Ha CBIVIACHE OT
CTpaHa Ha MAaIMEeHTa 3a MPaBWIHO CIIA3BaHE Ha MPEIIUCAHOTO My JiedeHue. Eto
3al10 MPOYYBAHETO CE€ HACOUYM KbM H3CJIE[BAHE Ha pOJIATAa Ha JIEKAPCTBEHUTE
¢dbopMH ¢ U3MEHEHO OCBOOOXIaBaHE 3a YCIEITHOTO MPOTHYaHE HA JICYCHHUETO.
Pesyntatute OoT mpoBejieHaTa MpsKa aHKETa C MpEACTaBUTENHA W3Bagka or 977
MAIMCHTH, CTPAJIAIIH OT ChPACYHOCHIOBH 3a00IABaHus, TUA0CT U XPOHUYHA OOJKa
B aNTEYHH YCIOBUS TOKa3a IOJIOKHUTENHATAa POJIi Ha JIEKApPCTBEHUTE (OPMH C
MOIU(PHUIUPAaHO OCBOOOKAEHNE 3a MEHHIKMBbHTA Ha TAXHOTO 3abomsBane. Ot
Jpyra cTpaHa TEXHOJOTHYHOTO OXapakTepH3HpaHe Ha Mpo¢uiia Ha 0CBOOOKIaBaHe
Ha Hali—4ecTo MpeANnucBaHUTE U OTIYCKAaHH JIEKAPCTBEHU MPOIYKTU IPHU JeUEHHE
Ha Te3u 3a00JsIBAHUS IEMOHCTPHPA Bb3MOXKHOCTTA 33 BHEAPSIBAHE HA JICKAPCTBEHU
dbopmu ¢ MoaudUIMPAHO OCBOOOXKIABAaHE, Thil KATO 3a IMOBEYETO XPOHUUHH
3a00J1sBaHMsl TakuBa (OPMH HE ca BBBEJACHH B TMpakTHKara. Pesynarature oT
MPOYyYBaHETO TOKa3BaT, Y€ B bbiArapus € BB3MOXKHO peAIU3UpPAHETO Ha
nexapcTBeHH (HopMH ¢ MOAUPHUIHPAHO OCBOOOXKAaBaHE, KOUTO OMXa MOIOOpWIN
KOMIUIalibHCA, OMxXa JoBenw M0 mpenoTBpaTsBaHe Ha HJIP, mexapcTBO-cBBp3aHM
poOJIeMH, HETIPABIITHO JO3HUPAHE, JIUTICAa Ha OAXO A HHPOPMALIUS U JIp.
HAYYHHU ITYBJIMKALIUU U ITPOSIBU:

e  Petkova V. Education of diabetic patients on insulin therapy in community
pharmacies, full text proceedings of the 14th Panhellenic Pharmaceutical Congress,

Athens, 2009, European Journal of Drug Metabolism and pharmacokinetics, Vol.

34,2009, 33. /available on CD-ROM/;

e  Petkova V, Dimitrov M. Compliance and drug forms - is there any interference?,
full text proceedings of the 14th Panhellenic Pharmaceutical Congress, Athens,

2009, European Journal of Drug Metabolism and pharmacokinetics, Vol. 34, 2009,

78. /available on CD-ROMY/,
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. Petkova V, Ibrahim A, Georgiev St. Self-treatment pharmacist's responsibility or
pure marketing?, full text proceedings of the 14th Panhellenic Pharmaceutical
Congress, Athens, 2009, European Journal of Drug Metabolism and
pharmacokinetics, Vol. 34, 2009, 33. /available on CD-ROM/;

e  Petkova VB. Education for arthritis patients: a community pharmacy based pilot
project. Pharmacy Practice, 2009,7(2):88-93

eV Petkova. Insulin treatment or diet? Which is more beneficial for pregnant women
with gestational diabetes? 5th International Symposium on Diabetes and
Pregnancy, March 26 - 28, 2009, Sorrento, Italy, p.51

eV Petkova, M Dimitrov. Diabetes and eye complications — what can be done by
pharmacists? ISPOT The 8" International Symposium on Ocular Pharmacology
and Therapeutics, December 3-6, 2009, Rome, ltaly, p. 142

Hayunust otuer e npuer ¢ OT/IH9HA ouenka o ckanara Ha CMH.
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KOHKYPC
»MJIAJL U3CJIEIOBATEJI 2008” M1 ,,MJIA/l U3CJIEJJOBATEJI 2009”
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ME/JIUKO-BHOJIOTHYHA OBJIACT

Jorosop Ne 8-J1/2008 r. BbBesxaaHe Ha HOB MeTOX Ha 6a3aTa Ha
MYJITHILIEKCHA XHOpHau3auus u nociaeasama ammanuxanus (MLPA) 3a
OTKPHBaHe HA I0JIEMH JeJeNUN/AYITNKAINA B TeHH Ha X-XpoMo3omMaTa
(MECP2, CDKLS5, ARX, NTNG1), MyTauuu B KOMTO BOAST 10 Pa3THYHU
¢opmu Ha X-CBBP3aHO YMCTBEHO H30CTaBaHe

HAYYHO HAIIPABJIEHUE: MonexynsipHa OHOIOTHS 1 TeHETHKA

BOAELL U3CJIEJOBATEJI (1OKTOPAHT): Tuxomup I[IspBanos Togopos
3a4KCIICH 32 PEIOBEH JOKTOPAHT che 3amoBen Ha Pekropa Ne P-230/26.03.2007 r.
HAYYEH PBKOBOJAMUTEJIL: IIpod. Banso VBanoB Mutes, 16H

BA30OBA OPTAHU3AIUSA 3A U3ITbJIHEHUE HA TTIPOEKTA
Meauuuucku @akynrer, Karenpa no Meaguuuncka Xumusa u  buoxumws,
Jla6oparopus mo Knerpuna Curnanuzanus, yi. 3apase 2, Copus 1431,
PE3VJITATH:

C paborara 1Mo HacTOSIIUS NPOEKT Oelle BHBEACH 3a PYTHHHO W3ITBIHECHHE
MLPA anamu3 3a OTKpUBaHE Ha TOJEMHU JCNCIMU/AYIUIMKAIIMA B TCHH,
pasmonoxeHn Ha X-xpoMo3zomarta. Hammre pesynrat ot npuiokennero Ha MLPA
aHanuW3a TpH  KOHKpeTHaTta TIpylma [AalMeHTH I[oKa3axa, de TOJeMH
JeTeIyn/IyIUINKalul  ca psaka TeHeTwdyHa Haxonxka (3%). Teopurmuno ce
ouakBaxa 5% - 10%. BB3MOXXHO € HHCKHMAT MPOLEHT Ja ce IBDKH Ha MajKaTra
rpyna wuscnensanu mnamueHTH. OcBeH ToBa MLPA anamm3sT He mO3BONISIBA
OTKPHMBAHETO Ha JPYrH IO-MaJKH JENelUH, KaTo HalpuMep OTKpPHTaTa OT Hac
nenenyss Ha 44 GasoBu 1nBoiiku He Oeme nerextupana B MLPA mnpoduna na
nanuenTa. OT Apyra cTpaHa, TOYKOBHUTE MYTAIlMK Ce OKa3axa J0CTa YecTa HaXoJKa
IIpY HalyeHTu ¢ kinacudecku Rett cuunpom - 29.4%. To3u pesynrat HajBuiaBa
3HAYUTEITHO MyOJIMKYBaHUTE JaHHH, KbAETO TEHETHYHO ce m3sicHsABat ensa 10-15%
oT ciydauTe. ToBa Mmoka3Ba, 4e HAIIUTE MAIMEHTH Ca MHOTO J00pe KIMHUYHO
M3SICHEHU U TIPABUITHO MOJA0PaHH.

C HacTofImeTo M3cieABaHe Oelre MOCTHTHATO MOA0OpsBaHEe HA T€HETHIHATA
JMAaTHOCTHKAa Ha pa3nudHu (Gopmu X-CBBP3aHO yYMCTBEHO H30CTaBaHE, KaTo ca
pa3paboTeHH 3a JMArHOCTUYHO MPUIJIOXKEHHE KaKTO METOJM 32 ThPCEHE Ha TOJIeMH
JeTIEeLMU U TyTUTUKALUH, TaKa ¥ METOJH 32 ThPCEHE Ha TOYKOBH MYTalIlHH.

CaiiecTBeHO Oellie yBeTMYeH MPOICHTHT Ha TeHETHYHO H3sCHeHuTe GopMu X-
CBBp3aHO YMCTBeHO wu3octaBaHe (6/31=19.4%), koeTo HMMa OTHOIICHHE KbM
TUTAaHUPAHE Ha 3/[paBO IIOKOJICHNE B 3aCETHATHTE CEMEHCTBA.

HAYYHU NYBJIUKALMU U ITPOSABU:
e  Todorov T, A Todorova et al., Molecular diagnostics of mental retardations in
Bulgaria. Manuscript in preparation
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e  Todorova A, T Todorov, R Tincheva, D Avdjieva, | Boneva, V Mitev. Rett
syndrome in two years old girl with Xp deletion — case report, ESHG Conference,
May 31 - June 3, 2008, Barcelona, Spain, Eur J Hum Genet, 2008, 16 (suppl 2)
P01,108.

e Todorov T, A Todorova, R Tincheva, D Avdjieva, V Mitev. Molecular
diagnostics of mental retardations in Bulgarian patients, 8" Balkan Meeting of
Human Genetics, Cavtat-Dubrovnik, Croatia, May 14-17, 2009, Paediatria
Croatica, 2009, 53 (suppl 2) MBB-58, 78.

e  Todorov T, A Todorova, R Tincheva, D Avdjieva, V Mitev. MECP2 mutations in
Bulgarian Rett syndrome patients, ESHG Conference, May 23 - 26, 2009, Vienna,
Awustria, Eur J Hum Genet, 2009, 17 (suppl 2) 97, P02,190.

Hay4Hust oTyer e mpHeT ChC CIEOHUTE OIEHKM mo ckamara Ha CMH:
BHCOKA - 3a w3BbpuieHaTa HaydyHOHM3clenoBarencka aeiiHoct; BUCOKA - 3a
NIPUHOCA Ha IIONy4EHWTE pe3yiTaTd 3a OoQOpMsHE Ha AUCEPTAlMOHHUS TPYX;
BHCOKA - 3a mpuHOCa Ha pealnM3WpaHaTra pa3paboTKa BBpPXY IIpoleca Ha
MOJTOTOBKATa Ha JOKTOPAHTA.

Jorosop Ne 24-J1/2008 r. CKpHHHHT 32 TOYKOBH MYTAl[MM B FeHa 32
KoaryJanuoHen ¢paxrop VIl npu 0biarapecku nanueHTd ¢ Xxemopuiausa A
HAYYHO HAIIPABJIEHHUE: MosnexynspHa OHOIOTHS 1 TeHETHKA

BOAELL U3CJIEJOBATEJI (IOKTOPAHT): BennecnaB PymenoB Atanacos
3a4MCIICH 32 PEIOBEH JOKTOPAHT Che 3amoBex Ha Pekropa Ne P-232/26.03.2007 r.
HAYYEH PBKOBOIUTEJI:. IIpo¢. n-p Bo Mapunos KpemeHncku, tMH
BA30OBA OPTAHU3ALMUSA 3A U3ITbJIHEHUE HA TTIPOEKTA
Hanmonanna rerernyHa adoparopust 1 UMM npu MenunmackH dakynrer
PE3VJITATH:

B eranma Ha mpemaHanmuTHyHa oOpaborka Oemie w3omupana JHK u
MOJIJIOKEHa Ha KAaueCTBEH W KOJIMYECTBEH aHau3. bsixa onTuMu3MpaHu ycloBusaTa
3a ammMpUKanus Ha ek30HWTe Ha F8 — reHa mocpeicTBOM TIpaJueHTHA IO
temneparypa [1BP, mpu xoeTo Oemie ycTaHOBEHa CpelHa ONTHMAlIHA TeMIlepaTypa
— 57 °C B erama Ha xuOpHM3AIMA Ha TpaliMEpUTe BBPXY MATpHUHATA BEPHTa.
Bemre BbBeNeH CEKBEHIMOHEH aHAMM3 M 0sfXa ONTHMHM3HpPAHH YCIOBHATA My 3a
nporudane. OTKpUXMe HOBa HYKJICOTHJHA WHCEpIMs, KOATO HE € OIMCaHa B
nutepatypara. Ts npeacraisBa HHCepUus Ha afgeHuH Ha 391 mo3unus B ex30H 10
Ha F8 —rena (insA391). Ts BeposiTHO € MpHYMHA 3a MposiBa Ha GoiecTra B JieKa
(dopma, TOHEXe ce JoKalmu3upa B CIUIAlC-MACTO. 3a JOKa3BaHe poisiTa Ha
HOBOOTKPHUTATa MHCEPLMs PY MaToreHe3ara Ha 00JecTTa B MOMEHTA Ce MTPOBEXKIAT
MIPOYYBAHHS.
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Hay4Hust oTyer e mpHeT CbhC CIEOHUTE OIEHKM Mo ckamata Ha CMH:
BHCOKA - 3a usBbplIeHaTa HayyHOHM3clenoBarencka aeiiHocT; BUCOKA - 3a
NPUHOCA Ha TOJYYEHHTE pPEe3yNTaTH 3a O(QOpPMSIHE HA AUCEPTALMOHHHSA TPYX;
BHCOKA - 3a mpuHOCa Ha peainm3upaHaTa pa3paboTka BBpXy IIporeca Ha
MIOATOTOBKATa Ha JOKTOPAHTA.

Jorosop Ne 3-J1/2008 r. PazpaGoTBaHe Ha BHCOKOYYBCTBHTEIEH AHATHTHYEH
MeTO/[ 32 onpejeJisine Ha GMOTHOIM B OMOJIOTHYHH TEYHOCTH

HAYYHO HAIIPABJIEHHUE: buoxumus. MeTabom3bMm.

BOJELL U3CJIEJOBATEJ (JOKTOPAHT): buctpa PocenoBa benkosa
3aYKCIICH 32 PEJIOBEH JOKTOPAHT Che 3anoBe] Ha Pekropa Ne P-230/02.03.2006 r.
HAYYEH PBKOBOJMUTEJIL: IIpod. Banpo iBanHOB MuTeB, 10H

BA30OBA OPIrAHM3ALUA 3A W3NBJHEHUE HA TIIPOEKTA
Menununcku dakyntet Kareapa ,,MemunuHcKa XUMUS 1 OUOXHUMUS
PE3VJITATH:

B Hacrosmara HayuHOM3ClemoBaTencka pabora Oe CHHTE3UMpaH HOB
crienMdUYeH 3a THOJIOBH CheMHEHHS, epEeKTUBEH IepuBaTu3upant peareHt - N-(2-
aKpUIOHWI)-MaJCUMU, HW3CIEBAaHM 0OsiXa HETOBUTE CBOICTBA KaKTO H
MPWIOKUMOCTTa My 3a KOJIMYECTBEHO OIpeleisHe Ha THONMH. [IpemuMcTBO Ha
HOBHSI pEareHT €, 4Ye TOH NpUTeKaBa MHOTO HHCKa HMHTEH3MBHOCT Ha
¢iyopecueHnyATa, a HErOBHTE THOJNIOBH JEPHBATH  IIOKAa3BaT  BHCOKA
(iryopecrieHIns ¥ BUCOK KBAaHTOB JIOOMB; pearnpa U3KIIOYUTETHO OBP30 C THONOBU
IPYIH IPH MEKH PEeakIMOHHH yciIoBus. PazpaboreH 6 BUCOKO-e()eKTUBEH TEUEHO-
xpomarorpadcku MeTon, Oasupan Ha usmoi3BaHero Ha N-(2-akpugoHW)-
MaJIeMMHJ KaTo AEPUBATH3MPALL pearcHT 3a onpesesssHe Ha 00IIOTO ChABbpIKAHUE,
HUCKO-MOJICKYJTHUTE OUCYIpuanm u peayuupaHute ¢GOpMH Ha XOMOIMCTEHH,
LOUCTEHH W TIYTaTHOH. MeTONbT € JIMHEeeH B KOHIIEHTpAlnOHHUS mHTepBan 0.5-
25011/M 3a XOMOUHMCTEHH M TIyTaTHOH W B mHTepBaia 0.5-200 [IM 3a mmcrenH.
I'pannmara Ha neTeKTHpaHe 32 XOMOIMCTEHH, IMCTEHH U TIIYTATHOH Ca ChOTBETHO
1.2 pmol, 1.4 pmol u 2.0 pmol npu nHKEeKTHPaHO KOJIUIECTBO B Xpomarorpadcekara
cucrema ot 20 [1. [IpeacraBenust Meron e Obp3, JIeCeH 3a M3IIBIHEHHE, BHCOKO-
YyBCTBHUTEJICH U To4YeH. Toii mo3BoJsBa fa ObAaT N3MEepBaHU MHOTO HHCKH HUBa Ha
THOJIOBUTE KOMIOHEHTH. MeToasT O YCIEemHO NPHUIOKEH 3a KOJIWYECTBEHO
oIpezeNsiHe Ha THOJH B IIa3MEHH Npoou.

HAYYHU IYBJIUKALIUN:
. Benkova BR et al Determination of plasma aminothiols by high performance liquid

chromatography after precolumn derivatization with N-(2-acridonyl)maleimide, J.

Chrom. B, 870, 2008, 103-108.

. Todorova A et al Hyperhomocysteinemia in Patients with Parkinson’s Disease Is it
only the Levodopa treatment to blame? Movement disorder In Press

173



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

Hay4Hust oTyer e mpHeT CbhC CIEIHUTE OIEHKM Mo ckamata Ha CMH:
OT/IHYHA - 3a u3BbplICHaTa HaydyHouscnenoBareicka neiinoct; BHCOKA - 3a
IIPUHOCA Ha IIOJNy4EHHWTE pe3yiITaTd 3a Oo(QOpMsHE Ha UCEPTALOHHUS TPYIX;
BHCOKA - 3a mpuHOCa Ha peanm3upaHata pa3paboTka BBPXY IIporeca Ha
MIOATOTOBKATa Ha JOKTOPAHTA.

Jorosop Ne 15-J1/2008 r. KoMOMHHpPaH eKCIIPECHOHEH AaHAJIM3 HA TeHH,

CBBP3aHU C HEOAHTHOreHe3aTa, NPH HeAPeOHOKIeThYeH 0e101podeH
KapUHHOM

HAYYHO HAIIPABJIEHHUE: Pak: Guosiorusi, emuaeMHONIOTHS, Teparus
BOAELL U3CJEJOBATEJI (IOKTOPAHT): Ceernana HukosoBa MeronueBa
3aducIieH 3a peOBEeH JOKTOPAHT ChC 3armoBe] Ha pektopa NeP-143/27.02.2007,
08.02.2007 r.

HAYYEH PBKOBOJAMTEJL: Ilpod. a-p Apara MBanosa ToHuesa, 10H
BA30OBA OPTAHU3AIMUSA 3A U3ITBJIHEHUE HA ITPOEKTA: Karenpa mo
MeIUIMHCKA reHeTuka, Menununcku @akynrer

PE3VJITATH:

AHruoreHesara uWrpae BaXKHA pPOJSI INIPH TYMOPHHS pPacTeX W
MeTacTasupaHe M BKJIIOYBA pA3MYHHM CUTHAJIHU WbTHINA. VHaynupanero Ha
aQHTMOTeHHH MOJICKYJIM € paHHO CHhOMTHE B pa3BUTHETO Ha Tymopure. Hue cu
MOCTaBUXME 3a LeJT IPOBEXIAHETO Ha KOMOMHHMPaH eKCIPECHOHEH aHallu3 Ha TeHH,
acOlMMpPaHd C HEOAHTHOTeHe3aTa, MpU HEOPEeOHOKIETHYHH  OenoIpoOHU
KapIWHOMH 4pe3 TpuiaraHe Ha BUCOKo uyBcTBHTesnieH PCR Array meroxn. beme
n3zommpana TotanHa PHK ot 16 NSCLCs u 8 nepudepHo pa3noiokeHn HETYMOPHH
mpobu. PCR Array, cpappkam 84 KIIOUOBH 3a HEOAHTHMOTEHE3aTa TeHH, Oere
M3MO0JI3BaH 3a aHaNU3 Ha reHHaTa ekcnpecus. PCR Array aHaiam3bT paskpy I'eHH C
MOHIDKEHA EKCIIPECHsl NPH TYMOPHHTE NPOOHM OT JBaTa XWUCTOJOTUYHM THHA —
aJICHOKapIMHOMHU ¥ IIOCKOKJISTBUHH KapuuHOMH. OT Te3U IeHH eKCIpecusiTa Ha
IL6, FIGF, COL4A3 Gemie 3HAYMTEIHO MOHMXKECHA MPU TMOBEYE OT MOJIOBHHATA
aHanm3upaHu Tnpobu. BaxkHO e ma ce oTOenexn MOHMKEHAaTa EKCIPecHs Ha
NOTCH4 u mpu nBere XHCTONOTHYHHM THIAa TyMopH. Karo mpaBuio Oposr Ha
TeHHUTE C MOHIKEHA eKCIpecHs Oellle 3HAYNTETHO HaJBHIIABA T€HHUTE C TIOBHIIECHA
eKCIIpecHs TpH aHaIM3MpaHWTe OT Hac mpoOu. Hue ycraHoBmxMe mOBHIIEHA
excrpecus Ha MDK npu AC xuctonoruunust tum, mokaro MMP9 e ¢ moBumieHa
excripecuss npu SCC rpynara. Benenctsue ToBa u3ciieBaHe MOMyYHMXMeE BaKHA
uH(GOpPMAIUsT OTHOCHO EKCIPECHOHHHUTE MNpoQHId Ha TEHH C poys IpH
anruorene3ara npu 2 xucronormynu tuna NSCLC. VBennuaBanero Ha Opost
MAIUEHTH, BKIIOYEHH B HM3CIIIBAHETO MOXKE Ja Aajae MO—TIperu3Ha MHPOPMALHUsL
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OTHOCHO pOJISITa Ha OTACNHU HIM HAa0Op OT TE€HH C MPOMEHEHa EKCIpecHs B
TyMOpHaTa aHTHOTEHEe3a.
HAYYHU IYBJIMKALIMHA U TPOSIBU:

e Metodieva SN, DN Nikolova, RV Cherneva, Il Dimova, DB Petrov, DI Tocheva.
Expression profiling of genes involved in angiogenesis in early-stage non-small
cell lung cancer (B mporiec Ha TOBBpIIBAHE U HPEACTOM Ja CE AAE 3a
myOIMKyBaHe ).

. Metodieva SN et al. Angiogenesis-related gene expression of early-stage
adenocarcinoma and squamous cell carcinoma of the lung. Bulgarian-Japanese
Symposium “Genomics and Proteomics in Personalized Medicine”, Sofia,
Bulgaria, March 19-20, 2009, pp 45-46.

e  Georgiev O, SN Metodieva et al. Gene expression profiling of genes involved in
apoptosis in cases of adeno and squamous cell carcinoma of the lung. Bulgarian-
Japanese Symposium “Genomics and Proteomics in Personalized Medicine”,
Sofia, Bulgaria, March 19-20, 2009, pp 46.

e  Metodieva SN et al. Molecular changes associated with two different pathways in
non-small cell lung cancer. 8" Balkan Meeting on Human Genetics, Cavtat-
Dubrovnik, Croatia, May 14-17, 2009, pp 117.

Hay4HusT oTyer e mpHeT ChC CIEOHUTE OICHKHM 1o ckaigara Ha CMH:
OT/IHYHA - 3a u3BbplIcHaTa HaydHoU3cienoBarencka neiiHoct; BHCOKA - 3a
IIPUHOCA Ha IIOJNy4EHHWTE pe3yiITaTh 3a Oo(QOpMsHE Ha IUCEPTALOHHUS TPYX;
BUHCOKA - 3a mpuHOca Ha pealu3upaHara pa3paboTka BBPXY Mpoleca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Jorosop Ne 9-J1/2008 r. MoJiekyJIIpHO THIIHPAHE ¢ MYJICOBa eJieKTpodope3a —
pulse field gel electrophoresis (PFGE) Ha neHMIM/IMH HeYyBCTBHTETHH H
MaKpPOJIM/L Pe3UCTEeHTHH KJIMHUYHH U30J1aTH Ha Streptococcus pneumoniae
HAYYHO HAIIPABJIEHHUE: Uudexunn. Mukpobuonorus
BOAEIL] WM3CJEIOBATEJI (AOKTOPAHT) Ausekcanapa Camosa
AnexcanzpoBa
3a4mcIieH 3a peloBEeH TOKTOPAHT ChC 3amoBe]] Ha pexTopa Ne.P.272 /23.03.2006 r.
HAYYEH PBKOBOJAUTEJL: [lou. Jlena IlerpoBa CeuanoBa, im
BA30BA OPTAHU3AILINS 3A N3ITBJIHEHUE HA ITPOEKTA: ®akynrer
Menununcku, Katenpa Mukpoouonorus, 1431 Codus, yn. 3npase 2
PE3YJITATH:

3a 2006-2009 6sixa crbOpanu obmio 438 kamHM4YHM Imama Streptococcus
pneumoniae oT YeTHpH YHUBEPCHTETCKU GosHUIM B Bbnrapus. 170 mama (38.81%)
ot Bcuuku 438 TectBanu S. pneumoniae 6sixa eputpomuiH-pesucreHTHH (ERSP).
Haii- mmpoko pasnpoctpanenne Ha ERSP 6e HabmrogaBano mpu nmanueHTd mox 18
roaunu (71.68%). Pesynrarure ot kouBenimonanuusi PCR mokaszaxa mpuchkcTBue
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Ha erm(B) ren cpexn 61.76% ot mamosere, Ha Mef(E) ren cpex 32.94%, a 9 wama
(5.3 %) npurexasaxa exHoBpemenno erm(B)+mef (E) renn. Eduykc Mexanusmbr
Ha MakKpOJMIHA PE3UCTEHTHOCT, KoWTo Oemie mpeobnangaBamn B bearapus mpenu
(Ceuanoga u ap., J Chemother, 2007), oTcThIH MACTO Ha MIMPOKO 3aCTHIICHHUS Cera
MLSg deHoTrn 1 reHOTHII, CBBP3aH ¢ MOAU(MHUKAINS Ha MUIIEHATa: MaKpOJIUIHATA
pe3ucTeHTHOCT Koaupana ot erm (B) ren Gemmre 30% npes 2000r., HapacTBama 10
43% npe3 2005T. 1o 62% mpe3 2009 r. denorunHara xapakrepuctika Ha ERSP ¢
TpoiiHo-auckoBus Metoa (Montanari, M et all. 2003, J Clin Microbiol, 41 (1) 428-
431) HambiHO MOTBBPAM reHoTuma: 114 mama Gsixa ¢ MLSb denotun (67.05%,
BKIJI. 9-Te mama Hocewu eaHoBpemenno erm (B)+mef (E) renn) u 56 6saxa ¢ M
¢denorun  (32.95%). AmnHamusuTe OT CEpOTHIIMPAHETO II0Ka3aXa II0-BUCOKO
pasnpoctpaHeHue Ha ceporunose 6B, 19F u 19A cpen mueBMokokute ¢ erm (B)
ren.Ceporunl4 Ge npeoGuanasamr cpen mamosere ¢ Mef (A) ren. Ier ocHOBHH
KJIOHAa PE3MCTEHTHH ITHEBMOKOKH OsXa Pa3KpHUTH B HACTOSILIETO IPOYYBAHE CIEX
MonekynsapHo tunmpane ¢ PFGE - 19A,19F,6A,6B u 14. IpeoGnanasam cpen
ERSP mamosere 6e xioH 19F - (39.17%), cnensaun ot ko 6B - (21.67%) u xion
14 - (18.33%). Kmon B3-19 F (25.24%) Ge Haii-mpoko 3acteiieH cpex 103
NEHULUIINH- HETyBCTBUTEIHH ama, a kionose A2 - 6A(1.94%) u C1 -14 (0.97%)
ce cpemaxa Hail-psaako. KoHTpomupaHeTo Ha pasmpoCTpaHEHHETO Ha OCHOBHHTE
KJIOHOBE PE3UCTCHTHH MHEBMOKOKH upe3 PFGE GuHrbprnpuHTHHT € equH OT Haii-
NOOpHUTE MOHUTOPHUPALIH METO/N.

HAYYHU NYBJIUKALUU U ITPOSIBU:

e  Alexandrova, A, L Setchanova et al. MLSg genotype - predominant molecular
genetic mechanism among erythromycin-resistant Streptococcus pneumoniae for
the period: 2006 - 2008 — Journal of IMAB. Issue 2009, book 1, part Medicine
(mox meyar)

. CeuanoBa JI, A AmekcaugpoBa, W Xaiinymka u ap. OuakBaH edekt Ha
KOHIOTMpaHuTe — Streptococcus  pneumoniae  BakCHHM 33  TIPEBEHIUS  HA
ITHCBMOKOKOBUTE I/IH(i)eKLH/II/I cpen acenara B BT,nrapm. HpaKTH‘{eCKa neauaTpus.
2009; 3: 3-6

e Alexandrova A, L Setchanova et al. MLSg genotype is predominant molecular
genetic mechanism among erythromycin-resistant Streptococcus pneumoniae for
the period: 2006 — 2008. XIX mexaynapojasa acambiest Ha UMAB — Undexunu u
PakoBu 3abossiBanus, Bapra 07.05 -10.05. 2008, Online Journal of IMAB (mox
reyar)

Hay4HusT oTyUeT € mpHeT ChC CIEIHUTE OIEHKH mo ckamara Ha CMH:
BHCOKA - 3a u3BbplIeHaTa HaydHOM3cleqoBaTencka jeiiHoct; BHCOKA - 3a
NpUHOCA Ha TOJYYEHHTE pe3ynrtatd 3a odopMsHEe Ha IUCEPTALHOHHHUS TPYI;
BHCOKA - 3a mnpuHOoca Ha peanu3MpaHaTa pa3paboTka BBPXY Ipoleca Ha
HO/ATOTOBKATA HA JIOKTOPAHTA.
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Jorosop Ne 16-/1/2008 r. BuoJ1orn4Ho-BoAeHO GUTOXHMHUYHO NPOYYBAHE HA
Buaa Chenopodium foliosum Aschers.(Chenopodiaceae). 3os1upane u
HWACHTH(UIMPAHE HA KOMIIOHEHTH ¢ AHTHOKCHIAHTHA (PaJiMKaJI-CBbP3Balla)
AKTHBHOCT
BOAELL U3CJEJOBATEJI: 3natuna Kpacumupona KokanoBa-Hensikosa
BA30BA OPI'AHU3AIUSA: dapmaneBTUYEH ¢axynrer, Karenpa
,,<DapMakorHo3us U GOTaHHKA
PE3YJITATH:

OtkpuTH ca mect HoBU Haxoaumia Ha Chenopodium foliosum Aschers. -
mo et Mexnay bermmka m Jlocmar, Illupoka mapka, mo meTs Mexay CepHuIa U
Bemunrpan u oxono xmxwure ,M3rpes”, ,,CkamHu wMoctoBe“ u ,JllepceHk".
Hampasena e mpiHa nuTeparypHa crpaBka 3a BugoBere oT pon Chenopodium mo
OTHOILCHHE Ha XUMHYEH ChCTaB, (papmakonorus u etHodapmakonorus ot 1967 no
2008 r BikroumtenHo. Kato Gaza nmamHm ca msmon3Banu Chemical Abstracts u
PubMeb. Bb3 ocHOBa Ha Te3n JaHHM € HAIMCaHa W IIpUeTa 3a Ie4aT 0030pHa
cratust. Ot Chenopodium foliosum Aschers ca uzonupanu 6 Bemecrsa Cf-01, Cf-
02, Cf-03, Cf-04, Cf-05 u Cf-06 u npencrou tsixuoro unenruduimpane. Ot tsix Cf-
01, Cf-02, Cf-05 u Cf-06 mpurexaBaT aHTHOKCHIAHTHA aKTHBHOCT, KaTO Haii-
cuHO u3pasena T e npu Cf-01.
HAYYHU IYBJIUKALIUN:

. Kokanova-Nedialkova Z, PT Nedialkov, SD Nikolov. The Genus Chenopodium:
Phytochemistry, Pharmacology and Ethnopharmacology. Phcog Rev. Vol. 3 Issue
6, 1-27, 2010
e  Kokanova-Nedialkova Z, PT Nedialkov, SD Nikolov. The Genus Chenopodium:

Phytochemistry, Pharmacology and Ethnopharmacology. Phcog Rev. Vol. 3 Issue

6, 1-27, 2009.

Hay4HusT oTyUeT € mpHeT ChC CIEIHHTE OIEHKH mo ckamara Ha CMH:
BHCOKA - 3a w3BbpuieHaTa HaydyHOHM3clenoBarencka aeiHocT; BUCOKA - 3a
MPUHOCA HA TONYYCHUTE pe3ynTatd 3a odopMsHe Ha AWCEPTALMOHHHA TPYI;
BUHCOKA - 3a mpuHOca Ha peaiusupaHara pa3paboTka BBPXY Mpoleca Ha
MOJrOTOBKATa Ha JOKTOPAHTA.

Jorosop Ne 1-J1/2008 r. OnpeneJisine BJAMSIHUETO HA TPEJIUH BHPXY
cexpenusnTa Ha HeponenTua Y (NPY) u poasTa nHa peuentopure 3a NPY (Tun
Y1 u Y5) B peryianusita Ha rpeJiMH B XUNOTAIAMUYHA KYJITypa npu in vitro
YCJIOBHSI

HAYYHO HAIIPABJIEHHUE: ®apmakonorus u Tokcukoinorus, BAB u
JIeKapcTBa
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BOJEL U3CJIEJAOBATEJ (1I0KTOPAHT): n-p Teogopa CBetocnaBoBa
Xanmxuena-/bpiaeHcka
3auncieH 3a peloBeH TOKTOPAHT che 3amoBen Ha Pextopa Ne P-277/13.03.2006 r.
Menumuncku @axynrer-Codust, Katenpa o hapmMakoaorust 1 TOKCHKOJIOTHS
HAYYEH PBKOBOJAUTEJL: IIpod. n-p Hanka MBanoBa bosmkuesa, M, IMH
BA30OBA OPI'AHU3AIUS: MennmuHckn dakynret, Karenpa “®apmakonorus
U TOKCUKOJIOTHS”
PE3YJITATH:
I'penun urpae ocCHOBHa poJIsl B PeryialysTa Ha alleTUT U eHepruifHaTa XoMeocTasa.
B nureparypara e moOpe u3sicHEHa poyisiTa Ha TJIOKO3a BBpXy ameruta. Hue
IIpeBapUTEIIHO CME MOKa3ajHd, U IPeIMHbT IOBUIABA alleTUT Ipu mrsxose. He ca
JOCTaThYHO U3SICHEHH iN Vitro eekTuTe Ha IIIF0K03a BEPXY PENIH, CEKPETHPaH OT
XHIOTATAMHYHU KJIETBYHH KyITypH. BBIPOCHT, KOWTO CH IOCTaBHXME € Iajiu
IJIIOKO3aTa Peryjiupa XUIOTAIaMUYHMs TpenuH. llenra Ha HammTe W3CIeIBaHUS
Oemre 1a yCTaHOBHM e(eKTHTEe Ha IIIIOKO3a BBPXY TPENUH OT XUIOTalIaMHUYHH
KJIETBYHU KyNTYpH. XHUIOTAJAMUYHH KIETKH OsXa HM30JIMPAaHd OT HOBOPOICHH
mwrexyera (Ha 1 gen) m kyntuBupanu B HDME cpema, cwpabpxan cepymeH
cyluileMeHT 3a mepuonx oT 9 auu. Cienq ToBa XWUIMOTAIAMHYHHTE KIETKH Osxa
TpetupaHu ¢/ 0e3 TJII0KO3a Ha pa3nuuHu Bpemeu uHTepBamu (0, 2, 4, 24 u.).
Cpenata u kieTkure Osixa cpOpann. HuBata Ha TpenuH 0sXa ONMpeneNieHH 4Ype3
ELISA merox (BioVendor). He ce oTuMTar CTaTUCTHYECKH 3HAYMMa MPOMSHA B
HUBaTa Ha TPEJMH CJel TPeTupaHe ¢ riokosa B fo3u (2.5 mg/ml; 5.0 mg/ml).
VYcraHOBH ce HaMalieHHWe B HHUBaTa Ha I'PENMH HA BTOPUS Yac Cliell TPETHpaHe C
[IF0KO03a B 1032 2.5 mg/ml. B3eTu 3aeAHO HaluTe MpequiiHy in ViVO pe3ynTaTtd u
ceraimrHuTe in Vitro JaHHM JEMOHCTpHpAT, Ye TIIFKO3aTa MOXE Ja Hrpae pojs B
perynanusaTa Ha XUIOTATAMIIHUS TPEIIHH.
HAYYHU NYBJIUKALIMU U ITPOSABU:

eHandjieva-Darlenska T, N Boyadjieva. Effect of glucose on hypothalamic ghrelin,

Abstract book, page 20; 1% Central European Congress on Obesity (CECON),
Karlovi Vary, Czech Republic, 23-26.09.08 r.

Hay4HusT oTUeT € MpueT che CIeAHNTE OIeHKH 1o ckanata Ha CMH: JOBPA
- 3a U3BBpIIEHAaTa HaydHoM3cienoBarencka neitHoct; BUCOKA - 3a mpuHOca Ha
MONy9EeHUTE PE3yNTaTH 3a opopMsiHe Ha aucepranuoHHus Tpyn; BHCOKA - 3a
NPUHOCA Ha peajlM3upaHara pa3paboTka BbpXy Ipolieca Ha IIOJrOTOBKaTa Ha
JOKTOPaHTa.
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Jorosop Ne 10-/1/2008 r. CpaBHuTeHU NIpoy4YBaHus Ha edexTuTe Ha 17-f
ecTPaauoJI M AHTOLHAHH CAMOCTOSITETHO M B KOMOUHAIHS ¢ (PJTyOKCeTHH
BbpXy excrpecust Ha BDNF u SERT B M03bK Ha 0BapMEeKTOMHPAHH ILTbXOBE
HAYYHO HAIIPABJIEHUE: ®apmakonoruss u Tokcukonorus, BAB u
JIeKapcTBa

BOJELL U3CJIEJOBATEJIL: 1-p Mupocnasa ['eopruesa Bapagunosa
HAYYEH PBKOBOJMTEJL: [Ipo¢. Hanka MBanosa bosmxuesa, 1M, IMH
BA30OBA OPITAHU3ALUS: Menuuunacku ¢akynrer, Karenpa “Dapmakonorus
U TOKCHKOJIOTUs”

PE3VJITATH:

V3Bbpuienn ca n3cnensanus BepXy skeHckH OV X IIbXoBe ¢ JenpecrBHa
CHMITOMATHKA, TPETUPAHN XPOHHYHO C aHTOLMAHU MJIH €CTPAJHOJI CAMOCTOSTEITHO
Wi B KoMOmHanms ¢ ¢guyokceTud. Llenra Ha HacToAIMsA €KCIIEPUMEHT Oe na ce
YCTaHOBU U CPaBHU €(EKTHT OT NMPUIOKECHHE Ha M3CIECIBAHUTE BEIECTBA BHPXY
JENpPEeCUBHUTE IIOKA3aTelId Ha eKCIePHMEHTAHWTE JKUBOTHH. PesynraTtnte
MOKAa3BaT, 4€ XPOHWYHOTO MpPHEMAaHE HA AHTOILMAHM MM €CTPaauoN ¢ win 0e3
(ITyOoKCeTHH BOJH JI0 MOHIDKEHHE Ha NMOOMIM3aI[MOHHOTO BpeMe Ha IUIbX4yerara B
FST. OcobOeHo 3HauWTEeNHO € CKBCSIBAaHETO HAa HMOOWIM3aMOHHOTO BpeMe B
IpYIHTE, TPETUPAaHH C KOMOMHAIMSA OT (JIyOKCETHH M aHTOLIMAHU WM €CTPaanOIL.
Pernctpupannte naHHM NOKa3BaT, 4e He ce HAONIOAaBa CHIIECTBEHA pasiMKa B
eeKkTa Ha AHTOIMAHM W €CTPAIWOJI MO W3CIeIBaHWs NoKasarel. JlaHHHTE OT
HACTOSIIIIUTE W3CNIEBAHUS JEMOHCTPHPAT OIIe, Y€ AHTONMAHH M EeCTPaANOI
CaMOCTOSITETHO WM B KOMOMHAIMSA C (IyOKCETMH MOBIUSIBAT €KCIIPECHATa Ha
BDNF u SERT B xumokamm, mpedpoHTaneH KopTekc W xumortanamyc Ha OVX
mwrexyera. ChIIeCTBEHO MOBHIICHHE B ekcrpecusta Ha BDNF ce peructpupa B
IpyIHTe, TPETHpaHH C  KOMOWHAIMs  ,,(IyoKCeTHH+aHTOLMAHW WM
»pIyokceTnn+ecrpaanon”. BaxHo 3HaueHne mma (axThbT, Uye He ce HabIronaBa
3HAUUTENIHA pa3liiKa MEXIy pe3ylNTaTHTe Ha JaBeTe rpymu. Hammre pesynaratn
KOpEeNupar ¢ JaHHHU OT JIUTepaTypara, COUelH 3a nopuuieHa ekcripecus Ha BDNF u
nogoOpsBaHe Ha JAENPECHBHUTE CHMITOMH BCIIEACTBHE MPHIOXKEHHETO Ha
aHTHAenpecaHT. Pe3ynrature OT HACTOSMIOTO H3CIEIBaHE IIOKa3BaT oOImle, de
MIPHIOKEHUTE KOMOWHAU ,-IyoKceTnH+aHTONNAaHN" Win
,»QIIyoKceTHH+ecTpaaron” CHIIECTBEHO TOHMKaBaT ekcrpecusita Ha SERT B
n3cneaBaHuTe cTpykTypu. OTHOBO HE ce HaOJIoJaBa 3HAYHMTEIHA PA3JIMKa MEXIY
nsere rpymu. [lonmwxenara ekcrnpecus Ha SERT kopenmpa ¢ mnomoGpenute
mokasarenu Ha uaciensanute kMBOTHM B FST. [locoueHuTe maHHM TOKasBar, 4ye
XPOHHYHHUST TPUEM Ha AHTOLMAHM WIH eCTPaauol ¢ win 0e3 (IyoKceTuH
nonoOpsBa JENMPEeCHBHUTE CHMITOMU HAa OBapHEKTOMHPAHH ILUTBXOBE, M3CIEABAHH
B FST. JlemoHcTpupa ce noBumeHa ekcripecuss Ha BDNF u moHmkeHa ekcripecust
Ha SERT B wm3cmexBanmTe MO3BYHM CTPYKTypH. He ce permctpmpa 3Haumma
pa3nuka Mexknay edexTa Ha AaHTOIMAHHM W €CTPAAMON CaMOCTOSTETHO WM B
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koMOuHaus ¢ ¢ayokceTuH. HamaTta xumoresa e, 4e ACMPECHBHUTE CHUMITOMH,
KOUTO ce HalmoJaBaT HpU JNeQUUUT Ha ECTPOTEeHH CJell OBAPHEKTOMHUS Ce
MOTUCKAT CBIIECTBEHO cJe] MPUJIOKEHHE Ha aHTOLMAHU M eCTPaauoi ¢ Win 0e3
¢nyokcernn. Jlomyckame, dYe TOAOOpSBAaHETO HAa CHMITOMATHKara Ha
€KCIIEPUMEHTAIHUTE >KUBOTHH MOXE Jla Cce€ JbJDKM KaKTO Ha IIOBUIIEHATa
ekcripecuss Ha BDNF, Taka u Ha nonmxkenara excripecus Ha SERT B uzcnensanure
CTPYKTypH. JlaHHUTE OT HAIINUTE €KCIIEPUMEHTH He MOKa3BaT 3HAUUMU pa3inyus B
epekra OT MPUIOKEHHE Ha AHTOLMAHH W ecTpaguoi. Te3u pesyiaratd HH
MO3BOJISIBAT [a JOIYCHEM, Ye B YCJIOBHSTAa HAa €CTPOTCHEeH AC(HHUIUT aHTOLHAHHUTE
0Mxa MOIVIM Ja c€ HM3MOJI3BAaT B KOMOWHAIMA C aHTHACHPECAHT B TepamusaTra Ha
JETIPECUBHO Pa3CTPOHCTBO, MOJOOHO HA €CTPATUON, HO 0e3 OYaKBAHUTE HEXKETaHU
epeKTH Ha ecTpamuoi. bbaemu wu3cienBaHus INE H3SICHAT IO-ICTAHIN3UPAHO
poJiiTa Ha aHTOLMAHU B ONTHMHU3HMpAHE TepamnusITa Ha IEIPECUBHO Pa3CTPONUCTBO B
YCIIOBUS Ha €CTPOTCHEH EPHIIUT.

HAYYHHU NYBJIUKALIUUA U TITPOSABU:

e  Varadinova M, Drenska D, Boyadjieva N. Effects of anthocyanins and estradiol
on forced-swimming test of ovariectomized rats, 2009. IToarorsena 3a meyar 3a
cnucanue JJoknaan va BAH.

e  Varadinova M, Drenska D, Boyadjieva N. Expression of BDNF and SERT in
brains of OVX rats after chronic treatment with anthocyanins, estradiol and
fluoxetine, 2010. B npoiiec Ha MOArOTOBKA.

e  Varadinova M, Boyadjieva N. Effects of anthocyanins and estradiol on forced-
swimming test of ovariectomized rats. [Tocrep, 16th World Congress on Basic and
Clinical Pharmacology, July 17-23, 2010, Koneuxaren, Jlauust.

Hay4yHusT oT4YeT € mpHeT ChC CIEOHUTE OIEeHKW 1o ckaimara Ha CMH:
OT/IHYHA - 3a u3BbplIcHaTa HaydHOM3CienoBarencka neiiHoct; BHCOKA - 3a
NIPUHOCA Ha TIONy4EHHWTE pe3yiTaTd 3a O(QOpMsHE Ha IUCEPTAHOHHUS TPYI;
BUHCOKA - 3a mpuHOca Ha peaiusupaHara pa3paboTka BBPXY Mpoleca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Jorosop Ne 11-J1/2009 r. IpoyuBane na KIR u HLA auranaaust rese
NoJIMMOpP(GU3BM NpPH JIEBKEMHU

HAYYHO HAIIPABJIEHHUE: NmynHa cucrema, MonekymnsipHa OWONOTHS H
TeHeTHKa, Pak: OHOJIOTHS, eMAEMHIOIOTHS, Tepars

BOJELLlL M3CJEJOBATEJ (JOKTOPAHT): Bukropus IlnameHosa
Bwpbanosa

3aumcieH 3a peIOBEH TOKTOPAHT ChC 3amoBe/] Ha pekTopa Ne P145/27.02.2007
HAYYEH PbKOBOJAMTEJIL: Jlon. Anacracus [lerpoBa Muxaiinosa, 1M
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BA3OBA OPrAHM3AIMUA 3A W3NBJHEHUE HA TIPOEKTA:
Menuuuncku  dakynrer, Kareapa mo Kiuunuyna mnaboparopusi ¥ KIHHHYHA
umyHonorus, YMBAJI ,,AnexcanapoBcka”, KnuHrka Mo KIMHAYHA UMYHOJIOTHSL.
PE3VJITATH:

HampaBeHa e KOMIIEKCHAa OIlGHKAa Ha JIBE CHJIHO ITOJMMOP(HHU
nmyHoreHeTnyHH cucTeMu-KIR u HLA xmac | muranmm, u3nbiHSBalIM OCHOBHA
pons B perymanmara Ha NK kimerpunara nurorokcmuHocT mpu 30 mamueHTH c
neBkemus, 93 3apaBu pamuiaHU poacTBeHUH U 80 3apaBU HEPOACTBEHU MHIUBHIA
ot Obirapckara nomynamusa. KIR u HLA xiac [ turananoro reHotunusupane Oerie
u3BbpiieHo upe3 PCR SSP merox. ITosumiena yectota Ha aktuBupamust KIR2DS3
ce HaOmomaBa cpen 3ApaBUTe CHONMHTE HAa TAIMEHTUTE B CpPaBHEHHE C
HEPOJCTBEHUTE KOHTPOJIHM. YCTaHOBU ce HoHmxeHa yectota Ha HLAC®*P nuranma
6e3 xopecronupants My KIR2DS2 npu Gomuure i Ha 3DL1+/HLABwWA+ABY* .
KOMOMHAIMATa NpPH NAalUEeHTHTe ¢ TEXHUTE CHOIMHIM B CpaBHEHHE C
HEpOACTBEHUTE KOHTPOJH. Bhnpekn ycraHoBeHOTO pasHooOpasue B KIR rennute
npodpmwm (ob6mo 36 reHoTHIA), TPH TEHOTHIIA C WHXHOMTOPEH ITOTCHIHAI
(KIR2DL2+/2DL3-) ca yHHKalHH CaMO 3a HWHIMBHAWTE C XEMOTOJIOTHYHA
Heomnasus. IlomydeHure pe3ynTaTH MOKa3BaT BpPB3KA MEXKIY TE€HETHIHO
npenepMuHupanus nutonutudeH norennuan Ha NK knerkure, ompenener ot KIR
n texHure HLA nuranam u pasBUTHETO HAa HEOIIa3MM HA XEMOIOETHYHATA
cucreMa. beme mpoBeneHO IBPBOTO (aMHIHO-0a3UpaHO NPOYYBAHE IEIIO
omnpeeNsHe Ha mbiHaTa reHeTndHa uapopmanus Ha otaennure KIR nokycu (6poit
reHHu komus). Hacrosiiara paborara 1ie JONMpHHECE 3a YCTAHOBSBAaHE Ha
OHOMapKepHTe CBbP3aHU C TeHETHYHHS KOHTPOJI Ha TYMOpOTeHe3aTa | 3a Mo-100po
pa3bmpaHe Ha MOJEKYJTHHTE MEXaHW3MH Ha WMyHHAaTa IUCQYHKIUS MpH
HEOTTACTUYHH 3a00JIsIBaHMSI.

HAYYHU NYBJIUKALIMU U ITPOSABU:

e  BwpbGanosa BII, AIl MuxaiinoBa. NK knersunu penentopu (KIRs) m HLA
JIMTaHgu- pOJid HA TCHETHUYHUA HOJ'II/IMOP(I)I/B'I)M TIpU 3JIOKA4YC€CTBCHU 33.60J'I$IBaHPISI,
CeBpemenna meauimaa 60, 2009, Nel-2, 114-123

e  Varbanova VP, A Mihaylova, E Naumova. Olerup SSP® KIR HLA ligand typing
kit- a new opportunity for KIR ligand assignment in clinical settings, Joknaau Ha
Brarapckara akagemus Ha Haykure, 63, 2010, Ne5, 713-722

e  Varbanova VP et al. “Family based study on KIR/HLA ligand gene
polymorphisms in patients with acute lymphoblastic leukemia”, 2 nd European
Congress of Immunology, Berlin, Germany, 13-16 September, 2009, p 347

. Varbanova VP et al. “Possible associations of KIR gene profiles with susceptibility
to hematological malignancies”, Ninth international Conference on Progress in
Vaccination Against Cancer PIVAC 2009, Sofia, Bulgaria, 8-10, Octomber, 2009

Hayunusm omuem e npuem cvc crneonume oyenku no ckaiama na CMH:
OTJIHYHA - 3a uzevpuwienama nayunousciedosamencka oetinocm, BUCOKA - 3a
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npUHOCA HA NOLYYeHume pe3yimamu 3a OQopmAHe HA OUCEPMAYUOHHUSL MPYO;
BHCOKA - 3a npunoca ma peanusupanama paspabomka 6vpxy npoyeca Ha
noozomosxama Ha OOKMOPaHma.

Jorosop Ne 3-71/2009 r. KoMGUHHpPaH eKCIPECHOHEH AHAJIU3 HA TeHH,
CBbP3aHH C MeTACTA3HPAHETO, IPU HeApeOHOK/1eTbYeH 0e101po0eH KapIMHOM
HAYYHO HATIPABJIEHHUE: Pak: Grosiorusi, enmuaeMuOIOTHs, TePaITHs
BOAELL U3CJIEJOBATEJI (IOKTOPAHT): Ceernana HukonoBa MeronueBa
3aducIieH 3a peOBEeH JOKTOPAHT ChC 3ammoBel Ha pekropa Ne.P-143 /27.02.2007,
8.02.2007

Karenpa mo memmmmacka reHerunka, MemuuuHckn @Pakynrer , MY-Codus, yom.
3npase 2, 1431 Codus, Ten. 9520 357

HAYYEH PBKOBOJMUTEJL: IIpod. [dpara MiBanoBa ToHueBa, 10H

BA30BA OPTAHM3ALMA 3A U3ITBJIHEHUE HA ITPOEKTA: Karenpa mo
MeIUIMHCKA reHeTrka, Meauiuacku dakynter, MY-Codust

PE3VYJITATH:

IenTa Ha HacTOAIIOTO MpOyYBaHe Oellle Ja ce ONpeaend KOMOMHUpaHaTa
ekcrpecus Ha 168 reHd OT aBa CHUTHAJIHU BT, aCOIMUPAHH C TYMOPHATa WHBAa3Ms
1 Meractazupase, upes myn ananu3 Ha HAKBK. O0mm 3a BCHYKUTE MET TyMOPHH
MyJa ca MOBHUIIEHATa €KCIpecHs Ha MaTpUKCHHTe MeTanonporenHasn MMPI11 u
13, MMP aktuBatopa ETV4, xakto n moHmkeHara excrnpecus Ha TIMP3, nHa
FGFR4 u TRPM1, ¢ posst B KIETHYHHS PACTEK M Ha TPAHCKPUIIIIHOHHUTE (hakTOpH
NR4A3 u RORB. Husoto Ha mnoBuieHue Ha kcmpecusta Ha MMP7, MMP9 u
MMP10 e pasanuHo mnpu otaenHute xucroiormunn noxarunoe HJKBK -
aJICHOKapIIMHOMH U TJIOCKOKJIETHYHH KapILTHOMH; ITOCIIEHUTE CE XapaKTepu3nupar
C TOHWKEHA EKCIpecHs MPeIrMMHO Ha TeHu, cBbp3anu ¢ pacrexa (HGF, MET),
knerpuHara aaxesms (MGATS), kakro m metacrasHusa cympecop KISS1. Or
CHUTHAIHHUS WBT, ACOUMHPAH C TYMOPHOTO MeTacTa3hpaHe, Hal-3HAYNTEIHH
Pa3UKK [0 OTHOIICHHE HA HAIMYHEeTO Ha MeTacTtasu B smMmpHuTe BB3IH (LNM)
mokazaxa MMP 11, 13 u 10, y4acTBamm B pasrpaxJaHeTO Ha W3BBHKICTHYHUS
MaTpHKc, THpo3uH kuHazata FGFR4 u anxesuonnus ren CDH6. Ot perymaropure
Ha IUTOCKeJIeTa Hal-BHCOKa CTENeH Ha MOBHIIEHa eKCIIpecHs Mmokazaxa edexropa
Ha CDC42 CDCA42EP3, cebp3anute ¢ aktuHoBus nutockener ARPC2 u EZR,
BCMYKH OT Kouto aeMmoHctpupar LNM 3aBucuma excrpecus. [pyrn renm c
MOBHUIIIEHA EKCIIPECHsI OT TO3HM CHTHAJICH IIbT BKIIOYBAT aKTHHOBUTE PETYIATOPH
CRK u CYFIP1 3aeqno ¢ kunazure PAK1 u AURKA, ydacTBamia B MuTO3aTa.
HAYYHU NYBJIUKALIMA U TPOSABU:

. Metodieva S.N., D.N. Nikolova, O.S. Boyanova, D.M. Marinova, M.I. Kicheva,

D.B. Petrov,
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and D.l. Toncheva. Expression analysis of two invasion and metastasis related
pathways in pooled samples of Bulgarian patients with non-small cell lung cancer
(manmeHa 3a mevar).

o Metodieva S.N. et al. Invasion and metastasis in non-small cell lung cancer: expression
analyses. European Human Genetics Conference, Gothenburg, Sweden - June 12 -
15, 2010.

Hayunusm omuem e npuem cvc crnednume oyenku no ckaiama na CMH:
BHCOKA - 3a usevpwenama nayunousciredosamencka oeiinocm; BUCOKA - 3a
npUHOCA HA NOLYYeHume pe3yimamu 3a OQopmsAHe HA OUCEPMAYUOHHUSL MPYO;
BHCOKA - 3a npunoca ma peanusupanama paspabomka 6vpXy npoyeca Ha
noodzomoskama Ha OOKMoparma.
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ME/JTUKO-K/IMHUYHA OBJIACT

Jorosop Ne 14-J1/2008 r. AHTHTEIaTa CPely AleTHIXOJHHOBHS PELENTOP

IIPH J1ella ¢ MUACTEHHs] TPABUC KATO MapKep 32 OLIEHKA Ha TeKecTTa Ha
3a00J19BaHeTO U epeKTa OT TepanusTa

HAYYHO HAITPABJIEHHUE: IITHC. HeBponayku u noBenieHue

BOAELL U3CJIIEJOBATEJ (10KTOPAHT): Acs ﬁopnaHOBa AcenoBa
3a4KCiICH 3a PEJOBCH JOKTOpPaHT che 3amoBen Ha Pekrtopa Ne P-.Ne P-280
A/23.03.2006 ot 9.3.2006/

HAYYEH PBKOBOJIMTEJ HA JOKTOPAHTA: [on. Benera Camosa
Boxxunosa-Uamosa, mv, YCBAJIHII ,,Cs. Haym”, JleTcka HEBpOJIOTHYHA KIIUHUKA
BA30OBA OPrAHM3AIIMA 3A HU3NBJHEHUE HA MNPOEKTA: MO,
Karenpa no mesponorus, YBCAJIHII “ Cs. Haym” EAJ]

PE3YJITATH:

Myasthenia gravis ce xapaktepu3upa C NaTOJIOTHYHA MYCKYJIHA yMOpa
MOpaagy HapyIIEHO HEPBHO-MYCKYIHO mpemaBae. Ilpu 34 nema c¢ myasthenia
gravis, auarHoctunypana kimmHu9HO, ¢ EMIT M kommioTepHa TOoMorpadus Ha
TUMYCHA JKJIe3a € HM3CJIe[BaH TUThpAa Ha aHTUTENATa CpEIly AalleTHIXOJNHOBHTE
peuentopu (ArAb) mo pagmompeLenTOpeH MeToA. Bucokwm THUTpHM Ha aHTH-
aleTWIIXOIMHOBUTE perenTopHu aHTutena (anti- AchR antibodies) ce oTkpuBat
o6mo mpu 14 ot 34 nemna ¢ myasthenia gravis (41,17%), mo-decto npyu nanueHTUTE
¢ rerepammsupana gopma ( 9 or 18-te nmema mimm 50% ), OTKOJKOTO MpH OYHA
¢dopma ( 5 ot 16-te mena wim 33 %). [loBulIeHH CTOWHOCTH HA aHTHTENA CPEILY
aIleTHIIXOJIMHOBHUTE PELENITOPH YCTAaHOBSBaMe I10-4eCTO NMpH OoJHUTE ¢ OyndapHa
cumnromatuka (70%) v mpu Te3u ChC CpelHa JI0 TeXKKa TeHepallM3upaHa ciabocT
(73%). Ilo-uecto mpu OOJHHTE C TMOBWIICHH CTOWHOCTH HA AHTUTENA CPEIry
aIleTUIIXOJIMHOBUTE PELENTOPH CE YCTAaHOBABA THMYycHa xumeproiasus (9/14 wmu
64%), XKaKTo TpU HE3HAYUTENHO MOAOOpeHMe Ha CHMITOMHTE. O4Hara (opma Ha
6omecrra (80% wmmm 4/5), Taka m npu reHepammsupanara (55% wumu 5/9). Ilpu
OOJIHUTE C TIOBHUILIECHN TUTPH HA aHTHUTENATa CPEIly alleTHIXOJMHOBHUTE PELENTOPH
M0-4eCTO € TpHWjaraHa IaTOreHeTHMYHa HWMYHOMOJyJMpalia Tepamus ¢
KopTHKOCTepou . JloObp KiIMHMYEH e(eKT M HaMalsiBaHe Ha THTbpa Ha
aHTUTEeNaTa ce HaOloJaBa CiIeJ THMEKTOMHsS IpU CIydauTe C TeHepalu3upaHa
dopma Ha myasthenia gravis, a mnpu ounHuTe (OpPMH CBIIO CE YCTAaHOBSBA
MMOHW)KaBaHE Ha aHTUTENATa, HO C M0-HE3HAYUTEITHO MOJOOpEHHE Ha CHMITTOMUTE.
HAYYHU NYBJIUKALIIMA U TPOSABU:

e Acenosa A, B BoxuHOBa. AHTHTENaTa CpyILly alleTUIXOIMHOBHS PELIENTOP MPHU Aena
C MHACTCHHUs I'paBHAC KaTO MapKEp 3a OILICHKAa Ha TCXKECTTa Ha 3a00/SIBAHETO U
edpekra ot Tepamusra. (P86). 11 — tu HamuoHaneH KOHTpec 1O HEBPOJOTHUS C
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MeXIYHApoaHO y4actue, 14-16 maii 2009, HAK, Codus. Bearapcka HeBponorus,
2009; 9: 93-94.

Hay4Hust oTuer e mpuer cbe cleAHUTe OLleHKY 1o ckanata Ha CMH: JOBPA
- 3a U3BBpIIEHATa HaydHou3cienoBarencka neiiHoct; BUCOKA - 3a mpuHOca Ha
MOJy4EeHUTE PE3yATaTH 3a opopMsiHe Ha aucepTrauuoHHus Tpyn; BHUCOKA - 3a
NpUHOCA Ha peanu3MpaHaTa pa3paboTka BBPXY Ipolleca Ha MOATOTOBKAaTa Ha
JOKTOpaHTa.

Horosop Ne 7-J1/2008 r. KanauureT HAa AeMEHTHH NALUEHTH C JeNpPecHBHA

CHMIITOMH
HAYYHO HAITPABJIEHHUE: [ITHC. HeBponayku u noseyieHue

BOAELL U3CJIEJOBATEJ (1OKTOPAHT): Jlenunia Mupociasosa Tomy3oBa
3aducIieH 3a peJOBEeH JOKTOPAHT ChC 3ammoBe] Ha pekrtopa Ne. P-244/ 26.03.07
HAYYEH PBKOBOJIMTEJ HA TOKTOPAHTA: [lou. JI-p Bnagumup
Tomopos Benunos, 1M, v.velinov@gmail.com

BA30BA OPTAHM3AIINSA 3A UBITBJITHEHUE HA ITPOEKTA: YCBAJIHIT
,-CB. Haym”, Karenpa no ncuxuarpus Ha MY - Codust

PE3VJITATH:

Wscnensanute numa 6sxa pasnpeneneHy o0mo B 3 TpyNmu B 3aBUCHMOCT
or creneHra Ha HexmeecnfcoGHoct. Ilo  oOTHOmIGHWE Ha KIMHUYHHTE |
TICHXOMNATOJIOTHYHUTE KPUTEPUH Haii- OTYETIMBa Oellle MEeXAyrpyrnoBara pasiuka
npu m3cnensanero DEMTECT u ckana Ha XaMunToH 3a genpecus. Te3n pe3yaraTi
MOAKpENNXa XHUIoTe3aTa 3a KOMOWHHPAaHO BIHMSHHE Ha JEMEHTHaTa W
JeTpecuBHATa CHMIITOMAaTHKa BBPXY JeecrnocoOHOCTTa. OCHOBHUST CKPUHHHIOB
metonx MMSE He mokasza CTaTHCTHYECKH 3HAYMMH PA3JIMdds MEXKAY TPYIHTE C
pa3IMYHN HUBA Ha HEAEECIIOCOOHOCT, KOSTO € B CHHXPOH C JPYTM M3CIE/IBAHHUS B
Ta3u HACOKa.

HAYYHU NYBJIUKALIMU U ITPOSABU:

e  MexayHapoaHa KOHQpEpeHIHS Ha ChICOHOICUXHUATPHYHHUTE CITY>KOH,
Buena, M. o 2008, npesentanus na tema: “Clinical Assessment of
Incapacity according to Bulgarian civil Legislation. Comparative
reflections”

e CgeroBeH KoHrpec no ncuxuarpus, Ilpara, 2008, mocrep Ha Tema
JAspects of Incapacity in the Elderly”

e  [IvpBu HaunoHaseH koHrpec no ncuxuarpus, Codus, 2008, npeseHTarys
Ha TeMa JleecmocoOHOCT TpU JAEMEHTHH OOJHH C JenpecHuBHA
CUMIITOMAaTUKa — NPEACTABAHE HAa MbPBOHAYAJIHU PE3YIITATU
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e  VYopxkmon Ha Canyc Mucturyt, rp. Marne0ypr, rorn 2009, npeseHTarnms
Ha Tema ,,Psychiatrische Begutachtung im Alter- Vergleich der
zivilrechtlichen Voraussetzungen”

Hay4Hust oTuer e npuer che ciaeqHuTe oleHku 1o ckanara Ha CMH: JOBPA
- 3a U3BBpIIEHATa HaydHou3cienoBarencka naeiiHoct; BUCOKA - 3a mpuHOca Ha
MIOTy4eHUTE pe3yNTaTH 3a odopMsHe Ha aucepTanuoHHus Tpyx; JOBPA - 3a
IIpUHOCA Ha peajM3upaHaTa pa3paboTka BBPXY Ipoleca Ha IOATOTOBKAaTa Ha
JOKTOpaHTAa.

Horosop Ne 22-J1/2008 r. PazpaGorBane Ha 6a3a-qaHHH 0T KPAHHO-KOPIIO-

rpadgcKnTe N3caeABAHNS HA KJIMHIYHO 31PaBH 106POBOJIIN

HAYYHO HAIIPABJIEHHUE: ITHC. HeBponayku u moBezicHue

BOJEILLL HN3CIEJOBATE (A1OKTOPAHT): IMers  JumutpoBa
Tep3unBanoBa-Tonoposa

3a4ncieH 3a peloBeH TOKTOPAHT Che 3amoBe]] Ha pektopa Ne P - 240/ 26.03.2007 r.
Menununcku ®dakynrer, Karenpa no Icuxuarpus, CBAJIHII “Cs. Haym™ - Bropa
[NcnxmarpuyHa KIMHAKA

HAYYEH PBKOBOJAUTEJ HA TOKTOPAHTA: [lou. CBerno3ap XapanaHoB
Xapananos, 1M, CBAJIHII “Cs. Haym” - Bropa Ilcuxuarpuyna KiuHHKa
BA30OBA OPTAHU3AIUSA 3A U3ITbJIHEHUE HA TTIPOEKTA
Menmumuucku ®akynrer, Karenpa mo ncuxuatpuss, CBAJIHII “Cs. Haym” - Bropa
[NcnxnarprudHa KITMHAKA

PE3YJITATH: (no 200 nymmn):

Halpanute B Xxosa Ha mpoekTa KIMHUYHO 3apaBu jaoOposoiuu umar KKI'-
MaTepHH Ha JIBM)KCHHE, KOUTO CTAaTHCHYECKH 3Haummo ce pasznmusar ot KKI'-
MaTepHUTe Ha JBIDKCHWE Ha JenpecuBHUTe narueHtn (p<0,05). BeposrtHo
yATpa3ByKOBaTa KPAaHUO-KOPIO-Tpadus € JOCTaTHYHO YYBCTBUTEIICH METOJI, KOHTO
peTucTpHpa JUCKPETHUTE HEBPOJIOTMYHH IMPOMEHH IIPU MAIMEHTUTE ¢ OWIONspHA
nerpecust  (LatS 3mpaBu<<<LatS OwumomsipHM mnanueHtH). brmaromapenme Ha
HACTOSIIIMA TIPOeKT ¢uHaHcupaH oT MYVY-Codus ce odepraBar TEHICHIUUTE,
HACOKHTE U cnabute CTpaHM Ha OBJEHMS TUCEpTAiOHEeH TPy, KOETO IO3BOJISIBA
HaBpeMEHHa Kopekius Ha mnociegHure. C oryen pas3iuuyuara B CpeAHUTE Ha
BB3pAcTTa Ha 37paBUTE KOHTPOJIM M Ha TAlMEHTHUTE C Jenpecus € HeoOXOIuMOo
MOCTUI'aHEe Ha MO-TOJsIMa U3BaJKa OT 3paBU KOHTPOJIHU, KOSTO CIIE/IBA Jla BKIIOYBA
nuna Ha Bb3pact Mexay S50 u 60 roguau. CrenBa a MPOABIDKKA HaOMpaHETO Ha
37paBH JTOOPOBOJIM, IIO-TOJIEMHUST OpoH Ha KOWTO JIa IO3BOJIM ()OpMHpaHE Ha
MIOATPYIH C aeKBAaTHO pasIpeieNieH e 1o 1oj. JJaHHuTe OT HACTOSIINS MPOEKT IIe
Obaar 6a3uCHH 32 pa3padOTBAaHETO HA OBACHINS TUCEPTAIOHEH TPYI.

HAYYHU NYBJIUKALIMU U ITPOSABU:
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eHaralanov S, P Terziivanova. Psychomotor disturbances in bipolar and unipolar
depression. XIV World Congress of Psychiatry. Prague, Czech Republic, 20-
25.09.2008

Hay4HusaTt oTuer e mpHeT CbC CIEJHUTE OLCHKM N0 ckaigara Ha CMH:
BHCOKA - 3a usBbpllcHaTa HaydHousclenoBarescka aeiiHoct; BUCOKA - 3a
IIPUHOCA Ha TIOJNy4EHHWTE pe3yiITaTd 3a OoQOpMsHE Ha UCEPTAlOHHUS TPYIX;
BHCOKA - 3a mpuHOca Ha pealu3upaHara pa3paboTka BBpPXy IIpoleca Ha
MOATOTOBKATa Ha JOKTOPAHTA.

Jorosop Ne 23-]1/2008 r. OnpeesisiHe HA HOPMH ¢ KPAHHOKOPIOTrPaPCKu
H3cJIeIBAHNSI HA PABHOBECHETO

HAYYHO HAIIPABJIEHHUE: ITHC. HeBponayku u moBezicHue

BOAELL U3CJIEJOBATEJI (IOKTOPAHT): Bacun [Tnamenos JKenkon
3ayuciieH 3a peloBeH JOKTOPAHT Che 3amoBe Ha pekropa Ne P-263/ 10.03.2006 r.
HAYYEH PBKOBOJIUTEJ HA TOKTOPAHTA: nou. a-p Cgetiio3ap
XapananoB XapanaHos, 1M, Bropa ncuxuarpuuna knusuka Ha Y CBAJIHIT ,,Cs.
Haym”

BA30OBA OPTAHU3ALIUSA 3A U3NBJHEHUE HA IMPOEKTA YCBAJIHIT
,,CB. Haym”

PE3YJITATH:

100 3apaBu nMIa, CHOTBETCTBAIY 110 BH3PACT M MOJI Ha U3CIEIBAHUTE 1O
JNOKTOpaHTypaTa  ajKOXOJHO  3aBUCHMHM  NalMeHTH, 0sxa  JBYKpaTHO
MOCJIIOBATEIHO W3CIEeBaHN C KpaHHoKoprorpadus. ExBumubGpuomerpuuHuTe
npobu Osixa 6 B JIBe ChCTOSHUS — OTBOPEHH M 3aTBOPEHH O4H, 00110 12, OT KOUTO
10 - mHoBoBbBencHH. CpPaBHUTENHUAT aHANW3 pasKpH, 4Ye TMAaIlUeHTHTE ca
3HAYHUTEITHO MO-HecTabWIIHN OT KOHTposuTe. HKkon OoT HOBUTE TECTOBE ce OKa3axa
OYaKBaHO TIO-UYBCTBUTENHH OT OasucHuTe. OT  EKBHIMOPHOMETPHYHHUTE
mapameTpH, oT oco0eH mHTepec Oemre LatS — cTpaHHMYHOTO TENECHO ONIOJNIIBAHE,
KOWTO W3IIIeXKIa € MapKep Ha ChCTOSHHETO HAa XPOHWYHA MHTOKchKaiwms (trait
marker), Ho Gu MOTBJ Ja ce OKake W MapKep Ha abCTUHEHTHHs cuHApoMm (State
marker).

HAYYHU NYBJIUKALIMU U ITPOSABU:

. XKenkos B, Xapananos CB. HapyreHus B cTaTHYHOTO PaBHOBECHE MPU AJIKOXOJIHO
3aBHCUMU JMIIa 1O BpPEME Ha aGCTI/IHeHHI/Iﬂ. B‘bnrapcr(a HEBpPOJIOTHYHA U
TICUXHaTpUYHA MpaKkTUKa. JafeHa 3a mevart.

eJenkov V, Haralanov Sv. Impairments in equilibrium during somatic alcohol
withdrawal. Alcohol and Alcoholism. Tagena 3a meuar.

e Jenkov V, Sv. Haralanov Impairments In Postural Stability During Somatic

Alcohol Withdrawal. 12" Congress of European Society for Biomedical Research
on Alcoholism. Helsinki, Finland. June 7-10, 2009. p. 42.
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Hay4Hust oTyer e mpHeT CbhC CIEIHUTE OIEHKM Mo ckamata Ha CMH:
BHCOKA - 3a usBbplIeHaTa HayyHOHM3clenoBartencka aeiHocT; BUCOKA - 3a
IIPUHOCA Ha IIOJNy4EHHWTE pe3yiITaTd 3a Oo(QOpMsHE Ha UCEPTALOHHUS TPYIX;
BHCOKA - 3a mpuHOCa Ha peaqm3upaHarta pa3paboTka BBPXy IIporeca Ha
MIOATOTOBKATa Ha JOKTOPAHTA.

Jorosop Ne 21-71/2008 r. Bpb3ka Me:kay NPOABIKHTETHOCTTA HA
ChIIECTBYBaHE HA IbPBUYHOTO €NUJIENTOreHHO OTHHILE U BEPOSITHOCTTA OT

MOsIBa HA BTOPUYHO eNHJIeNTOrE€HHO OTHHUIIe. JIaTeHTeH mepHo MexKay
NBPBUYHHS YBpexKIanl paKTop U MOsIBaTAa HA XPOHHYHH eNHJIeNTHYHH
NMPUCTHIH

HAYYHO HAIIPABJIEHHUE: ITHC. Hesponayku u nosegenue; Xupyprus
BOJELL U3CJIEJOBATEJ (IOKTOPAHT): Kpacumup L{BeTkoB MuHkHH
3aumcIieH 3a peJOBEeH JOKTOPAHT ChC 3amoBe]| Ha pekropa Ne 1296/18.11.2004r.
HAYYEH PBKOBOAUTEJ HA JOKTOPAHTA: nou. Xpucro Liekos, am,
Knuanka mo Hespoxupyprus, YMBAJI ,,Cs. Ban Puncku”

BA3OBA OPrAHM3AIMNA 3A M3INBJIHEHHE HA IIPOEKTA:
Menumuncku ¢axynter, Katenpa mo Hespoxupyprus, MBAJI ,,Cs. lBan Puicku”,
Knunuka no Hespoxupyprus

PE3VJITATH:

CpeaHUAT JaTeHTeH MepUOA OT MHTPAIIEPUTOHEATHOTO MH)XEKTHPAHETO Ha
KanHOBA KHCEIMHA IO IbPBUTE CIIOHTAaHHU NpUcThIH O¢ 24 nau (0T 5 1o 67 mHM).
Cpennusit gaTeHTeH nepuof 3a mrexosere Wistar 6e 27,6 xau (ot 9 mo 67 amm), a
3a SHR mrsxoBere G6e 21,8 muam (ot 5 mo 53 mnu). Beopexn HammumeTo Ha
TEHACHIMSA KbM IO-ABIBI JIATEHTEH Iepuona npu rurbxosere Wistar, pasmukara
Mexay snarentHure nepuomau npu Wistar u SHR He mocturha cratucTrvecka
3Hauumoct (p=0,385).

HAYYHU NYBJIUKALIMU U ITPOSIBU:
e  Minkin K et al. Animal epilepsy models. Bulgarian Neurology submitted

e  Minkin K et al. Latent period between injury factor and appearance of chronic
seizures in kainate model of epilepsy in rats. Bulgarian Neurology submitted

HayunusT otuer e nmpuer cbe cieHuTe oleHKH 1o ckainara Ha CMH: JObPA
- 3a U3BBpILIEHAaTa HaydyHouscnenoBarencka aeiinoct; BUCOKA - 3a npuHoca Ha
MOJlydeHUTe  pe3ydaratd  3a  odopMsiHE  HA  JUCEPTALMOHHUS  TPYX;
3A/JOBOJTHTEJIHA - 3a iprHOCa Ha peain3upaHara pa3paboTka BbpXY Iporeca
Ha TOJrOTOBKATa Ha JOKTOPAHTA.
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Jorosop Ne 29-/1/2008 r. Autu-anexcud V u ANCA aHTHTeJa M HAPYUIEHUS B
anonTo3aTa Npu 60JHHU ¢ HAKOU ABTOMMYHHH 3200/ IsIBHUS

HAYYHO HATNIPABJIEHHUE: NmyHHa cuctema

BOJEIL U3CJIEJTOBATEJ (IOKTOPAHT): Mapus Xpucrosa Xpucrosa
3aqucIieH 3a peoBeH JOKTOPAHT Che 3armoBex Ha pexropa Ne P.228/26.03.2007 r.
HAYYEH PBKOBOJUTEJL: IIpod. Mapra IlerpoBa banesa, nvu

BA3OBA OPIrAHM3AILIUA 3A M3NBJIHEHUE HA TIPOEKTA
Memumuuckn  @akynrer, KnmHmdeH wneHtsp mno aneproiorus/Kartempa mo
KIMHUYHA J1abopaTopusi M 1O KIMHUYHA HMYHOJIOTHs, JabopaTopus MO
HUMYHOJIOT UL

PE3VIJITATH:

ABTOMMYHHHTE 3a00JsIBaHUS ca MYITHAMCHUIUIMHApEH mnpobieM u
MIPE/CTaBIsIBAT OOCKT Ha W3CJE[BaHE Ha MMYHOJIOTHATA, TeHETUTHKaTta W 1p. B
Te3W HAacOKHM OsXa HampaBeHH HAIIUTE Npoy4yBaHus. V3cnensaHero oOxBaimamie
00mro 117 manuenta (¢ raoMepyIoHEPPUTH, CHCTEMEH JYITyC, aHTU(POCHOTUITUICH
CHHAPOM, PEAKH BacKyJIWTHH 3a0oisiBanus). M3cnensanu 0sixa JBe OCHOBHH I'PYIH
anTuTena — 1. antuHeyTpodUIHNUTE MTOIIa3Menn antutena — P, CANCA choTB.
anti-MPO, anti-PR3 ANCA, kakto u 2. aHTU()OCOIHINAHA AHTHTENA, KbM KOUTO
CIIaJaT ¥ aHTU-aHeKCUH A5 anturtenara. [Ipu kpbcTocaHo u3cieaBaHe upe3 TeCT Ha
Kruskal-Wallis mexxny nBete rpymu He ce ycranosu 3asucumoct (p>0.05). ITopaau
Mmankus Opoit anti-MPO wu anti-PR3 ANCA mnonoxurennu nanuentd (N=8) ot
BCHYKH cKpuHupanu upe3 |IF nuia, mosiBuiata ce TeHASHIUS 3a aCOIMALUUPAHETO
UM C aHTH-aHeKcMH AS aHrturenara or wkiac |gG He JoCTHrHA CTaTHCTHYECKa
3HAUYMMOCT. 32 IPHB IBT B TOBa INpOydYBaHe Oe ONpesesieHa IOMylaldOHHATA
4ecToTa Ha m3chenBaHute aienu PiZ u PiS B rena 3a ol-antutpuncud (alAT) B
Obirapckara momynarus. Hamepenara decrota Ha PiZ amena B u3Baakara e 0,8%,
KoeTo Hapexaa beirapus cpen crpanute ¢ HUcKa dectora Ha alAT medunura B
EBpoma momo6Ho Ha Wrtamus m YHrapua. Yecrtorata Ha anena B Tpymnara Ha
MAlMeHTHTE ¥ B KOHTPOJIHATa IPyIa HE NMOKa3Ba CTATHCTUYCCKH 3HAYMMHU Pa3iIHKH,
KOETO MPaBU MaJKO BEPOSTHAa BH3MOXKHOCTTA 32 Y4acTHETO My B IaToreHe3ara Ha
U3CIIeIBAHUTE aBTOUMYHHH CHCTOSIHUS B Obirapckara nomynanus. OTKIOHEHHsTa
o mocoka Ha HamansBaHe Ha 0lAT Ge naGmrogasana B 7% (3 ot 42 ANCA I1F+).
OmnpenensHeTo Ha CHOHTaHHa anonTo3a Ha Heyrpoduin npu ANCA+ manueHTH Ha
IIBPBH 9ac IOKa3a CTOMHOCTH B MHTEepBal OT 2-6%. Bb3MoxkHO oOsicHeHHe 3a
CTAQTUCTHYECKU HE3HAYMMMTE PE3YITATH CIPSIMO KOHTPOJIHATA TPYIIa € TeparusTa ¢
KOpPTHKOCTEepoAHH npenapard. OTdeTeHa Oemre MOBbpXHOCTHA ekcrpecust Ha MPO
BBPXY HeyTpoGHiIHATA CyOTOMyalis U B KOHTPOJIHATA TPya.

HAYYHU NYBJIUKALIUU U TPOSIBU:
eMarinchev L et al., Blue toe syndrome as initial manifestation of ANCA-associated
vasculitis Rheumatology International RHEI-D-0900153
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eBaleva MP, Hristova MH. Nikolov K. Diagnostic significance of anti-annexin-A5
antibody determination Central Eur J Med.

. Xpucroa MX u ap. Blue toe syndrome-curzapom Ha cunure npbetn Kimauden
ciayyai

. Iponernu BapHeHcku mepMaTONOTMYHU IHU ,,370aTHU Iaceum” 3-5 ampun 2009
TI.IIOCTEPHA CECUs

Hay4Hust oTuer e mpuer cbe clieaHuTe OlleHKH 1o ckaigata Ha CMH: JOBPA
- 3a U3BBpIICHATa HaydHouscnenoBarencka aeitnoct; BUCOKA - 3a npuHoca Ha
MIOJTy4eHUTE pe3yNTaTH 3a oQopMsHe Ha qucepTanuoHHus Tpyx; BHUCOKA - 3a
IIpUHOCA Ha peajM3upaHaTa pa3paboTka BBPXY Ipoleca Ha IOATOTOBKAaTa Ha
JOKTOpaHTAa.

Jorosop Ne 4-J1/2008 r. [IpoyuBaHe npoMeHUTE HA HAKOM NPO- U
aHTHUH(IAMATOPHM LIMTOKMHH U cekpeTopeH UrA npeau u cien

MPUJI0KEHHETO HA MPOGHOTHK NPHU NANUEHTH ¢ Bb3NATHTEHH 3200/1BAHUS
Ha YepBaTa

HAYYHO HAIIPABJIEHHUE: NmynHa cuctema; ['acTpo-MHTECTHHATICH TPAKT.
BOJELI U3CJIEJOBATEJ (IOKTOPAHT):1-p Ilersp Kpacumupos
Huxonos

3a4MCIIEH 3a PEIOBEH JOKTOPAHT Che 3amoBe Ha Pekropa Ne P-836 / 30.10.06
MYVY-Codust; Meanumucku Paxynrer; Karenpa Berpemnn bonectn, YMBAJI “Cs.
WBan Punckn”, Kimmauka mo "actpoenTeposorus.

HAYYEH PBKOBOJAMWTEJ HA BOAEIIUS U3CJIEIOBATEJ (IOKTOPAHT):
[pood. 3axapmii AnexcanapoB Kpbcres nmH, Kimmanka mo [actpoeHTepomnorus Ha
YMBAJI “Cs. UBan Puncku”

BA30OBA OPI'TAHU3AIIUSA 3A UBITBJIHEHUE HA ITPOEKTA: MVY-Codus;
Meauuuucku ®akynrer; Karenpa Bwrpemnu bonectn, YMBAJI “Cs. HBan
Punckn”, Knunuka no NactpoenTeponorus

PE3YJITATH:

HabnromaBa ce 3HaunmMo moBumieHne Ha npouHbmamaropaus IL-12 u
anTuu¢namaropuus |L-13 B cepym cnen mpuema Ha mpobuotuk (cbotB. p=0.023 n
p=0.003) mpu manmeHTUTE, KOUTO HE MPHEMAT S5-aMHHOCAJHIMIOBH TPEMapaTH B
CpaBHEHME C Te3W, KOMTO NpHeMaT TaKbB IpemapaT. 3aeJHO C TOBAa CE€ OTKPHUBA
3HAYMMO MOBHIIEHHE Ha SIQA B cioHKaTa ciieq npuema Ha npobuotuk (p=0.012)
Opu BCUYKU u3cneaBaHd nuna. KonneHnTtpanusara Ha SIgA B cioroHkara mnpu
6omectta Ha Kpon e mo-Bucoka (p=0.035) or Tasu mnpu 3apaBUTE Npeau
MIPWIOKEHUETO Ha NpoOwoTHk. IIpu ymrepo3eH KOJIHUT ce OTKPUBAT IT0-BHUCOKA
KoHIeHTpanuss Ha SIQA B ciroHkara kakto npeaun (p=0.030), taka u cruen
nprIoxeHneTo Ha npoduotuk (p=0.040) B cpaBHEeHHe C Ta3u HpH 3apasute. llpn
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CpaBHSBAHETO Ha CTOWHOCTHTE Ha SIQA B CIIIOHKaTa Ha MALIUCHTUTE C YJIEPO3eH
KOJIUT MPEIH U Ccliel IprueMa Ha MPpOOHOTHK ce OTKPHBA 3HAYUTEIHO MOBUIICHHE Ha
SIQA B kpas Ha wuscnenBaHero (P=0.016). Ilpu aHaNOTMYHOTO pasrienaHe Ha
nanueHTuTe ¢ Oosect Ha KpoH He ce oTkpmBa momoOHa 3aBucHUMOcT. OTKpHBa
00paTHO-TIPOTIOPIIMOHATHA 3aBHCUMOCT MEX/y KOHIeHTausATa Ha SIgA B ypuHara
n dexamuuTe Ha neH 0 32 BCHYKU OOJHM ¢ XPOHUYHH BB3MAINUTETHH 3a00JSIBAaHHS
Ha 4JepBara: KopellafoHeH KoeduieHT Ha Spearman = - 0,419 (p=0.033). Taxa
KOJIKOTO TI0-BHCOKa € KOHLEeHTpauusita Ha SIQA BBB (¢enec mpexu mnpuemMa Ha
MpOoOHOTHUK, TOJIKOBA ITO-HUCKA € T4 B ypUHATa H 00paTHO.

HAYYHU IYBJIMKALIUU:

. Huxonos II, Kpbscre 3. IlpomMeHH B KOHIEHTpanusTa Ha HSIKOM MpO- H
AHTUHH()IAMATOPHU LUTOKUHU, U CEKPETOPEH MMYHOTNIOOYIHH A Opeau U Clerd
TIPUIIOKCHUETO Ha HpOGI/IOTHK Ipu MaOUCHTU C XPOHUYHHU Bb3NAIATCIIHU
3abomsBanHus Ha yepBata. MequimHcku [Ipernex 2010 (mox medar)

Hay4HusT oTyer € mpHeT ChC CIEOHUTE OIEHKM mo ckamara Ha CMH:
BHCOKA - 3a w3BbpuieHaTa HaydyHOHM3ClenoBartencka aeiHocT; BUCOKA - 3a
IIPUHOCA Ha TIONy4EHHWTE pe3ylTaTd 3a O(QOpMsIHE Ha IUCEPTALHOHHUS TPYIH;
BUHCOKA - 3a mpuHOca Ha pealu3upaHarta pa3paboTka BBPXY Mpoleca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Horosop Ne 30-J1/2008 r. Onpenessine HA AMATHOCTHYHATA CTOMHOCT HA

(YHKIHOHATHOTO H3C/IeBaHe HA AMIIAHETO U 3HAYEHUETO 32 MPOC/eAsiBaHe
Ha ed)eKTa OT JiedeHHe NPH JAena ¢ GPOHXHAIHA acCTMAa B PaHHA AeTcKa 0
NpeTyYHJINIIHA Bb3pacT

HAYYHO HAITPABJIEHHE: [lercku Gonectn

BOJEII N3CJIEJOBATEJ (IOKTOPAHT): [/leuo Tonopo Yakspos
3a4mcIeH 3a peoBeH TOKTOPAHT ChC 3amoBe]] Ha pexTopa Ne.P237/2007r.
HAYYEH PbKOBOJUTEJ HA BOJEIHSI U3CJETOBATEJ (JIOKTOPAHT):
[Hou. Ilenka Unuesa [lepenoscka, nmu, MBAJI ,,AnexcannpoBcka”, Jlercka
kiuHUKa, Katenpa no nercku 6onectu

BA30BA OPTAHU3ALNS 3A N3ITbJIHEHUE HA TIPOEKTA:

MBAJI” Anekcanaposcka”, Jlercka kinmHuKa, Katenpa o nercku 6onectu, Codust
1431, oyn. I'. Coduiickn™ 1

PE3VYIJITATHU:
Jlo Kpas Ha MpoeKTa HAMa 3HAUUMH Pa3jIdyus B MOJyYEHUTE Pe3ynTaTH
Opy 37paBUTE Jella W TE3W, C IOCTaBeHa JMarHo3a — OpOHXHAlHA acTMa.

BeposiTHOTO O0siCHEeHME Ha Te3u pe3yiaraTd € HeoO0XOAMMOCTTa OT  IIo-
HPOABDKATENHO TPOYYBAHE BHB BPEMETO, KOETO Ja OOXBaHE JOCTATHYHO TOJSIM
Opoii TammeHTH, 3a Ja OBAAT NpPENCTABUTENHA W3BAAKa OT TOMYNALMATA ChC
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cTaTucThiecko 3HayeHue. Ciex ToBa Morar Jga ObaaT OOOOLICHHM MOITyYeHHTE
pesynratd 3a OBIrapcKuTe Jena, ¢ Lel Ja ce Ch3AagaT pe)epeHTHH CTOHOCTH,
OTroBapsIliy Ha PACOBUTE U €THHYECKH OCOOEHOCTH Ha OBIrapckoTo HaceneHue. B
HHUKaKbB CIIydail He MOXKe €HO3HAYHO Ja ce pa3dyuTa Ha 3bJafeHUTe 10 MOMEHTa
0a3n JaHHM B CBeTa, ThH KaTo He OoOXBamlaT JOCTATHYHO TOJsIMAa YacT OT
HACEJICHUETO.

HAYYHU NYBJIUKALIIMU U ITPOABU:

Ha To3u eram moiydeHuTe pe3yNTaTH ca HENOCTATHYHH 32 O(QOPMIHETO UM B
MyONUKaLKs WM NPEACTaBsiHeTO MM Ha (GopyMm mHo meguaTtpus. Paborara mo mpoekra Iie
TPOABILDKA U CJIEA NPUKIOYBAHETO UM, B PAMKUTE Ha PEAOBHATA JOKTOPAHTypa Ha BOACIIUI
n3cnenosatel. [Ipu peanusupane Ha myomukanus. MY — Codust me Ob1e yBeoMeH, KaTo e
ce uutupa yyacruero B Konkypca ,,Muan uscienosaren 2008

HayuHusT oTder e nmpuer cbe ciaeHuTe oleHKH 1o ckainara Ha CMH: JObPA
- 3a U3BBpLIEHATa HayyHoU3clenoBaTelcka neiiHoct; JOBPA - 3a mpuHOca Ha
mojydeHure  pesyaratd 32 odopMsAHE HA  JAWUCEPTAlMOHHHS  TPYX,
34/I0BOJINTEJIHA - 3a ipuHOCa Ha pealu3upaHara pa3paboTka BbpXY mpoleca
Ha MOATOTOBKATA Ha JOKTOPAHTA.

Horosop Ne 31-71/2008 r. M3ciienBaHe Ha eKCIIPeCHsITa HA TeHH, CBbP3aHH C

peryJjanusTa Ha KJieTbuHus kb, JJHK penapanusita m anonro3ara karo
MapKepH 32 XUMHOCEH3UTHBHOCT/PE3NCTEHTHOCT NMPH HeAPEOHOKJIETHYHUS
0eJ101po0eH KapIuHOM

HAYYHO HAIIPABJIEHHUE: Pak, 6uonorus, enuaeMHoNIOrus, Tepanus
BOAELL U3CJIEJOBATEJ (AOKTOPAHT): n-p Panoctuna Brnaesa UepHesa
3aumCcieH 3a peIOBEH TOKTOPAHT ChC 3amoBe]] Ha pekTopa Ne.275/23.03.2006
HAYYEH PBKOBO/IUTEJ HA BOAEIIUS U3CJIEJOBATEJ (1I0OKTOPAHT):
Hon. Orasa BopucoB I'eoprmes, nm, Karempa mponeneBTHka Ha BBTPEIIHHTE
6omectH, [TyTMOIOrHYHO OTIENICHIE

BA30OBA OP'AHU3AILIUS 3A UBITBJIHEHUE HA ITPOEKTA

Karenpa no IlponeneBtrka Ha Bbrpemnute bonectn, Meauumuckun Pakynrer,
Meauuuucku Yuausepcuret, Y MBAJI "Anekcanaposcka"

PE3VYJITATHI:

OT TpOBEACHOTO WH3CIEABaHE YCTAaHOBHXME, Y€ PAHHUTE CTaJWH Ha
HeIpeOHOKIETPYHHSL KaplIMHOM C€ XapaKTePH3HPaT CbC CBPBXEKCIpecUs U
HaMaJIeHa eKCIIpecHs Ha ToJisM Opoit reru. [Ipu ageHOKapIMHOMUTE ca HAITUIIE IBa
reda cbc mosuineHa - BIK, p73 u mecr ¢ mommkena ekcrmpecus - CFLAR,
XIAP,BIRC2, TNFRSF10, FAS, DAPKI. I'enure ¢ HamaieHa EKCIpECHs ca
OTTOBOPHH TJIABHO 3a peaM3MpaHETO Ha BBHINHATA BEpUTa Ha aKTHBUpPaHE Ha
anonTo3ata. [Ipu MI0CKOKIEThYHUTE KAPIIMHOMH C Hai-BUCOKH HUBA HA EKCIIPECHS
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e kacmasa-14. ['enute ¢ HamaneHa ekcrpecus ca - caspase-8, 10, DAPK1, CFLAR,
BIRCS, Bel 10, MCL1, CARDS, NODI. Te ce OTHACST IIaBHO KbM CEMEUCTBOTO
Ha Kacmasa IpPUBIMYAIIMTE AOMEH, ChABPXKALIM MOJNEKyld. Perymanumsara um e
CBBbp3aHa C KOHTPOJIA HA BEpPHUTaTa Ha BH3MAICHHETO - HyKJeapeH (akTop kKama b,
KaKTO ¥ Ha aroITo3ara.
HAYYHHU TYBJIMKALIUUA U ITPOSABU:
e  Cherneva RV et al Apoptosis gene expression profiling in early stage NSCLC
Pathology and Oncology Research submitted - http://pore.edmgr.com/
e  Georgiev O et al. P1.27. Gene expression profiling of genes involved in apoptosis
in cases of adeno and squamous cell carcinoma .of the lung Genomics and
Proteomics in Personalized Medicine Mapr 19-20, 2009 Codwusi, bearapust Ctp. 46

Hay4yHusT oTyer e mpHeT ChC CIEOHUTE OIEHKM mo ckaimara Ha CMH:
OT/IHYHA - 3a u3pbplIcHaTa HaydyHouscnenoBarencka neiHoct; BHCOKA - 3a
IIPUHOCA Ha IIOJNy4EHHTE pe3yiITaTd 3a Oo(QOpMsHE Ha IMCEPTALOHHUS TPYX;
BUHCOKA - 3a mpuHOca Ha pealu3upaHarta pa3paboTka BBPXY Mpoleca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Jorosop Ne 26-J1/2008 r. SonoVue B AudepeHunaTHaTa IMarHos3a Ha
100poKavYecTBEHH M 3JI0KaYeCTBEHH COJUIHH OTHUIIHY JIe3UH HA YepHHUS P06
HAYYHO HATIPABJIEHHUE: I'actpo-uHTECTHHAIICH TPAKT

BOJELL U3CJIEJOBATEJ (IOKTOPAHT): Jumutsp XuHKOB AJlaMaHOB
3a4ncIeH 3a peloBeH TOKTOPAHT Che 3amoBen Ha pektopa Ne P-278 A/23.03.2006 r.
HAYYEH PbKOBOJUTEJ HA BOJEIHSI U3CJETOBATEJ (JIOKTOPAHT):
IIpod. Huxoma I'eopruer I'puropos, amu, YMBAJ ,llapuna Moanna-HUCYII”,
Kimnnka no 'actpoenteposorust.

BA30OBA OPTAHU3AIUSA 3A U3ITbJIHEHUE HA TTIPOEKTA

Kiunnuen uentsp no I'actpoenteposiorusi, Knunuka mo I'actpoenteposorus,
VYMBA , Ilapuna Moanua-UCYJI”

PE3VJITATH:

IIpoBeneno Gemie mpoyuBaHe Ha rpyma ot 31 mamueHta (B Iepuona
centeMBpu 2009 rox. - stHyapu 2010 rox.) ¢ OTHUIIHY YEPHOAPOOHU JIE3UH, YHUSTO
XapaKTepUCTHKA HE € YTOYHEHa ClieJl KOBeHIMOHaIHa M Jomuep exorpadus. Ha
BCHYKK OOJNHU Oelle U3BBPIICHO KOHTPACTHO-eXorpadcko M3cienBaHe Ha YEpHUS
Ipo0 ¢ ynTpa3ByKOB KOHTPACTEH areHT OT BTOPO IOKOJICHUE (CepeH XeKcadryopu
- SonoVue®). HabmopaBamie ce H3MBIBAHETO HAa 30HUTE C KOHTPACT IIpe3
apTepHaNHaTa, IOpPTAHaTa BEHO3HA M KbCcHaTa (a3a. Jlnarnosara Oeme mocraBeHa
Bb3 OCHOBAa Ha MOJiella Ha KOHTpAacTHUpaHe. J[aHHHTE OT KOHTPACTHO-yCHJIEHATa
exorpadus (KYE) 0sixa chriocTaBeHH ChC 3aKITIOYEHHSATAa HA CMATAHHUTE 3a ,,371aTeH
CTaHmapT” METOJIH - KOMITIOThPHA TOMOTrpadus ¢ KOHTPACT, MAarHUTEH PE30HAHC C
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KOHTPACT, LIUTOJIOHYHO/XUCTOIOrHYHO u3cnensane. KYE npaBuinHo pasrpannyasa
17 manueHTH ¢ 1OOpPOKAaYeCTBEHHU Jie3uH U 14 c¢hC 370KauecTBeHU. B oTkpuBaHeTO
Ha MaJTMTHEHOCT MeTOABT Moka3Ba 100% qyBCTBUTETHOCT U CHIELU(PUIHOCT.

Hay4Hust oTuer e mpuer cbe cleAHUTe OLleHKY 1o ckanata Ha CMH: JOBPA
- 3a U3BBpIICHATa HaydHouscnenoBaTencka neitnoct; BUCOKA - 3a npuHoca Ha
MIOTyYeHUTE pe3yNTaTH 3a oQopMsHe Ha qucepTanuoHHus Tpyx; BHUCOKA - 3a
NpUHOCA Ha peajM3MpaHaTa pa3paboTka BBPXY Ipolleca Ha IOATOTOBKAaTa Ha
JOKTOpaHTa.

Jorosop Ne 25-J1/2008 r. OueHKa HA JTHYHOCTTA MPU MANMEHTH C YJIIEPO3eH
KOJIMT M 0oJiecT Ha Kpon

HAYYHO HATIPABJIEHHUE: I'actpo-nHTECTHHAIICH TPAKT

BOJEL U3CJTEJOBATEJ (1OKTOPAHT): /lo6puana ['eopruepa [lanosa
3a4ucIieH 3a peIoBeH JOKTOPAHT Che 3aroBes Ha pexropa Ne P-147/ 2007 r.
HAYYEH PBKOBOJAUTEJI HA BOAELIMS U3CJAEIOBATEJ (IOKTOPAHT):
[pod. 3axapmit AnexcangpoB KpwcreB, mma, YMBAJl ,.CB. MBan Puncku”,
KnnHuka 1o racTpoeHTepoIorus

BA30OBA OPTAHU3AIUSA 3A U3ITbJIHEHUE HA ITIPOEKTA
Menunuucku dakynrer, Karenpa no Berpentan 6onectu, YMBAJL ,,Cs. Ban
Punckn”

PE3VJITATH:

Viueposuusat kot (YK) u 6onecrra Ha Kpon (BK) ca aete dopmu Ha
XpOHUYHATA BB3MajuTeNHa OonecT Ha uepBara (XB3U). Te 3acsrar mpemumHO
MJIQJ¥ XOpa M IMPOTHYAHETO UM C€ XapaKTepH3Hpa C IOCTOSHHO peIyBaHEe Ha
oboctpsiae ¢ pemucus (1). To3u XxpoHHYEH X0A, HEOOXOIUMOCTTA OT HMOCTOSHHO
JIeYeHHEe U TOCIEICTBHUATA OT HACTHIIBAIINTE YCIOKHEHHS, OKa3BaT OTPHIATEIIHO
BIMSHHAE BBPXY eXKEIHEeBHETO Ha OomHmTe. lMa mmTepaTypHM [TaHHH, dYe
nanuenTuTe ¢ YK u BK nmar oTkioHeHHe B CBOS ICHXOJOIMYECKH HPOQUII.
IMoBeue ot mosoBuHara ot Gomuute ¢ XB3Y (59.4%) wumar mnmaronoruvHo
MOBUIIEHU PE3yJTaTH 10 KIMHUYHHUTE CKald, GOpMHUpAIX HEBPOTHYHATA TPUAJA;
35% (13 maumeHTa) UMaT OTKJIOHEHHMS IO KJIMHUYHATA cKaja mapaHos; 32.4% (12
JIAIA) UMAaT 3aBHIICHH CTOMHOCTH IO CKajara coruanHa uHTpoBepcus; 24.3% (9
MAIMEeHTa) MOKa3axa 3aBHIIEHH CTOMHOCTH IO KIMHWYHATA CKaJla ICHXACTeHHS; U
18.9% (7 mammeHTa) HMMaxa 3aBUIICHH CTOWHOCTH IO CKajaTa IICHXOATHO
oTkiIoHeHHe. o oTHOmEeHNe Ha cKanuTe, (POPMHUPAIIH ITeTOpKaTa Ha JIMYHOCTHATA
NICUXOMATOJIOT I, TIOJIOBUHATA OIl MAIMEHUTE Ce OKa3axa ¢ MpoQuiI Ha HeraTHBHA
eMoluoHanHOCT. [IpeAMMHO TManMeHTHTe B CTagus Ha ek3auepOauus ce
XapakTepHu3upaT ¢ JSNPECHBHOCT, TPEBOXKHOCT U HUBPOTH3BM. [lo-Manka yact oT
MalUEHTUTE B PEMUCHSA 6$[xa C TaKuBa OTKJIOHCHH . Haﬁ-BepOﬂTHO AKTHBHOCTTA Ha
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0osecTTa OKa3Ba BIMSHHE BHPXY EMOLMOHAIHOTO CHCTOSHHME HA Te3U OONHHU U
KPUHUYHATA KapTUHA POPMHPA SIXHUS ICHXOJIOTUIECKH PO
HAYYHU IYBJIUMKALIUA U TPOSIBU:
e  Panova DG. Psychological profile and quality of life in patients with Inflammatory
Bowel Disease. 170 Falk Symposium IBD and IBS: Novel Mechanisms and Future
Practice. 11-12 September 2009.
. IManosa AI'. Ilcuxomorndecku mpoduia U Ka4ecTBO HA JKMBOT NP HALMEHTH C

Gonect Ha Kpon. Harmonanua xoudepennust o Factpoenteponorust — [1oBaus.
22-24 Oxromepu 2009r.

Hay4HusT oTyer € mpHeT ChC CIEOHUTE OIEHKM mo ckamara Ha CMH:
BUCOKA - 3a uspbplieHaTa Hay4yHou3cienoBaTencka jaeifHoct; BUCOKA - 3a
IIPUHOCA Ha IIOJNy4EHHTE pe3yiITaTd 3a Oo(QOpMsHE Ha IUCEPTALOHHUS TPYX;
BUHCOKA - 3a mpuHOca Ha pealu3upaHara pa3paboTka BBpPXYy Mpolieca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Jorosop Ne 27-]1/2008 r. Acouuanust Ha HOTMMOP(PHU BAPHAHTH B
peryJiaTopHH reHu Ha anjaporeHHara 6uocuntesa (CYP1B1, CYP19 u

SRD5A?2) ¢ yBein4eH pucK OT pa3BUTHe HA paK Ha nmpocTratata B Buiarapus
HAYYHO HAIIPABJIEHUE: BnOpeun u ypuHapeH Tpakt, Pak: Ouoinorws,
CIHUAEMHOJIOT Y, Tepanus, MoeKymnspHa OHOJIOTHS U TeHETHKA
BOJEI U3CJEJOBATEJ (IOKTOPAHT): [I-p Enenko Iletkos ITomos
3agnciieH 3a pefoBeH JOKTOpaHT che 3amoBex Ha Pexropa Ne.P-837/30.10.06
HAYYEH PBKOBOJUTEJ] HA BOJEIUA HM3CIEJOBATEJ
(AOKTOPAHT):
Ipod. Yasmap Kpymo CnasoB, M, Kareapa mno VYpomorus, YMBAJI
,-AJleKcaHJpoBCcKa”
BA30OBA OPIAHM3AIUA: Menununcku Paxynrer, Karenpa no VYposorus,
YMBAIJI ,,AnekcanpoBcka”
PE3VJITATH:

VYcraHOBEHO €, Ye OmpeleleHH IHONUMOP(QHU3MH B TEHHTE, KOAMPAIIN
€H3WMH, yJacTBAIM B B aHAPOTEHHAaTa OMOCHHTE3a I METabOJIM3bM, Ca CBBP3aHH C
YBEJIMYEH PHUCK OT Bh3HHKBaHe Ha PII. B HacTosmoTo n3cnensane Gerre mpoBeIeHO
aCOIMATUBHO NpOYYBaHE Ha rpymna nanuenTtH ¢ PIT u 31paBu KOHTpOIHN 3a ThpCcEeHe
Ha Kopemanus MExay l'lOJ'lI/IMOpCbI/ISMl/I B I'CHUTE, KoAupamu MeTa6OJ’[I/I3I/Ipal_L[I/ITe
enszumu CYPIB1, CYP19 u SRD5A2 u npenpasnonoxenuero kbM PII. I'eHOTUIIBT
C/C npu rs1056836 (OR= 1.899, 95% CI=1.19-3.03, p=0.005) u npu rs1056837
(OR=2.03, 95% CI=1.27-3.25, p=0.0023) B ex3on 3 na CYP1B1, ce acouunpa cbc
CTaTHCTUIECKH 3HAYMM JIBYKPAaTHO MOBHUIIEH pUCK OT pa3suthe Ha PII. [Ipn anamms
Ha TeTpaHykjIeoTuaHHs moBTOp B MHTPoH 4 Ha CYP19, emuncrBeno reHoTunmre
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7/8 (OR=1.82, CI=0.87-3.8, p=0.078) u 7/9 (OR=2.24, CI=0.86-5.86, p=0.077)
MoKa3BaT 3HaumuTenHa acoruanus ¢ PII u p ctolfHOCTH, ONMU3KU 10 CTATUCTUYECKU
snaunmure. Camo (TA)o/(TA)g renotunst Ha (TA)N moropa B SRD5A2 mokasza
TeHJCHIUs 3a acommarms ¢ nosuiieH puck (OR=4.51, 95% CI=0.86-23.62,
p=0.064), K0eTo € B CHOTBETCTBHE C PE3yIATAaTHUTE, IyOJIUKYyBaHH OT JAPYI'H aBTODH.
Ocrananure nonumopduu Bapuantu B CYP1B1, CYP19 u SRD5A2 ne moka3axa
craThucThiyecku 3HauuMa acommauusi ¢ PII. 3a na ce u3sicHu aconmanusita Ha
uscnenaBanuTe oT Hac noimuMopousmu ¢ PII B bearapckara mnomymanus e
HEOOXOOMMO Ja Ce paslMpH Mamiada Ha HPOYyYBaHETO KaTo ce M3cienBar IIo-
rojisiMa rpyna narueHTd ¥ KOHPOJIH.
HAYYHU IYBJIUKALUU U ITPOSIBU:
. Kaneva RP, DL Kachakova, AV Mitkova, EP Popov et al. CYP1B1 polymorphic
variants associated with prostate cancer risk in Bulgaria®, European Human
Genetics Conference, Vienna, Austria, 23 — 26 May 2009, p. 182.
e Kachakova DL, AV Mitkova, EP Popov et al. “Association of SRD5A2
polymorphic variants with prostate cancer risk in Bulgaria”, 8" Balkan Meeting on
Human Genetics, Cavtat, Croatia, 14 — 17 May 2009, Abtracts — to be published.

Hay4HusT oTyer € mpHeT ChC CIEOHUTE OIEHKM mo ckamara Ha CMH:
OT/IHYHA - 3a u3pbplIcHaTa HaydyHouscnenoBarencka neiiHoct; BHCOKA - 3a
IIPUHOCA Ha TIOJy4EHHTE pe3yiITaTd 3a Oo(QOpMsIHE Ha IUCEPTAlMOHHUS TPYX;
BUHCOKA - 3a mpuHOca Ha pealu3upaHara pa3paboTka BBPXY Mpoleca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Jorosop Ne 28-J1/2008 r. ®oroaunamuyHa quaruoctuka (PDD) npu nevenue u

€THOTO/THIIHO NMPOCJIeAsiBaHe HA MANMEHTH ¢ PeIUIMBAPALIN TYMOPH Ha
MUKOYHHUS MeXyp
HAYYHO HAIIPABJIEHUE: brOpenu u ypuHapeH TpaxkT
BOAELL U3CJIEJOBATEJ (AOKTOPAHT): I-p Bacun /luanos Bacunes
3a4ucIieH 3a peoBeH JOKTOPAHT Che 3arnoBea Ha pekropa Ne.P-838/30.10.2007 r.
HAYYEH PBKOBOAUTEJ HA BOJAEIIUA U3CITEJOBATEJ
(AOKTOPAHT): ITpod. Iersp Kones ITanues, nmu, Karteapa ,,Ypomorus” KbM
Knmanka mo yponorus, YMBAJI ,,AnexcannpoBcka”
BA30BA OPTAHU3AIUSA 3A U3ITBJIHEHHUE HA ITPOEKTA: K-pa
,Yponorusa”, YMBAIJI ,,Anexcanaposcka”, K-ka no yponorus
PE3YJITATH:

3a mepuoJ OT eIHa T., NPOBEIOXME PaHAOMHU3MPAHO MPOYYBaHE IPH
00110 76 manMeHTH ChC ChbMHEHHE 3a KapUUHOM Ha MHUKO4YHUS Mexyp. Ilpu 28 ot
TsX — pabOTHA rpyma, IpH KOWTO ce n3noisBa (oToguHAMIYHA TUarHOCTHKA 1 48 —
KOHTPOJIHA Tpyma, MpH KOWTO C€ H3MOJI3BAa IMCTOCKONMHS C Osyla CBETJIHHA.
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[Nanmentute Osixa HaOmIOgaBaHW W KOHTpOJHMpaHU 3a mepuon oT 1 r.. Cmopen
MOTy4EeHUTe pe3ynTaTH dyBcTBUTenHocTTa Ha PDD e 97%, cmpsmo 88% Ha
Kiacudeckata mmcrockonus. Ilpu mamuenTture, nmpu kouto ce mposexe PDD-
koHTposmpan TY-LIVP, ce HabmonaBa mo-HUCKa YeCTOTa Ha PEIUAUBUTE M TIO-
IIBJITO BpeMe JI0 NosBa Ha penuauB. PoToAMHAMUYHATA JUATHOCTUKA € CUTYpEeH U
Oe30maceH METOJ MpH JUATHOCTHKATa W JICYCHHETO Ha THKOYHUS MEXyp H
MPEeBB3X0XKJa KJIACHUecKaTa LHUCTOCKONMS B JETEeKUusiTa Ha TYMOpPHUTE Ha
MMUKOYHHSL MeXyp, OCOOSHO IO OTHOIICHHE Ha MAJIKUTE TYMOPHH (OpMamuu H
Carcinoma in situ.

HAYYHU NYBJIUKALIUU U ITPOSIBU:

. B Bacunes, M T'eoprues, Kp Sues, JI Opmanos, IT ITanueB. ®oTomuHamMuyHa
JIMarHOCTHKA M JICYEHUE HAa TYMOpW Ha nukoyHus mexyp. Cm. Ypowner, 2008 r.;
6p.1; ctp.10-16

. B Bacunes, M T'eoprues, Kp Sues, /I Opmanos, I1 ITanueB. ®oTopunamuyHa
JAWArHOoCTUKaA IPHA JUArHOCTUKATA U JICYCHHUETO HA TYMOPHUTE HA NMUKOYHHUA MEXYP

— npe3eHTanys U Buneo-¢punm. XX HO6uneiinn Bapuencku Yponornann [{au, 18-
20.09.2008 r.

Hay4HusT oTuer e mpHer cbC CIEQHUTE OLEHKHM No ckaigara Ha CMH:
34/10BOJIHNTEJIHA - 3a wu3BbplIeHaTa Hay4YHOU3CJIENOBATEICKa JIEHHOCT;
/IOBPA - 3a npyHOCa Ha MOJTYYSHUTE pe3ynTaTH 3a 0(hOopMsIHE Ha AUCEPTALUOHHUS
mpyn; 3A/IOBOJIHTE/THA - 3a mpuHOCAa Ha pealu3upaHaTa pa3pabdoTKa BBPXY
mpolieca Ha MOATOTOBKaTa Ha JOKTOPAHTa.

Horosop Ne 17-J1/2008 r. M3ciienBaHe Ha KOpeJIalMsATA MEXKIY eKCIIPECHsITA HA

reHeTUYHHM MapKepH B nepudepHa KpbB M 24-4acoBUTE CTOHHOCTH Ha
apTepUATHOTO HAJISITaHE MPH JIULA ChC 3aXapeH Auader

HAYYHO HANIPABJIEHHUE: Ennoxpunnu xie3n. MonekynsipHa OUONOTHS |
TeHETHKA.

BOJELL HU3CJEJOBATEJ (AOKTOPAHT: n-p Hukonaii AnexcaapoB
CroiiHeB

3agnciieH 3a pefoBeH JOKTOPAHT Che 3amoBel Ha pexropa Ne P-150/ 27.02.2007 r.
HAYYEH PBKOBOJIUTEJ] HA BOJIEIUSA H3CJIEAOBATEJL
(AOKTOPAHT): [ou. llseranmuna HMBanoBa TaukxoBa, am, Kiunuka m0
nuaberonorusi, Kinunnyen unentsp mno engokpuHonorus, YCBAJIE “Axan. Us.
[Tenyen”

BA3OBA OPI'AHU3ALIMA 3A M3IBJHEHUE HA TIPOEKTA:
Menmunuackun ®akynrer, Knmanuen uentsp mo enpokpuHonorus, YCBAJIE
“Axkan.Ws.Ilenues”, Knunanka mo quabetoaorus

PE3VIITATMU:
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M3cnenanu ca obmo 24 nuua ot asata nojia (16 Mbxke u 8 KEHH),
pasmpenenern B 3 rpynu: 9 numa ¢ HOBOOTKPUT 3axapeH amaber Tum 2 u
HOBOOTKPHTa apTepHalHa XUIepToHus (rpyna 1), 7 nuuma ¢ HOBOOTKPUT 3axapeH
quaber Thn 2 0Ge3 HanW4Me Ha apTepHanHa XUIepToHus (rpyma 2), 8 mmma c
HOBOOTKPHTA apTepHaHa XUIEPTOHHS Oe3 HaIM4YMe Ha 3axapeH nuabeT (rpyma 3).
AHAII3BT HA TEHHATA eKCIpecHs ¢ mposenen ¢ RT? Profiler™ PCR Arrays Human
Atherosclerosis. Ts BximouBa HaGop oT 84 reHa, IPSKO CBBP3aHU ¢ 00pa3yBaHETO
Ha aTepOCKIEPOTHYHH 1aku, 5 housekeeping" rewa, kakTo u Tpu KoHTpoIHH PHK
¢parmenTa. IIpu numata cbc 3axapeH AuabeT, MO 3afafeHUTE KPUTEPHU Ce
YCTaHOBsIBa MOBHIIEHA ekcrpecus Ha 6 rena — APOE (mpu 68,75%), BAX (mpn
56,25%), ICAM1 (mpu 75%), NFKB1 (mpu 56,25%), PDGFB (mpu 68,75%),
PPARA (mpu 68,75%). He ce ycTaHOBSIBa MOHIDKEHA EKCIPECHs IIPU JIMLATA C
quabeT Mo OTHOLICHWE Ha HHUTO €IWH OT H3CieABaHWTe TreHH. llpu nmmara c
XHIEPTOHUS HE CE YCTAaHOBSIBA MOBHUIIECHA €KCIPECHs HA HUKOW OT M3CJIEABAHUTE
renu. [loHmkeHa excrpecus IpW XUIepToHWs ce Habmoxaa mpu 4 rena — KDR
(mpu 58,82%), MMP3 (mpu 58,82%), NPY (mpu 52,94%), SERPINB2 (mpu
82,35%). HuBoto Ha NPY cnemBa nma ce CBBpKE HE ChC XHIIEPTOHHSATA, a ChC
CBITBTCTBANIOTO 3aTNIBCTSIBAHE B KOHTPOJIHATA TPYIIA.

HAYYHU NIYBJIUKALIMU U ITPOSABU:
. CroiineB H u cbrp. IToBumena excrnpecust Ha COL3A1, IL4, PDGFA u RXRA B
nepudepHaTa KpbB Yy JIMLA CbC HOBOOTKPUT 3aXapeH auaber Tunl 2 ¥ apTepuaiHa

XUIIEPTOHHUSA. — HaJICHA 3a I1e4ar, CII. EH[IOKpI/IHOIIOFI/Iﬂ.

Hay4HusT oTyUeT € mpHeT ChC CIEIHUTE OIEHKH mo ckamara Ha CMH:
BHCOKA - 3a w3BbpmieHaTa HaydyHOHM3clenoBarencka aeitHocT; BUCOKA - 3a
NIPUHOCA Ha TIONy4EHHWTE pe3yiTaTd 3a O(QOpMsHE Ha IUCEPTAHOHHUS TPYI;
BHCOKA - 3a mpuHOca Ha pealu3upaHara pa3paboTka BBpPXYy Mpolleca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Jorosop Ne 12-]1/2008 r. OnpenelisiHe Ha cCEpyMHHTEe HUBA HA MATPUKCHA
MeTasnonporenHasa 9 (MMP-9) kaTo mapkep 3a cyOKJIMHMYHA aTEPOCKJIEPO3a
NpH JULA ¢ npeauader

HAYYHO HAIIPABJIEHHUE: Ennoxpunn xJie3n; CbpIedHO-ChI0BA CHCTEMA
BOJAEIL U3CJEJOBATEJI (IOKTOPAHT): Hesena flukoBa YakbspoBa
3aumcieH 3a 3aI04YCH JOKTOPAHT Che 3amoBe Ha pekropa Ne 439/2008r.

HAYYEH PBKOBOJUTEJ] HA BOJEIUA U3CJIEJOBATEJ
(IOKTOPAHT): [ou. I[seramuna Wanosa TankoBa, nm , YCBAJIE “Akan.
HWBan Ilenuen”, Kimmuuka no Jluaberonorus
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BA3OBA OPTAHM3ALUA 3A U3ITBJIHEHUE HA ITPOEKTA: Knunnuen
Lentrsp mo Enpoxpunonorusi, YCBAJIE “Axan. VBan Ilenues”, Knmnuka mo
JuabeTonorus
PE3VJITATH:

B uscnenoBatenckus mpoekT ce U3CieABa ChbPACYHO-CHAOBHS PUCK IPU
pa3IMYMHU KaTeTOPUU Ha TJIIOKO3EH TOJEPAHC - HOPMAJEH IJIIOKO3EH TOJIEpaHC
(HopMI'T), HOBoOTKpHT 3axapeH anaber (H3/]) n mpexnaber - HapymieHa IIIMKEMHUS
Ha tnagHo (HIT) m mapymen rmoxoseH Tonepanc (HI'T), xaro 3a menta Ge
MPOBEZICH OpalieH TJIF0K030-ToJepaHCceH TecT M ce m3cnensaxa hSCRP, mumumen
npopusn ¥ MaTpUKCHa MertaynonpoTenHaza-9 (MMP-9). He ce ycranoBuxa ce
3HaYMMH Pa3UKH B HHBOTO Ha MMP-9 Mexny oTAenHUTE TPyHH C pa3iuieH
BBIJICXHIPATCH TOJIEpaHC. YCTAaHOBH Ce 3HAYMMO MO-BHCOKO HMBO Ha MMP-9 ce
IIPU JIUIATa ChC 3aTIBCTABAHE B CPaBHEHHE C JIMLATa ¢ HOPMAJIHO TEJIECHO TErJo,
KaTo M NO3UTHBHa Kopenamus Mmexay MMP-9 u UTM. Ot wuscnensaHute
MIOKa3aTelly Ce YCTAHOBU CHUIHU(HMKAHTHA MMO3MTHBHA Kopenanus Mexay MMP-9 u
hsCRP u HeratuBHa kopenauus wmexay MMP-9 u HDL-xonecrepon. Ot
MOKa3aTeNIUTe Ha JUNUAHUA TPOQMI 3HAYUMU PaslHduus MEXIy OTICITHUTE
KaTeTOpMH Ha TIIOKO3€H TOJIEPAHC C€ YCTAHOBHXA II0-OTHOIICHHE Ha
tpurmmnepunure 1 HDL-xomectepona. I'pynure ¢ HI'T u H3/] moka3zaxa 3HaunMo
MO-BUCOKM HHUBAa Ha TPHUINIMIECPUIUTE W TMO-HUCKH HuBa Ha HDL-xomectepom B
cpaBHeHue ¢ rpynata ¢ HopMI'T, nokato mexnay rpynute ¢ HI'T u HopMI'T He ce
YCTaHOBH 3Ha4MMa pa3jiMKa B JABaTa mokasareins. [IBere rpymu ¢ npexuaber — HI'T
n HI'T, moka3zaxa pa3nuuue eIMHCTBEHO B HHMBOTO Ha HDL-Xonecteporna, KoeTo ¢
no-uucko npu HI'T. Uscnenpanero Ha hSCRP nokasa 3HauMMO 10-BHCOKO HHUBO Ha
mokazaress mpu H3/1.

HAYYHU NYBJIUKALIMU U ITPOSABU:

o Yaksposa H, Il Tankosa, I' Kupuios m np. Herpamumuonsu Mapkepu 3a
CBP/ICUHO-CH/IOB PHUCK TPH NpeanadeT — OMNpejeNsHe Ha CEepyMHHMTE HUBAa Ha
MaTpuKcHa MetanonporenHasa 9 (MMP-9) . Engokpunonorus — omoOpeHa 3a
neyar.

. Chakarova N, T Tankova, | Atanassova, L Dakovska. Serum lipid and hsCRP
levels in prediabetes — impaired fasting glucose (IFG) and impaired glucose
tolerance (IGT). Diabetes Res. Clin. Pract., 2009, 86, 56-60. Impact factor 1.888

. Yakbposa H, 118 Tankosa, JI JlakoBcka u ap. OlieHKa Ha CbP/IEUHO-CBHIOB PHUCK
npu npennaﬁeTHH CBbCTOSAHHA — ONPCACIIIHEC Ha HAKOW KIIACHUYECKU U

HeTpaJuMIMOHHM Mapkepu. 9™ HalmoHaneH KOHrpec IO €HIOKPHHOJNOTHS,
Inosaus, 15-17 Anpun 2010r.

HayLIHI/ISIT OT4EeT € NPUET CBC CICAHUTE OLCHKU II0 CKajlaTa Ha CMH:

OT/IHYHA - 3a W3BbpIICHATAa HayIHOM3CIenOBaTencka neiHoct; BHCOKA - 3a
NIPUHOCA Ha TIONy4EHHWTE pe3yiITaTh 3a OQOpMsHE Ha IUCEPTALHOHHUS TPYI;
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BHCOKA - 3a mpuHOca Ha pealu3upaHaTra pa3paboTka BBpPXy IIpoleca Ha
MO/ATOTOBKATA HA JOKTOPAHTA.

Jorosop Ne 11-/1/2008 r. U3c/ieaBaHe Ha IIa3MeH XPOMOTPAHUH a KATO
cnennguyeH MapKep 3a OTKPHBaHe HA TYMOPH ¢ HeBPOEHTOKPHHEH MPOU3XO0[

cpel NallMEHTUTe ¢ HAX0bOPeYHN HHIUACHTAJIOMHU

HAYYHO HATNIPABJIEHHUE: “EHnoxkpuHHH KIIE3H

BOJELLlL U3CJIEAOBATEJI (JAOKTOPAHT): n-p Bnagummp Bacunes
Bacunes

3aducIieH 3a peJOBeH JOKTOPAHT ChC 3amoBe]] Ha pekrtopa Ne P — 149/27.02.2007
HAYYEH PBKOBOJUTEJ] HA BOJEIUsS U3CJTEJOBATEJ
(IOKTOPAHT): IIpod. Cabuna 3axapueBa 3axapuea, amH, YCBAJIE “Axa.
WBan Ilenues”

BA3OBA OPrAHM3AIMUA 3A M3IIBJHEHUE HA ITPOEKTA:
Meauuuncku ®akynret, Katenpa Ennokpunonorus, YHuBepcurercka bonnuna 3a
AxtuBHo Jleuenne o Ennokpunonorus “Axkazn. Usan [lenuer”, Kimanyen LieHTsp
no Engoxkpunonorus u I'epoHTOn0rHst

PE3VJITATH:

VBox: HanOpOpeyHHTE WHIMAEGHTAIOMH HPENCTBAIIBAT TYMOPH, OTKPHTH
CIIy4aiiHO IIpW IIPOBEXIAHETO Ha BU3yaIM3Mpalld HM3CIEIBaHUS B 00JacTTa Ha
KOpeMa I10 TIOBOJIM, KOUTO He ca CBBbP3aHU C OlleHKa Ha HaJ0b0peuHaTa GyHKIuUs. 5
1o 11 % ot Tsx ca peoXpOMOIUTOMH — HEBPOSHJOKPUHHU TYMOPH, ITPOH3IIN3AIIH
oT HagOBOpeuHaTa Meayna. XpOMOTpaHMH A € epeKTHBEH MapKep, KOWTO ce
M3M0JI13BA 3a JUArHOCTHKA M MPOCTIEAIBaHe Ha HeBPOSCHJOKPUHHUTE TyMOpH. Toii e
MIPEUTOKEH KAaTO alTepHATHBEH METO] Ha CEra HM3MOI3BAHUTE M3CIICIBAHUS, THH
KaTo HUTO CEKpenusTa My, HATO H3MEpPBAHETO CE BIMSAT OT MEIUKAMEHTHTE,
W3MOJI3BAaHM TIpU JledeHneTo Ha Qeoxpomornmtomute. Llem: Jla ce ycraHoBu
JMAarHOCTUYHATA CTOMHOCT Ha IUIa3MEHHMsS XPOMOTpaHMH A 3a OTKpHBaHE Ha
HEBPOCHIOKPUHHH TYMODPHU Cpel MAalUeHTHTE C HaAOBOPEYHH HHIMACHTAIIOMH.
IManmentn n meroan: bsxa w3mon3Banu naHHM Ha 48 maunmeHTa ¢ HagOBOpedHH
nHIHAeHTanoMy, 10 ciydas ¢ gpeoxpomonurom u 36 3apaBu JHna. XpOMOTpaHUH
A Ge m3cnenBaH MO paJHONMYHOJIOTHYEH MeTo. Pesynrarn: UyBcTBUTETHOCTTA HA
merona 6e 100 %, a cermdpmanoctra 75 %. YCTaHOBH ce CTAaTHCTUYECKN 3HAYMMa
pasnuKa MeXy HUBaTa Ha XPOMOTPAHUH A MPH TPHUTE U3CIEABAHU IPYITH, KAaKTO
KOpEJIal[MOHHA 3aBUCHMOCT MEXIy XPOMOTPaHHH A U ypUHHUTE HOpMeTaHe(PUHU
npu nanueHTuTe ¢ (deoxpomouutoMu. M3Boam: XpomorpaHuH A e epeKTUBEH
MapKep 3a OTKpUBaHE Ha (eOXPOMOLUTOMH Cpe]] HaOBOPEUHUTE HHIINACHTAIOMH.
[ToBuiIeHHTE My CTOWHOCTH NPH XOPMOHOHECEKPETHpPAILUTE aJCHOMH Hajarat
JOITBJIHUTEITHN U3CIICIBAHNSL.

HAYYHU NYBJIUKALIUU U ITPOSABU:
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e  Vasilev VV et al. Chromogranin A in hypertensive patients with non-functioning
benign adrenal tumours and patients with pheochromocytoma, 52es Journées
Internationales d’Endocrinologie Clinique, H P Klotz,14 & 15 Mai 2009, Paris,
Poster

. Bacunes BB u np. XpomorpanuH A npu HalUeHTH C XOPMOHOHECEKPETHpaIln
HaI[6’b6pe‘{HI/I aJICHOMH U ITAIIMCHTH C (I)BOXpOMOHI/ITOM, 9t HaI_II/IOHﬁJ'IeH KOHI'pEC
1o eHjokpuHonorus, [lnosnus, 15-17 Anpun 2010 r., [oknan

e  Vasilev VV et al. Comparison of plasma chromogranin A between patients with
essential hypertension, healthy subjects and patients with pheochromocytoma, 20"
European meeting on hypertension, Oslo, 18-21 June 2010. Poster

Hay4Hust oTuer e mpHer cbC CIEQHUTE OLIGHKU mo ckamara Ha CMH:
BUCOKA - 3a uspbplieHaTa Hay4yHoM3cienoBaTencka neifHoct; BUCOKA - 3a
NPUHOCA Ha MOJNYYEHHTE pPe3yiTaTH 3a OoQopMsAHE Ha AUCEPTALMOHHUSA TPYX;
BHCOKA - 3a mpuHOCa Ha pealnM3WpaHaTra pa3paboTKa BBpPXY IIpoleca Ha
MO/ITOTOBKATA HA JOKTOPAHTA.

Jorosop Ne 13-71/2008 r. YecToTa 1 XapaKTePUCTUKA HA THPEOUTHATA

AucyHKIUS MPH NAOHEHTH ¢ MbPBUYEH ATI0CTEPOHU3BM U HAKOHLOpeUHH
WHIHIEHTATIOMH

HAYYHO HAIIPABJIEHHUE: “EHIOKpUHHH K131

BOJIEIL] U3CJEJOBATEJI (IOKTOPAHT): n-p Moanma Anexcammpopa
Matpo3zoBa

3a4ucIeH 3a peloBeH TOKTOPAHT Che 3amoBe] Ha pektopa Ne P-519 OT 20.06.2005
HAYYEH PBKOBOJUMTEJ] HA BOJEIUA HU3CJIEIOBATEJ
(AOKTOPAHT): IIpod. Cabuna 3axapueBa 3axapuena, IMH

BA3OBA OPIrAHM3AIMS 3A MHM3INBJIHEHUE HA TITPOEKTA:
Meauuuucku ®@akynret, Katenpa Ennoxpunonorus, Yuausepcurercka bonnuna 3a
AxruBHO Jleuenne o Exnoxpunonorus “Axaa. san [lenues”, Kimmanden LieHTEp
no Ennoxkpunonorust u I'epoHTonorus

PE3VYJITATH:

[bppBuunusaT anpocreporn3bM ([1A) e Haif-uectata EHIOKPHHHO
o0yclOBeHa XWMEPTOHUsA, BKIouBama 5-10 % oT xuneproHuiure, a
HanOoBOpeunute uHimaeHtamomu (HJN) ce cpemiar mpu okono 4% ot oOmiara
MOMyJNANKs, KaTo jJocera JaHHUTE 3a THUPEOWIHATA TTaTOJIOTHs, aCOLUUPaHa C Te3H
3abonsiBaHMs ca TBBpIe Majiko. Llen. M3cnenBane Ha dyectorara, Mop¢oIoruyHaTa
7 QYHKIIMOHATHATA XapaKTEPUCTHKATA HA TUPEOHIHATA MATOJOTHS MPH MalUeHTH
¢ [TA m HAW. Metonu. bsixa nzcnensanu 63 6omau ¢ [1A, 65 cmyyas ¢ HAU, 90
koHTpomu ¢ eceHnuanHa xumepronus (EX) m 25 3ppasu xontpomn (3K).
ANocTepoH, MmIa3MeHa peHHHOBA aKTHBHOCT, MeTaHe()PUHHU 1 CBOOOJICH KOPTU30T
Osixa M3pabOTeHH MO paJHOMMYHOJIOTHMYEH MeToJ. PesynTtath. YCTaHOBH ce
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CTQTUCTHYECKU 3HAYMMO II0-BHCOKA YECTOTa HAa THPEOUIHUTE 3a0O0JSBaHUS HPH
ITA u npu HU B cpaBuenue cbe 3K u kontponu ¢ EX (cpots. 82.5 % vs 52 % vs
73.3 %, p=0.014 u 81.5 % vs 52 % vs 73.3 %, p=0.018). YecroTaTa Ha TUPEOUTHU
3a00JIsIBaHM, BOJEIIN IO HOIO3HH 00pa3yBaHMs, OTHOBO Oe mo-Bucoka mpu [TA u
npu H/IU B cpaBrenne cve 3K n konTpomn ¢ EX (cpotB. 53.9% VS 4% vs 34.5%,
p<0.001 u 55.4% vs 4% vs 34.5%, p<0.001). YcraHoBH ce cpaBHHMa 4eCTOTa Ha
TUpeonHNTe 3aboisBanus npu 6omHn ¢ HAAW B cpaBHeHHE ¢ GOIHM ¢ aIeHOM Ha
Kou (81.5 % vs 84.6%, p=0.728). Husara na TCX He ce pa3znnyaBaxa mpHu OOIHHUTE
¢ [TA u H/IU u croTBeTHUTE KOHTpOdH. M3BOaH. YCTaHOBHU ce 3aBHIICHA YeCTOTa
Ha THPEOUTHUTE 3a00NABAaHUS, W MO-CICUUATHO TE3H, CBBP3aHH C HOJO3HHU
obpasyBanus npu [1A u HIAW B cpaBrenue ¢ kontponu ¢ EX u 3K, xoero mocrass
BBIIPOCA 32 BEPOATECH OO0II (PaKTOp HAa TyMOpPOTEeHe3a, 00I] pacTexkeH (PaKTop HIIH
HEHAESHTU(HIPaHA JOCera MyTalusl.

HayuHusT oTder e mpuer cbe ciaeHuTe oleHKH 1o ckaigara Ha CMH: JObPA
- 3a U3BbpLIEHAaTa HayyHouscienoBarencka neiHoct,; BUCOKA - 3a npuHoca Ha
MONy9EeHUTE PE3yATaTH 3a opopMsiHe Ha auceprauuoHHusA Tpyn; BHCOKA - 3a
MpUHOCA HAa peanu3upaHaTa pa3paboTka BBPXY Mpoleca Ha MOATOTOBKATa Ha
JOKTOpAHTA.

Jorosop Ne 18-71/2008 r. BHCOKO Pe30II0THBEH aHAIH3 32 MPOrHOCTHYHU
MapKepH NPU BHCOKOCTeNeHHH IJIHAJTHU TYMOPH Ha IeHTPAIHATA HepBHA
cucremMa
HAYYHO HAIIPABJIEHHUE: Xupyprus; Pak: Owomorus, enuaeMHOIOTHSA,
Tepanus
BOJEILl M3CJIEJOBATEJ (AOKTOPAHT): [-p Emamymn Crpaxnnos
Haiinenos
3a4uCIieH 3a PeIoBEH JOKTOPAHT Che 3armoBes Ha pektopa Ne P 144/ 27.02.2007 .
HAYYEH PBKOBOJIUTEJ] HA BOJAEIUsSI U3CJEJOBATEJ
(AOKTOPAHT): Jdou.n-p Xpucro Lekos Llexos, am; Karenpa ,,HeBpoxupyprus”,
YMBAJL,,C.UB.Punckn” EAJ], Knmianka mo HeBpOXUpyprus
BA3OBA OPIAHM3AIMSA 3A U3INBJHEHHUE HA TPOEKTA: 1. MO,
Karenmpa «HeBpoxupyprusi», YMBAJI «Cs. WB. Punckm», Kimauka mo
HeBpoxupyprus; 2. M®, Karenpa «MenunuHcKa TreHETHKA»
PE3VJITATHU:

B npoyuBaneTo 6sxa BkiaroueHH 10 60omHM — 7 MBXe U 3 XKEHHU, Ha cpeHa
BB3pacT oT 52 r. TyMopsT Oellie ¢ TeMIopaiiHa JoKaIn3alus NpHu 3 OT CIydauTe, ¢
(bpoHTO-TeMNOpaiHa — MpU 2, ¢ MapueTajHa — Opu 2, OKUMIOMTAaIHA — B 1, ¢
¢poHTO-TIAapHeTanHa — B 1, ¢ Temmopo-okiumnuranHa — B 1. [IspBata mposiBa Ha
3abonsaBaHeTo Oemre rimaBobonme mpu 4 ot ciaydanrte. CpefHHAT IEPUOT MEXIY
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HAYaJIOTO Ha OIUIaKBaHUATA U MPHEMAHETO Ha OOJHUTE B KIMHUKaTa Oeme 70 aHU.
BuguMo TOTamHO OTCTpaHsABaHE Ha Tymopa Oemie MOCTHUTHATO Mpu 2 OOJHH,
CcyOTOTaJIHO — PH 7 ¥ YaCTU4HO — Ipu 1. B 6 oT cimyyante ce oTdeTe nogodpeHue B
CBCTOSIHUETO HEIMOCPEACTBEHO ClIeJl ollepaTHBHATa WHTepBeHUUs. [Ipu eaun
HaCTBIIM BIIOIIABAHE [0 OTHOIIEHHWE Ha OTMAJHUTE HEBPOJIOTUYHU IIPOSIBH.
XwucronmornyHara Haxonka Oemie eqHoTHIHA Tpu 9 ot Oomuwmre. [lpu enun ce
YCTAaHOBM THMTAaHTOKJIETHYEH BapHaHT Ha TyMmopa. MUKpOUYHIIOBaTa BHCOKO-
Pe30TIOTHBHA CpPaBHUTEIHAa TEHOMHA XHOpHAM3auus TIOKa3a Hajau4yhe Ha
moHo3omust 10 mpu 9 ot cimywaute, Tpusomus 7 — B 5, Tpusomus 20- B 4.
MyntudopmeHnuTe riano0IacTOMH ca TeHETHYHO XETepPOreHHa Ipyma OT TYMODH,
XapakTepu3Mpalld ce C pa3ludeH KIMHUYEH OTrOBOp CIpPSMO IpHJIaraHuTe
CTaHJAapTHU TEPaNeBTUYHMU MOAXOAU. MHKpOYMIIOBaTa BHCOKO-PE30JIIOTUBHA
CPaBHUTEIHO TCHOMHA XHOPUAM3AIHS € ChbBPEMEHEH METOJI, KOWTO € B ChCTOSIHUE
Jla IEMOHCTpUpa HAIMYHETO Ha PA3JIMYHU MOJIEKYJIIPHH MapKepu C BB3MOXKHO
MPOTHOCTHYHO 3HAYCHHUE IO OTHOIICHUE Ha 3a00JISIBaHETO.
HAYYHU ITYBJIUKALIUU U ITPOSIBU:
e  Naydenov E, Bussarsky V, Nachev S, Hadjidekova S, Toncheva D. Long-term
survival of a patient with giant cell glioblastoma: case report and review of the
literature. Case Rep Oncol 2009: 2: pp. 103-110
. Haiinenos E, IlekoB Xp., Munkun K, Xamkunekosa C, dumosa U, Hauer C,
Bycapcku B, Pomancku K, TonweBa J[. KiuHuuYeH, XUCTOJOTHMYEH U
OUTOTCHETUYCH aHajlu3 Iph MEeCT cliydasds C IIbpBHYEH MyJ'[TH(bOpMeH
riobnactom. Xupyprus, 2-3, 2009 (nox nevar, nuaekcupano B MEDLINE)
. Naydenov E, Tzekov Chr, Minkin K, Kalev O, Toncheva D, Mirchev N, Bussarsky
V. Ganglioglioma — clinical study on 13 cases. 8"EANO Congress, Barcelona,
Spain, September 2008
e  Naydenov E, Bussarsky V, Surchev Z, Nachev S, Hadjidekova S, Dimova I,
Toncheva D. Clinical, Histopathological and DNA microarray findings in a long-
term-survival ~patient with glioblastoma. Bulgarian-Japanese = Simposium
“Genomics and Personalized Medicine” Sofia, Bulgaria, March 2009
. Naydenov E, Tzekov Chr, Minkin K, Bussarsky A, Isakova R, Kalev O,
Hadjidekova S, Toncheva D. Neuroendoscopic management and cytogenetical
analysi of subependymal giant cell astrocytoma in a twenty-seven-year-old patient
with Bourneville syndrome. 60" Annual Meeting of the German Society of
Neurosurgery, Munster, German, May 2009
. Minkin K, Tzekova Chr, Naydenov E, Bussarsky A, Karakostov V, Marinov M,
Romansky K, Bussarsky V. Low-grade gliomas presenting with pharmaco-resistant
epilepsy: a different subgroup of low-grade gliomas.60™ Annual Meeting of the
German Society of Neurosurgery, Munster, Germany, May 2009

HayLIHI/ISIT OT4EeT € NPUET CBC CICAHUTE OLCHKHU II0 CKajlaTa Ha CMH:

OT/IHYHA - 3a u3pbplIcHaTa HaydHOHM3CenoBareicka neiiHoct; BHCOKA - 3a
MPUHOCA HA IONYYCHUTE pe3ynTatd 3a odopMsHe Ha AUCEPTALMOHHHSA TPYI,;
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BHCOKA - 3a mpuHOca Ha pealu3upaHaTra pa3paboTka BBpPXy IIpoleca Ha
MO/ATOTOBKATA HA JOKTOPAHTA.

Jorosop Ne 5-J1/2008 r. KonuecrBeno onpenensine Ha HBV JTHK B cepyma Ha
NanueHTH ¢ (yJIMHUHAHTEH H MPOTPAXUPAH OCTHP XenaTut B

HAYYHO HAITIPABJIEHHUE: Uuadexunn, MUKpoOHOIOTHS

BOAELL U3CJIEJOBATEJ (1OKTOPAHT): lumutsp Togopos
CrpamuMupos

3aducIieH 3a peJOBeH JOKTOPAHT ChC 3ammoBe] Ha pekropa Ne P-229/02. 03. 06 .
HAYYEH PBKOBOJUTEJ] HA BOJEIIUA U3CJIEJOBATEJ
(IOKTOPAHT): [ou. n-p Tarsima IlerpoBa Yepsensikoa, amu, CBAJIWIIB
“IIpod, UB. Kupos”

BA3OBA OPIrAHM3ALIUA 3A M3NBJIHEHUE HA TIPOEKTA
Memumuncku ®axynrer, Karenpa no mnHpexunosnu 0o0JecTH, Mapa3UTONOTHS U
tpornmuecka meannuna, CBAJIUIIB “TIpod. 1. Kupos”

PE3VYJITATH:

Ipocnenssanero Ha cepymanta HBV DNA ciieq inarHocTHIMpPaHETO HA
octpust xemaTuT B 3acera He e pyrmHHa mporenypa. HeifHata xuHeTHKa B TO3H
cTaguii ob6ade OM Moria Aa MMa CBIIECTBEHO MPIHOCTHYHO 3HAYEHHE OTHOCHO
OBIEMIOTO pa3BUTHE Ha MH(MEKIHMATAa — OYHCTBAHE HA BHPYCA WM XPOHH(UKAIIHS.
Hamero npoyuBane Bkiroun ucikensane Ha HBV DNA mpu 45 manmenTn ¢ octpa
HBV wuHdekiys B fMHaMKMKa C pa3IMyHa TEKECT Ha MPOTHUYaHE Ha 3a00JIsIBaHETO
(;eka, cpeTHOTEXKKa M TEXKA) M Pa3InueH M3XOJ : 03JpaBsiBaHe OT 3a00JsIBaHETO,
POTPaxUpaHo MPOTHYAHE U pa3BUTHE Ha QyIMHHAHTEH xenaTuT ¢ eX. letalis, kato
nBe (GopMH, OTrpaHHYABalld Cce OT camoorpanuuaBamiata ce HBV wunbekms.
Hamnauero nHa HBV DNA 6e nokazano mpu Bcuuku 6omHU. MHTEpecHO e, 4e mpu
ManUeHTHTe ¢ (QYIMHHAHTHO TNPOTHYAHE OT CaMOTO HAYalo ca C JaHHH 32
OTHOCHTENHO Bucoka perutukanust Ha HBV /max 10 000 000 IU/ml/ u te Gsixa
HBeAg (-). ITanmenture, KouTo 031apaBsiBaT U HeratuBupaT HBsAg B pamkurte Ha
1KII, 2KII wmm 3KII, permkanusra 10CTHra MaKCUMAJIHN CTOWHOCTH B HA4aJIOTO
Ha cuMnToMarnuHara ¢asa. C OTHIYMSBAaHETO HA CUMIITOMHUTE TS HaMalsiBa, KaTo
W3YE3BaHETO M OT CepyMa Ha MANMCHTHTE MapKHpa I0 HPUHIMI Claja Ha
CTOMHOCTHTE Ha (YHKIMOHATIHUTE YepHOApOoOHU mpodu /ALT/ n HeraTuBMpaHeTo
Ha HBsAg. Cnagst Ha HBV DNA Ha 7-us geH ciel XOCHUTATH3ANUATA H
MIOCJIE/[BAIIIOTO M M3Y€3BaHE OT cepyMa B paMkuTe Ha 60-Hs IeH ce oka3axa TBHpIe
MOKa3aTeJIHK 3a XoJa Ha MH(pexuwusra. [Ipy manueHTHTe ¢ MPOTpaxHpaH XOx Ha
npotuyane Ha uHPeknusita HBV DNA e cbc CHrHH(GUKAHTHO TO- BHCOKH
croitHocTr oT camoro madamo (p<0.016; F=6,196), ocobeno mpu HBeAg (+)
cinyyan. Te omucBar XapakTepHa KpHuBa CbC chaa npu usnucBanetro u 1KII u
BIIOCJICICTBHE OTHOBO ce NoBHIIaBaT. Te3u ctoitHocTu nepcuctupaT Ha 1KII u
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2KII kato 3HaK Ha MPOTPAXUPAHETO HA HH(PEKUHUITA C TIOCIe/BAIlla XPOHUPHUKALIUSL.
CpnocTaBkaTa MeEXIy peIUMKanusta u reHotuna Ha HBV mokasa cnaba
kopenanusa. Hacrosmoro mnpoydsaHe IOKa3a IOJNIE3HOCTTa OT WH3MEpBaHE Ha
Bupemusta npu 6oau ¢ OBX B; mpocnenssanero nHa HBV DNA mokasa, ge mpu
MHO3MHCTOBTO CIIy4al OYHCTBAHETO Ha BHpycCa Ce H3BBPIIBA IIpe3 IBPBHTE 2
Mecena. 3aabp)KaHETO Ha BHpeMHsATa Ha 60-us JeH Hamara IO-HaTaTBIIHOTO M
n3CleBaHEe IMOpPagd PUCK OT XpoHHM(UKarWsi. Brcok puck 3a mpoTpaxupaHo
MPOTHYAHE € HAJHMIIE OT CAMOTO HaJalo mpu aHukrepudHu HBeAg (+) maumenty,
[P KOUTO € HAITMIE OTHOCHTENHO BHCOKa perumukuust ( Hax 100 000 000 1U/ml).
HAYYHU NIYBJIUKALUNA:
. WBanosa A, JI XKenes, /I Crpammmupo, T Uepsensikosa, A I'onesa, B JInnsHoBa.
IIporHoctuuHo 3HaueHue Ha mnpociensBanero Ha HBV DNA cepyma cuen

KIMHYMHA H3Ba Ha OCTpHsA XemaTHT B. Bbiarapcka xemaToracTpoeHTEpONIOTHs
2009; 1: 8-10

Hay4HusT oTyer € mpHeT ChC CIEOHUTE OIEHKM mo ckamara Ha CMH:
BHCOKA - 3a w3BbpuieHaTa HaydyHOHM3ClenoBarencka aeiHoct; BUCOKA - 3a
IIPUHOCA Ha IIONYy4EHHWTE pe3ylaTaTd 3a OQOpMsIHE Ha AUCEPTALHOHHUS TPYZH;
BUHCOKA - 3a mpuHOca Ha pealu3upaHarta pa3paboTka BBPXY Mpoleca Ha
MOJIrOTOBKAaTa Ha JOKTOPAHTA.

Jorosop Ne 6-J1/2008 r. luarHocTHIMPAHE HA OTHULIHA HHQEKIHS OT 3b0eH

NMPOMU3X0/] ¥ KOJUYECTBEHH MPOMEHH B HECTUMYJIMPAHATA CIIOHHA CeKpelus
TIPY NaIUeHTH HA XeMOINAJIN3a, NalueHTH KHBY T0HOPU Ha 0BbOpeny
0BbOpeYHO TPAHCIVIAHTHPAHH MALMEHTH
HAYYHO HAIIPABJIEHHUE: TepaneBTHuHa CTOMATOJIOTUS
BOJELL U3CJEAOBATEJ (IOKTOPAHT): /I-p Mapus CrosHoBa [leHdyeBa-
T'aposa
3auncieHa 3a peJoBeH JOKTOPAHT ChC 3amoBe/] Ha pekTopa Ne.P-245/.27.03.2007r.
HAYYEH PBKOBOAUTEJ HA BOJEIIWA U3CJIEJOBATEJ
(IOKTOPAHT): IIpo¢. Aurenuna Mnuesa Kucenosa-SIuesa, 1M, AMH
BA30OBA OPTAHU3ALIUSI 3A UBITBJJHEHUE HA ITPOEKTA ®akynret no
nenranHa menunuHa Codust, Karenpa OOpa3Ha u opainHa THarHOCTHKA
PE3YJITATH:

Hacrosmioro uscnensane ce nposene Bepxy 150 manuenTa, rpynupaHu
kakTto ciaenBa N=45 30% mnamueHTd Ha XxeMmoauanmsza, N=45 30% namueHTH C
TpaHCIUIaHTUpaH 060pek u N=60 40% 3apaBu KOHTPOH( MaIMeHTH 0e3 OBOpeUHH
3abonsBanus). llenta Oe Oa ce KOHKpPETH3Mpa OTHHIIHUS CTaTyc OT 3bOeH
IPOU3XO[ U JIa C€ YCTAaHOBH KOJIMYECTBOTO HAa HECTUMYJIMPAHATA CIIIOHHA CEKPEeLHs
KaTo C€ NPHJIOKH KOMIUICKCHA OrHUIIHA IUarHOCTHKA. PeSyﬂTaTl/ITe HHU JaBaT
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OCHOBaHME Ja 3aKiI4MM, 4Y€ B Ipylnara Ha MalUEHTUTE Ha XEMOJUAIN3a
HWHTEH3UTETa Ha Kapueca U HErOBUTE YCIOXHEHUs € Hal-BUCOK. [laponoHTanHure
HY)XIU OT JIEYEHHE ca ChUIO0 Hal-KOMIUIEKCHM B Ta3u rpyna. ['pymara Ha
TPaHCIUIAHTUPAHHUTE MAIMCHTH CE XapaKTepu3upa ¢ Hai-roamus Opoil Ha aKTHBHU
1oJIeTa Ha CMYILIEHHE, KOETO MOCTaBsl MOJ BBIIPOC IBJITOTpaiHaTa MPEKUBIEMOCT
Ha ObOpeuHaTa mpucagka. HeCTUMYNHPaHOTO  CIIOHOOTHENSHE €  ChC
craTHCTHYeCKH 3HauMMa pasziuka B rpymna XJI. Tosum pesyirar moaATHKBa KbM
TBPCEHE Ha BPb3Ka C MHTEH3UTETA HAa Kapueca U HETOBUTE YCIIOKHEHUS. TpeBOKHU
ca (aktute, ye B rpynara Ha 34paBUTE KOHTPOJIU (HOTCHLUHUATHU KUBU TApUTEIIH)
71% ca ¢ xon CPI2 1.e Hanuuue Ha cy0 U CynparMHrUBaJIeH 3b0€H KaMbK KakKTO U
TOBA, Y€ JIMICBAT MAalMEHTH C HAIbIHO 3[paB MapOAOHT BbB BCUUYKU CEKCTAHTHU
CPIO. Bb3 ocHOBa Ha MpPEACTABCHUTE AaHHU HUE CUMTAME, Y€ WHTErPUPAHETO Ha
IpeJ W CIEATPAHCIUIAHTAllMOHEH JCHTAJeH CaHalllOHEH IPOTOKOJI 3a Ta3M
MIOMyJIays TMAlMeHTH B cdepaTa Ha TPAHCIUIAHTAIMOHHATA MEIHIMHA € He CaMo
3aIBJDKUTENEH, HO OM MMaJIo TOJIIMO COLMAIHO M MKOHOMHYECKO 3HAUCHHE.
HAYYHU ITYBJIUKALIUU U ITPOSIBU:

. JenueBa M, A Kucenoa. OrHumHa npoOneMaTika OT 3b0€H IPOU3XOA IIPH
NManMEeHTH Ha XEMOoIualinusa, 61)6pe11H0 TpaHCIUIAaHTUPAHU W XHUBHU JOHOPHU Ha
0b0peun B P Boarapus, IIpobnemu Ha cromarosorusita, Op. 33,2007 o6G3opHa
CcTaTusa

. JenueBa M, A KucenoBa, I'.I'enueB. CpaBHUTETHO HPOy4YBaHE Ha OPAIHOTO
3aApaBE€ NpU MNAOUCHTH Ha XeMoJuajinuza Hu 6'[)6]1)6‘{1—10 TpaHCIUIAaHTUPaHU YpE3
DMFT wuHzmekc, wuHTeH3uTeT Ha Kapueca-l u camoonenka. IIpoOiemu Ha
JIeHTaJIHAaTa MEJIUIIMHA- 10/ IIeYaT

e  Dencheva M. Research of periodontal status and treatment needs by CPITN in
patients on haemodialysis and renal transplanted patients JofIMAB, issue: 2009,
book 2 16-18 dentistry

e Dencheva M, A Kisselova. Location and sanitation of dental foci in
oromaxillofacial area in hemodialysis patients, renal transplanted and living
donors. (oral presentation) 18-th Annual Assembly of IMAB and 3-rd National
Congress of Immunology. 8 - 11 May 2008, Varna, Bulgaria,

e  Dencheva M. Research of periodontal status and treatment needs by CPITN of
patients on haemodialysis and renal transplanted patients.(oral presentation) 19-th
Annual Assembely of IMAB, 7-10 May 2009, Varna, Bulgaria

o Jlenuesa M. Ilonera Ha cmymierne B JIJUO npu manueHTn Ha quanns3a 1 0b0pedHo
TpaHcIanTHpany. CeIrHOCT U 3HaueHue. (OpanHa npesenTarus) II- pu ®opym Ha
MalyeHTd ¢ ObOpeyHM 3a00NsBaHMS ¢ MEXKIYHApoAHO ydactue oT JlutBa M
JlatBus, opraHusupan oT AcouuanusTa Ha MAMEHTHTE ¢ ObOpeuHH 3a00JIBaHUs
U npusiTeny B rp. Bemmnrpax ot 13-15.03.2009 www.gradvelin.com

HayLIHI/ISIT OT4EeT € NPUET CBC CICAHUTE OLCHKHU II0 CKajlaTa Ha CMH:

OT/IHYHA - 3a u3pbplIcHaTa HaydHOHM3CenoBareicka neiiHoct; BHCOKA - 3a
MPUHOCA HA TMONYYCHUTE pe3ynTatd 3a odopMsHe Ha IHCEPTAIMOHHUS TPYI;
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BHCOKA - 3a mpuHOca Ha pealu3upaHaTra pa3paboTka BBpPXy IIpoleca Ha
MO/ATOTOBKATA HA JOKTOPAHTA.

Jorosop Ne 2-J1/2008 r. CpaBHHUTEIHO iN Vitro u3ciaeaBaHe Ha
OaKkTepUUMIHUAT eeKT HA HaAl-4ecTO U3MOJI3BAHUTE MeJUKAMEHTH B

ChBpPeMEHHATA eHJ0AOHTHSI KbM 0aKTepuH NPHYNHATEH HA OCTPH H
XPOHUYHH NEePHOJIOHTHTH

HAYYHO HAIIPABJIEHHME: TepaneBTr4Ha CTOMaTONIOT UL

BOAELL U3CJEJOBATEJ (IOKTOPAHT): n-p Bacun IlerpoB Kanunnos
3a4ncieH 3a peloBeH TOKTOPAHT Che 3amoBes Ha pextopa Ne. P- 350/10.05.07 r.
HAYYEH PBKOBOJAUTEJ HA BOJAEIIUA N3CJIEJOBATEJL
(IOKTOPAHT):

JHomn. Cnasyo Kpymor lumutpos, am

BA30OBA OPITAHU3AIUSA 3A U3ITBbJIHEHUE HA TPOEKTA
®dakynret o Jlenranna Menununa , Katenpa KoncepBatusHo 3n00eueHme
PE3VJITATH:

B Hamiero m3cnenBaHe HHE NMPOyYHXMe OAKTEPUIMIHUAT ePeKT Ha IeT
antumukpoGHu cpencra Rockle, Cresophene, I,/KI, Cupral, Ca(OH), —Bucoko
JMCIIEPCEH, ChC CTAHAAPTEH arap AUQY3HOHEH METO (EKCIEPUMEHT C KIafeHdeTa
W guckdeta) W Moauduimpan arap auy3uoHEH MeTon cbe 3p0u. [lpm
CTAHJAPTHUAT arap AUQY3HOHEH METOJ C JHUCKYETa HHe ycraHoBHXMe, ue /Kl
nMa Haif- ToxIM OakTepHIuAeH e(eKT ¢ M3KIIOYeHHEe Ha JABa CiIydas, KOraTto e
Cresophene. B noseuero ciayuan Ca(OH), uma Haii-Manbk GakrepuiuaeH eQekr.
Ilpum MeTona ¢ KiageHYeTaTa HUE MPOYYMXME AaHTUMHUKPOOHMAT e(eKT caMo Ha
Cupral, Ca(OH), —Bucoko mucrepceH. Te3d cpeicTBa WUMaT TOYTH €IHAKBA
aHTUMHKPOOHA aKTHUBHOCT, C [BE H3KIOueHHs koraro Cupral mma mo-romsma
aHTUMUKpPOOHa akTHBHOCT OT Ca(OH),. [Ipn Momuduuupanusar arap nudy3uoHeH
METOJ] ChC 350H, KOTaTO MEIUKAMEHTHTE CE BBBEKAAT B KOPEHOBHUTE KaHAH, Upe3
aruMKanms U tect Oaxrepuii e E.faecalis we Osixa perucrtpupany HUKaKBY 30HU HA
MOTHCKaHe HA OaKTEepHATHUSAT pa3TeX OKOJI0O KOpeHOBHTEe BpbxdeTa. Korarto Tect
Oaktepuii € S. aUreus 30HWUTE Ha IOTHUCKAaHE ca ¢ AMaMeTsp OT 2 10 4 mm. [lpu
MOIMGUIUPAHUAT arap JU(y3MOHEH METOJ ChC 3b0M, KOraTo MEIMKaMEHTHTE Ce
BBBEXIAT B KOPEHOBUTE KaHau ¢ nocrosineH Tok (camo I,/Kl, Cupral, Ca(OH), —
BHCOKO JUCIIEPCEH) NaHHHWTE IIOKa3BaT, Y€ AaHTHMHKPOOHHWTE CpelcTBa HMaT
cen3MepuM OakTepuimaeH edekT. Tyk mHomydeHHTe 30HH Ha IIOTUCKAaHE Ha
GakTepHaHMAT pa3Tex ca MHoro rosiemu. Koraro tect Gakrepwuii e E. faecalis Te ca
ot 30 1o 33.5 mMm, a ipu TectT OakTepHii S. aureus ca ot 20.5 1o 25 mm.

HAYYHU NIYBJIUKAIIUA U TITPOSABU:
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. Kalchinov VP, SI Dimitrov, M Belcheva. In vitro study of bactericidal effect of
antimicrobial agents used in modern endodontics. On-line journal of IMAB, 2009,
book Ne2, part Dentistry, p 79-83 (www.journal-imab-bg.org).

. Kamuunos BII, Cin dumutpoB. EHogoHTCKa MUKpPOGIIOpa — 4yBCTBUTEIHOCT U
PE3UCTCHTHOCT KBbM MEIAMKAaMCEHTO3HHU CPEACTBA, CbBPEMCHHHU BB3MOXKXHOCTH 3a
nosausBane. CraTusra e JAaZicHa B peAaKiuysTa Ha CII. “l[eHTaIIHa MCIII/[I_[I/[Ha” 3a
nievar (1oJ] pereH3us)

e  Kamuunos BII, Cn Jumutpos, M bemdesa. In vitro study of bactericidal effect of
antimicrobial agents used in modern endodontics. 19-ta Hayuna acambiest Ha
UMAB Bwirapus, rp. Bapha, 3natau [Iscbpuu 7-10 mait 2009 r. /moctep/

Hay4Hust oTuer e mpHer cbC CIEQHUTE OLIGHKU mo ckamara Ha CMH:
BUCOKA - 3a uspbplieHaTa Hay4yHoM3cienoBaTencka neifHoct; BUCOKA - 3a
NPUHOCA Ha TOJNYYEHHTE DPEe3ynTaTd 3a O(QOpMsIHE Ha IUCEPTALMOHHUS TPYX;
BHCOKA - 3a mpuHOCa Ha pealnM3WpaHaTra pa3paboTKa BBpPXY IIpoleca Ha
MO/ITOTOBKATA HA JOKTOPAHTA.

Jorosop Ne 19-J1/2008 r. CTpunuHr (ANpoOKCHMATHA eMailioBa pelyKuus) B
OPTOIOHTCKATA MPAKTHKA

HAYYHO HAIIPABJIEHHUE: OprononTus

BOAELL U3CJIEJOBATEJ (IOKTOPAHT): [Tanaitotric Muxaun Kanynakuc
3a4mCcIIeH 3a peIOBEH TOKTOPAHT Che 3amoBen Ha Pektopa Ne P-3/19.02.2009 r.
HAYYEH PBKOBOJUMTEJ] HA BOJEIUA HU3CJIEIOBATEJ
(TOKTOPAHT): IIpod. Banentnn Mopmanos Myradunes gokrop, Kareapa mo
Opronontust, ®akynrer mo [lenranna Menununa, Oyn. I'. Coduiickn 1.

BA30OBA OPTAHU3AIUSA 3A U3ITbJIHEHUE HA ITIPOEKTA

Karenpa o Opromontus, @akynrer no Jlenramna Menununa, oyi. I'. Coduiicku 1
PE3VJITATH:

Paborara Ha W3CIEIOBATENCKHs CKHI M PpEe3YyNTaTUTE OT HaIleTo
H3CIIeIBaHe HU CIIOMOTHAaXa 3a M3sICHSBaHE Ha MIOKa3aHHUATA M MPOTHBOIOKA3aHUATA
3a CTPUIIMHI W HAaYMHWTE 32 YCHBBPIICHCTBAHE Ha IPWIOKEHHETO MYy.
IMoka3zanusTa ce onpeznensxa cho0pa3HO GpopmaTa Ha KOPOHKATA, HAKIOHA HA OCUTE
Ha 3p0MTe, BB3MOXKHOCTTA 33 IIPEMECTBAaHEe Ha 3bOMTE M KadeCTBEHATa OIEHKA Ha
ChCTOSIHMETO Ha eMaiina ¢ momornra Ha DIAGNOdent Pasriegaxme U ycTaHOBUXME
MIPEeNMYINEecTBaTa M HEAOCTATHIUTE HA MHCTPYMEHTH NpeJHA3HAYCHH 3a CTPHUIINHT,
TEXHHUTE BUIOBE U TTOKa3aHUS 32 MPHIIOKEHHE ITPH HEOOXOIUMOCT OT €IHOCTPAHHO
W IBYCTPAaHHO U3IUWJIABAHE.. CT‘pl/Il'll/IHl" CC MU3BBpLIBALIC CJICA NbPBOHAYAJIHOTO
HHBEJTMpaHe Ha 3b0UTE B MOAXOMSIIO BpPeMe, MOCIEeJOBATEIHOCT U 4Ype3 TEXHHKa
NpUYMHSIBALA MUHMMAQJIHH HapylIeHHUs Ha eMaiina. Ymorpebara Ha ChbBpEMEHHU
PEeMHUHEpATH3HUPALIN CPECTBA HH 18]I Bb3MOXKHOCT 3a MMOBHUILIABAHE Ha 3aIlUTHUTE
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¢GyHKIMM Ha 3bOHUTE THKAaHM cje] M3MWIIBAHETO UM M JOpU HOAoOpsiBaHE Ha
KaueCTBEHOTO CbCTOSTHHE Ha eMaiina.
WscnenoBarenckara paboTa HU JaBa OCHOBaHHE Ja CUHTaMe 4e NpU JeTaiiieH
aHaM3 | [UTaHNPaHe Ha CTPUIIMHT, MOJ00p Ha MOIXOSIIY HHTAKTHU U JIOPH ClIabo
JEMUHEPAIIM3UPaHU €MalJIOBU NOBBPXHOCTH C€ OCUTYpsiBa YCIIEIIHO IPOBEXKIaHE
Ha CTPUIIMHI B TpaHMLUTe Ha emaina. [loaxoasuiure peMuHepaIU3alMOHHU
NpOLENYPH CJIe]] CTPUIMHI EJIUMUHHUPAT ONACHOCTTa OT JAEMUHEpanu3anus Ha
m3nwieHns emaitn. ToBa mOTBBp)KAaBa pasmMpeHaTa My ymorpeba B
OpPTOJOHTCKATa MPAKTUKA KaTO METOJ OCHTYpPSBaIl MO-J00Bp KpacH OPTOAOHTCKU
pe3yaTaT U Mo-rojsiMa CTabMIIHOCT clie]l JICUSHHUETO.
HAYYHU IYBJIUKALUU U ITPOSIBU:
eKanynakuc II, B Myrapunes. IIpomeHn B emaiila IpH CTPHUIMHI M OLEHKAa Ha
pemunepanuzanusta (Jlureparypen O63op). Opromontcku Ilpernen, 2008, 10, 2,
17-20.
o Kanynakuc 1, M IleneBa, B MyraduueB. OOekTHBU3MpaHE HA KIMHUYHATA OLICHKA Ha
peMUHEpaNTn3auaTa ciIel CTPUIIMHT upes3 Ja3epHa (iyopecieHysa. OpToI0HTCKH
Tpernen, 2009, 11, 1, 6-13.
eKanynaxkuc I1, B Myragpunes, M IleneBa. ,,OneHka Ha ChCTOSIHIETO Ha eMaiiyla IIpey
U CIIe/l CTPUIIMHT B OPTOZIOHTCKAaTa NpaKTHKa 3asBKa 3a ydacTHE B IIOCTEpHATa
cecuss Ha 7-us MexayHaponen Oprogontckun Konrpec Ha CseroBHara
Oprononrcka Oenepanus.. Cunau-Apcrpanusi, 6-9 ®espyapu 2010.

Hay4HusT oTyer € mpHeT ChC CIEOHUTE OIEHKM mo ckamara Ha CMH:
34/10BOJIUTE/IHA - 3a u3BBpUICHATa HAyYHOU3CIIEAOBATEICKA JEHHOCT;
BHCOKA - 3a mpuHOCa Ha TIONYYEeHHTE pe3yiaTaTH 3a oQopMsiHe Ha
mucepratonnaus 1pyn; 3AJOBOJIMTE/IHA - 3a mpuHOCa Ha pealu3upaHara
pa3paboTKa BbpXy Ipolieca Ha IOArOTOBKATa Ha JIOKTOPAHTA.

Jorosop Ne 13-71/2009 r. KnMHMYHO U reHeTHYHO MPOyYBAHE HA HACIEICTBEHA

(¢hamurHa) enmniencusi npu poMmcku pavuaun ot rp. Hosa 3aropa u c.
CabHueBo (o01act Bapna)

HAYYHO HAINPABJIEHHUE: IITHC.HeBpoHnayku u moseneHue, MoekynspHa
OMOJIOTHS U TeHETHKA

BOAELL U3CJTEAOBATEJ (JOKTOPAHT): Camxka ['eopruesa JKensizkoa-
I'maBeeBa

3a4YKMCICH 332 PEIOBEH MOKTOpaHT chc 3amoBex Ha Pekropa Ne P-331/2008 r,
Katenpa no Hesponorus, YMBAJI ,,Anexcanaposcka”, Knmianka o Hespomnorus
HAYYEH PBKOBOJIUTEJ HA BOAEIIUSA U3CJIEJOBATEJ
(AOKTOPAHT): I1Ipo¢. Usaiino Jlrogmumos Tepres, avu, Kiiauka mo
Hespomnorus, YMBAJI ,,Anekcannposcka”
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BA3OBA OPrAHM3AIMA 3A M3INBJIHEHHE HA IIPOEKTA:
Menuuncku ¢akynarer, Karempa mo Hesposorus, Knunnka mo Hespomorus,
YMBAUJI ,,AnexcanapoBcka”
PE3VJITATH:

bsixa npeHTHHIMPaHN BE TOJEMH POMCKH (aMINIMH C HACIEICTBEHH
¢dopMu Ha emwiencus W HOBH, OTTOBOPHH 3a TsAX JIoKycu. IIppBaTa pomcka
(aMuIIs IpUHAUIEKN KbM rpynara Ha Kappapammre, KOUTO ca ¢ XapaKTepHCTHKA
Ha FeHETUUEH U30J1aT, U BKJIIOUBA 18 3acerHaTu MHAMBHAM OT MET MOCIEI0BATEIHN
MOKOJIEHHs. YCTaHOBSBa C€ EMWIENTHYEH CHHAPOM C aBTO30MHO-JOMHHAHTO
yHacieAsBaHE M HENbJIHA IEHETPAaHHOCT, HAyajlo B paHHA JETCKa BbB3pacT,
xapakrepusupan] ce ¢ (eOpwiHE OpUCTBIH, (QEOPWIHH MPUCTHIN IUIIOC,
TeHepaTM3UPaHH TOHWYHO-KIOHHMYHM TPHCTBIM, a CBIIO0 Taka M (HOKAIHH
MIPUCTBIIM ChC CEMHOJIOTHS IIpEArojiarama IPOU3XO0J OT TEMIIOPATHUS HIIH
¢ponTanHus 1su1. CHHAPOMBT HE MOXKE Jla C€ HNPHYKMCIN KaTerOpHYHO KBbM HHTO
eINH OT J00pe W3BECTHUTE CNMWICNITHYHH CHHIPOMH, BBIPEKH 4Ye € HaJINIe
CXOJICTBO ¢ reHepaiu3upanara enuierncus ¢ Gpedpunnau npuctbinu mwioc (GEFS+).
BB3MorxHO € 06ade Ja ce kacae U 3a HOB EMHJICNTHYEH CHHAPOM, ChueTaBall B cebe
cH dYepTH Ha (hOKanHa M TeHepanusupaHa emwuencus. [IpoBeneHuAT aHamu3 3a
CKaueHOCT HM3KIIOYBA CHOOIIABAHM MO-PAHO JIOKYCH M HACHTH(HUIUpPA HOB JIOKYC
cbe curaudukanten LOD score 3.84. Bropara pomcka (aMuius IprHAICKH KbM
rpynata Ha poMHTe-HepauM U BKIOYBa 12 3acerHaTM UHAUBUIUM OT 3
IOCJICIOBATEIHH TOKOJICHHS. Y CTaHOBSIBA CE TaplaleH eMWICNTHUCH CHHIPOM C
aBTO30MHO-IOMUHAHTHO yHACJIeAsBaHE, HENBJIHA IICHETPAHHOCT W Hadallo B
I'BPBOTO M BTOPOTO JIECETHJIETHE OT XXKMBOTA. [IPHCTBINTE ca OCHOBHO (hOKAIHH
JUCKOTHUTHBHU C YeCTa BTOPHYHA TeHepanu3anus. To3u peHoTun otroaps B Haii-
roysiMa CTEeNeH Ha (paMHTHATa Me3HalHa eNMISNCHs Ha TEMIIOPATHUS OS, KaTo
OCHOBHO an(epeHIMaTHa IHUarHo3a Ce Hajara C MapluanHaTa eNnuIeTcCHs C
BapHaOWIHU OTHHINA. B MOMeHTa € B X0JI MOJICKYJIIpHO-TeHeTHYEH aHaIN3, KaTo
pe3yiTaTuTe MoKa3BaT HOB JIOKYC ¢he curaudukanten LOD score.
HAYYHU NYBJIUKALIMU U ITPOSABU:

e Zhelyazkova S et al. "Familial mesial temporal epilepsy in Roma" - 14th Congress of
the European Federation of Neurological Society, Geneva, Switzerland, September
25-28, 2010

Hayunusm omuem e npuem cwvc creonume oyenku no cxarama na CMH:
BUHCOKA - 3a usévpuenama nayunouscieoosamencka oetnocm, BHCOKA - 3a
NPUHOCA HA NOJYYeHUme pe3yimamu 3a 0QOpMsAHe HA OUCEPMAYUOHHUS MPYO;
BHCOKA - 3a npunoca ma peanusupanama paspabomka 6wbpxy npoyeca Ha
Nn0020MOBKAMA HA OOKMOPAHMA.

210



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

Jorosop Ne 15-]1/2009 r. Aprepuajina XHIIEPTOHUS U enujencusi. Biusinue Ha
AaHTHENWJIeNTHYHNTE MeINKAMEHTH BbPXY CTOIHOCTHTE HA apTEPHATHOTO

HaJIfiTaHe U BJUsIHHe HA AaHTUXHIIEPTEeH3UBHATA Tepanus BbPXY enujiencusara
HAYYHO HAITPABJIEHHUE: IITHC. HeBponayku u noBeyieHue
BOJELL U3CJIEAOBATEJ (IOKTOPAHT): [I-p Npuna L{getanosa
Credanosa
3auncieH 3a 3aJ049€H JOKTOPAHT che 3amoBen Ha Pextopa Ne P-38/20.01.2009 r.
Menununcku Paxynret, Katenpa mo Hesponorus, YCBAJIHII ,,Cs. Haym”, Bropa
HEBPOJIOTMYHA KJIMHHUKA 32 TAPOKCH3MAIHU CHCTOSHHS.
HAYYEH PBKOBOJUTEJ] HA BOJEIUsS U3CJTEJOBATEJ
(IOKTOPAHT): Jlou. I'eprana I'anueBa I'aneBa, nmH, BTopa HeBposjornuHa
xiuHuka. YCBAJIHIT ,,Ceetn Haym”
BA3OBA OPrAHM3AIMUA 3A M3IIBJHEHUE HA ITPOEKTA:
Menunuucku dakynrer, Kareapa ,,Hepsau 6omectn”, YCBAJIHII ,,CBetn Haym™
EAZL
PE3YJITATH:

Upe3 eTHOBPEMEHHOTO U3CIEABAHE HA apTEPUAIHOTO HAJIATaHe U IPOMEHUTE
B EET na ce nperienu 3aBucuMocTTa MeXIy TiaX. la ce Jokake HeoOX0IUMOCTTa OT
noOpata KOMIIEHCAlMsl Ha XUIIEPTOHHUATA ¥ eNWICNCcHsiTa. YCTaHOBSIBaHE Ha
JICKapCTBEHU B3aNMOJICHCTBUS MEXTy AQHTHENHMJICITHYHUTE u
AQHTUXHUIIEPTEH3UBHUTE MEJUKaMEHTH. PerucTprpane CHMylITaHHO Ha CTOHHOCTHTE
Ha apTepuagHOTO Hamsirane upe3 xonrep RR u enekrpoennedanorpadcekure
npomenu upe3 EEI' u3cnenBane B peaamo Bpeme, 3a IMpelEeHKa Ha 3aBUJIMMOCT
MeXIy TAX. H3cmexBaxa ce CepyMHHTE HHBA Ha AaHTHEIMICITHYHHTE
MEIUKAMEHTH, 3a TpEleHsABaHe Ha 3aBHCHMOCT MEXIy TAX H BHAa Ha
AHTHXUIICPTCH3UBHUS MeaukaMeHT. M3cnensaxa ce 30 Oomau: 19 xxenu u 11 Mbxke,
BbB BB3pACTOB JHUAIA30H U 3a JABaTa mosia 48-75 roauHH, ¢ NMOCTaBEHa JUarHo3a
Enunencust u Aprepuainna xuneptoHus /AX/, Kouto 0sxa Ha CHOTBETHA Teparnus 1
3a ;Bere 3a00JsBaHMs. YCTaHOBH ce, Ye He JoOpe KOMIIeHCHpaHaTa apTepHaliHa
XUIEPTOHUS BOM yBenudaBaHne Ha npomenute B EEI" nuscnenBanero. Juyperunure
HaMaJIBaT CEPyMHOTO HHMBO Ha aHTHEMIJICNTHYHHTE MEANKAMEHTH, KOETO BOJH 10
pnomaBane Ha EEI" m3cnenBanero. KapbamaszenmHoBHTE IIpenapaTi, KaTo CH3UMHHU
HMHIYKTOPY, HaMaJsBaT IUIA3MEHUTE HUBA HA aHTUXUIIEPTCH3UBHATE MEIUKAMECHTH
U BOJOM JI0 HecTaOWJIHM TEepaleBTUYHHM PE3yNTaTH C HEXeNaHW (UIyKTyaluu Ha
apTepHalHOTO HajAraHe, C IOsABa Ha BHCOKM CTOWHOCTH. [Ipu Hamuuue Ha
KOMOpOMIHOCT 3a JABeTe 3a0oysfiBaHMA € HEoOXOoIUMO mpenusupa |
MHIUBHUIYaIM3Mpa JIEUEHUETO Ha TAalMeHTHUTE, 1a ce MPELeHN 103aTa U oa0opa Ha
MEIMKAMEHTHTE.

Hayunusm omuem e npuem cvc crneonume oyenxu no ckaiama na CMH:
HAOBPA - 3a uzevpwenama nayunouzcieoosameincka oetinocm, JOBPA - 3a
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NPUHOCA HA RONyYeHume pe3yimamu 3d opopmsHe HaA OUCEPMAYUOHHUS MPYO;
JIOBPA - 3a npunoca na peanusupanama paspabomka 6bpxy npoyeca Ha
Nn0020MOBKAMAa Ha OOKMOPAHMA.

Jorosop Ne 20-J1/2009 r. IToAroToBKa M 0CHIIECTBSIBAHE HA CKPHHMHT 32
enujencus cpeJ poMckara oduHocT B rp. Kioctenann
HAYYHO HAITPABJIEHHUE: IITHC. HeBponayku u noBeyieHue
BOAELL U3CJIEJOBATEJI (AOKTOPAHT): [Tnamen Bacune AHTUMOB,
3a4mCciIeH 3a peloBeH JOKTOPaHT cbe 3amoBeq Ha Pexropa Ne P — 312 / 08.04.08 r.
Menunuucku dakynter, Kareapa mo Hespomorus, Knuanka mo HeBponorus Ha
YMBAJL ,,Anexcanaposcka”, yi. I'. Coduiicku 1, Codus 1431.
HAYYEH PBKOBOJUTEJI HA BOAELIUS U3CJEJOBATEJ (IOKTOPAHT):
Ipod. Uraiino Jlrogmunos TepHeB, nMH, Knuauka mo Hesponorus, YMBAJI
,»AJleKCaHJpOBCcKa”
BA30OBA OPTAHU3AIUSA 3A U3ITbJIHEHUE HA ITIPOEKTA
Menunuucku dakynret, Karenpa no Heposorus, Knuanka mo HeBponorus Ha
YMBAJL ,,AnexcanapoBcka”
PE3YJITATH:

IIpoBexxaaHOTO OT HAC MOIMYTAMOHHO HMPOYyBaHE MO METOJa ,,BpaTa 0
Bpata” € MBpBOTO MOA0OHO B Bbarapus. 3a menra pa3paboTHXMe clienualcH
CKPUHHUHIOB HMHCTPYMEHT, KOMTO Ja ObAe NOCTaThYHO CCH3UTHBEH, 3a Ja He
MIPOITyCHE CJIy4ail Ha eNmIeNTUYHO OOJIEH U I0CTaTh4YHO cnelyduyeH, 3a 1a cBele
Oposi Ha TOJIOKHTEIHUTE J0 CTEIeH, MO3BOJISBAllla IO-HATATBHIIHO H3CIIE/IBAHE.
[MpoyuBaHeTo ce OCHIIECTBSABA B USTUPH €Tala, KaTo MbPBHUTE J[BA — MOATOTOBKATA
1 OCBIIECTBSBAHETO HA CKPUHMHTA, ca MpeaMeT Ha (MHAHCHpPAHE MO HACTOSIIUSL
mpoekT. JIaHHUTE 3a MOJIOKWUTETHHTE OT CKPHMHUHTA INe OBJAT H3MOJI3BAaHM 3a
peanHoTO ompenensHe Ha OOJIECTHOCTTA OT TOBAa YECTO CPEIIAHO CEPHO3HO
HEBPOJIOTHYHO 3200JIIBaHe.
B moarorButenHus eram Hue chOpaxme MHGOPMAIMSA OT 3[PABHUTE CTPYKTYpU B
rp. Kroocrenmun 3a emwnmentuuHo OomHuTe pomH, choTBeTHOo P30K — 44
perucTpupany, qucnaHcepure Ha 6-te paboren ¢ H30K HeBposnora B rpaga — 39
0O0JTHY 1 XOCHHTAIN3UPAHNTE B MECTHATA OOJTHMIIA C ANATHO3a €MHIICHICHS POMH 3a
10 romumen nepuoy — 49 manueHTH, Kakto u uHPpopmarms or HCU ot mociaeqHoTo
npedposiBare mpe3 2001 r, xorato pomure ca 6mmu 4 798. C ormexn pasdupane
MIPEICTaBUTE HA POMHTE 3a SIWICTICHATA Ch3JaJoXMe (DOKYCHH I'PYHH OT POMCKH
NPEICTABUTENM, C KOWUTO MPOBENOXME JUCKycus. M3non3Baliku noiaydyeHara
uHpOpMaIUs OT IUCKyCHsTa, Ch3AaJoXMe Crenu(pHUyYeH 3a POMHUTE BBIPOC B
CKPUHUHI'OBUS HWHCTPYMEHT, Kaca€lll KOMIUIEKCHUTE MaplyaJIHu NOpUIaaAbLH.
OcTtananure BBIIPOCHU CH3aJ0XME, W3I0JI3BANKU BBIIPOCHUIIKA OT NPOYyYBAaHHUA B
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IpYyTH ObpkaBH. Banuansupaxme BbIpocHuKa ¢ 50 enuientuaHo 60mHu pomu u 50
3apaBu. C y4acTHETO Ha TpHUMa 3ApAaBHU MEAMATOPH BBIPOCHULHUTE Osxa
Pa3NpOCTPAaHEHH O BCHYKU JKUTENM HAa POMCKHA KBapTal. bsxa aHKeTHpaHu
BCHUKHTE 3 686 >KUTEIN HA POMCKHS KBapTal, KaTo OT TSAX C MOJOKUTEITHNA aHKETH
Osixa 127. Beeku xuTen Ha KBapTajia, MOCOYMII IIOHE €ANH IOJOKHTENIEH OTTOBOP
BBB BBIPOCHHKA, IOUISKH Ha KIMHHYHO YTOYHSBAHE B CIEJBAIIATE €Tally Ha
IIPOYYBAHETO.

Hayunusm omuem e npuem cvc crednume oyenku no ckarama na CMH:
JOBPA - 3a usevpwenama uayunouzcieoosamencka oOetinocm;, BUCOKA - 3a
NPUHOCA HA NOAYYeHume pe3yamamu 3d 0QopmaHe HA OUCEPMAYUOHHUSA MPYO,
BHCOKA - 3a npunoca ma peanusupanama paspabomka 6vpXy npoyeca Ha
nood2omoskama Ha OOKMoparma.

Jorosop Ne 16-71/2009 r. MU3cienBaHe Ha aTONMATA IPH Jela ¢ Pa3cTPOICTBO ¢

AeHIUT HA BHUMAHHE XUNIePAKTHBHOCT
HAYYHO HAINPABJIEHUE: Umynna cucrema. IlHc. HeBponayku u
MIOBE/ICHUE.
BOJEL U3CJIEJAOBATEJ (IOKTOPAHT): Buxrop Emanyuios [loHes
3a4ncIeH 3a peloBeH TOKTOPAHT Che 3amoBe]] Ha pektopa Ne P-265/10.03.2006 r.
HAYYHU PBKOBOJAUTEJIN HA BOAEIIUS U3CJIENIOBATEJ (1I0KTOPAHT):
1. Tpo¢. IMenxko Munkos Illotekos, nMH, YMBAIJI ,,AnexcanapoBcka”, Knnnrka
10 HEBPOJIOTHS
2. lou. Ilenka Wmmesa [lepeHoBcka, v , YMBAJI ,,AnekcanapoBcka”, KnnHrka
TI0 TIEANATPHUS
BA30BA OPTAHM3ALNUA 3A U3ITBJITHEHUE HA ITPOEKTA: Karenpa mo
HeBpouorust, Y MBAIJI ,,Anekcanaposcka”’, KimHrka mo neguarpus
PE3VJITATH:

Llenta Ha HacTosmus MpoekT Oe Na ce NMpOoy4YH BB3MOXKHATa BpPbB3Ka
Mexny |gE-mennupanata aromust W pa3cTpOCTBOTO ¢ AeUIMT Ha BHUMaHHUE
xunepaktuBHocT (P/IBX). B usnenBanero B3exa yuactue 73 neua (49 momuera u
24 momuueTa), pasnpenenenu B 2 rpynu: aeua ¢ PJIBX — 39, u konTponHa rpyna —
34. Upes Poaurerncka ckana 3a orenka mo Conners 6emre orgerer Conners” ADHD
Index u crorBeTHUSs T-Score. Beure uscnensan oOMMAT cepyMeH UMYHOTI00yuH E
(IgE) upe3 ELISA meron. Ilpu mosurusen pesynrat (> 150 1U/ml) numara 6sixa
TecTBaHU 3a ajepreH-cnenuduunn IgE. Cpemnust T-score 3a Conners’ ADHD
Index Gemre: 78,05 + 4,8 3a rpynara ¢ P/IBX u 59,00 + 6,9 3a koHTposHaTa rpyrma
(p < 0.001). Cpennara croiiHoct Ha obmwus IQE 3a rpymara ¢ P/IBX 6e 137,69
IU/ml (= 48,66 1U/ml), a 3a xonTtponHata rpyma uscnensanud — 123,32 [U/ml (£
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35,82 1U/ml). Bemie ycTaHOBEHAa CTATUCTHYECKH 3HAYMMa 3aBHCHMOCT MEXIY
croiiHoctra Ha 00mmst IgE u monmyuenus T-score 3a Conners” ADHD Index kakro B
rpymnara nema ¢ PIBX (p = 0.026), Taka u B koHTposHata rpymna (p = 0.030). IIpu
19 or uscnenBanute Oenie u3MepeH cepymer obur IgE > 150 1U/ml — 13 nena c
PJIBX u 6 oT KOHTpOJHaTa rpyma, 3a KOUTO CE IPOBEJE U3CIEABAHE 3a allepreH-
cnermuduann IgE. Hamepenara kopenamus MeXIy OLIEHKAaTa Ha ITOBEACHHETO Ha
JeTeT0 OT CTpaHa Ha pOJWTEN] M HHUBOTO Ha obmms cepymeH IQE moxmkperst
XHUIIOTe3aTa 3a OOIIM MaTOTeHETHYHH MexaHmsMu Mexny PJIBX u amepruunute
3a00IsIBaHHA.

Hayunusm omuem e npuem cvc ciednume oyenku no ckarama na CMH:
BHCOKA - 3a ussvpwenama nayunouscredosamencka oeinocm; BUCOKA - 3a
NpUHOCA HA RONYYeHume pe3ynmamu 3a opopmsHe HaA OUCEPMAYUOHHUS MPYO;
BUHCOKA - 3a npunoca na peanuzupanama pazpabomka 6vbpxXy npoyeca Ha
noozomoskama Ha OOKMOPaHma.

Jorosop Ne 4-J1/2009 r. CepyMHu HUBa HA omMera-3 u omera-6
NOJTMHEHACHTEHNTE MACTHH KHCEJIHHU M IPOMEHH B HHTECTHHAIHOTO

Bb3MaJleHHe MPeJH U cJIe/i IpHeMa Ha MPOOHOTUK NMPH NMAIMEHTH ¢ XPOHHYHA
Bb3NAJTUTE]HA §0/1eCT Ha YepBaTa

HAYYHO HAIIPABJIEHHUE: VMmyHnHa cucrema; ['acTpo-MHTECTHHANEH TPAaKT;
Buoxumus. Metabonussm.

BOJELLY U3CJIEAOBATEJI (JOKTOPAHT): n-p Ilersp Kpacumupos
Huxonos

3a4ucIieH 3a peoBeH JOKTOPAHT che 3anoBes Ha Pekropa Ne P-836/30.10.2006 r.
HAYYEH PBKOBOJAMWTEJ HA BOAEIIUS U3CJIEIOBATEJ (IOKTOPAHT):
[pod. 3axapmii AnexcangpoB KpwcreB, mma, YMBAJI “Cs. MBan Puncku”,
Knunuka no I'actpoenteponorus, Oyin. Axkaxa. MBau ['emos 15, Codust 1431
BA30BA OPI'TAHU3ALIUSA 3A U3ITBJIHEHUE HA ITPOEKTA

Karenpa o Berpenau 6onecti, YMBAIJI “Cg. Uan Puncku”, Kinunuka mno
Tactpoenteposorus, 6yn. Akan. Wean ['emos 15, Codwust 1431, brarapus.
PE3YJITATH:

IIpn nmaumenture ¢ YK ce ycTaHoBsBa MO-BHCOKA CpeIHA CEpyMHa
KOHIICHTpANUs Ha JIMHOJOBA KUCENMHA, OTKOJIKOTO npu Oomaute ¢ BK (p=0.037)
mpexu npreMa Ha npoouotuk. Cien mpreMa Ha MPOOHMOTHK HE Ce yCTaHOBSBAT
pasnuuus B cepyMHUTe KoHLeHTpauuu Ha uicnenanutre ITHMK mpu BK, VK u
KoHTposnHata rpyna. Ilpm nanmenture ¢ BK ce ycraHOBsSBa MOJOXUTETHA
Kopenalus B KOHLEHTpPALMUTE Ha O-JIMHOJIEHOBaTa W JIMHOJOBA KHCEIUMHA
(Spearman=0.651; p=0.009) u Te3u Ha O-IMHOJIEHOBATA W apaxuIOHOBATA
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kucennHa (Spearman=0.568, p=0.027) npenu mpuema Ha mnpobuotuk. He ce
ycTaHoBsiBaT momoOHM 3aBucuMoctd npu BK crnex mpuema Ha mpoOuotuk. B
HAa4yaJOTO Ha HM3CNeBaHETO NMpH naiueHTHTe ¢ YK ce ycTaHoBsBa OTpHLATEIHA
KOpeTaloHHa Bpb3Ka MEXIy KOHIIEHTPAI[MHUTE Ha JWHOJIOBAaTa U apaxHUIOHOBATa
kucennHa (Spearman= -0.535, p=0.040), xaro cneq mpueMa Ha IPOOHOTHK Ta3m
Kopenanys ¢ Bede monoxuTenHa (Spearman= 0.555, p=0.032). 3aexHo ¢ ToBa mpu
VK ce ycraHoBsBa Bpb3Ka B KOHI[CHTpaIUsTa Ha JIMHOJIOBATa KHCEIMHAIPEIH
HAa4yaJOTO NPOOMOTHYHMSA NpPUEM M TasH Ha O-JIMHOJICHOBAaTa KHUCENIMHA CIel
npueMa Ha npobuotuk (Spearman = -0.516, p=0.049). [Ipu koHTpoNHATA TpyIa ce
YCTAQHOBSIBA KOpPEJAI[MOHHA 3aBHCHMOCT MEXJY CEpYMHHTE KOHLEHTpALMH Ha 0-
JIMHOJICHOBATA W JIMHOJIOBaTa Kucenuna (Spearman=0.661; p=0.007) npexu nprema
Ha MPOOHOTHUK.

HAYYHU NIYBJIUKALIIMU U ITPOSABU:

. Hukonos I1, CeunapoB [I, KpscreB 3. CepymHu HuBa Ha omera-3 u omera-6
TIOJIMHCHACUTCHUTE MACTHUA KHUCEJIMHU NPU NMAIUMEHTH C XPOHUYHU BB3NAIIUTECIHUA
3a00JsBaHUsI Ha YepaBaTa Ipefy M Clle[ IpHeMa Ha HPOOHOTHK. Meduyuncku
IIpeaneo 2011 (mox nevar)

Hayunuam omuem e npuem cwvc crneowume oyenwku no ckarama wa CMH:
BUHCOKA - 3a usévpuwenama nayunouscieoosamencka oetnocm, BUCOKA - 3a
NpUHOCA HA RONYYeHume pe3ynmamu 3a opopmsaHe HaA OUCEPMAYUOHHUS MPYO;
BUCOKA - 3a npunoca na peanuzupanama pazpabomka 6wbpXy npoyeca Ha
Nn0020MOBKAMA HA OOKMOPAHMA.

Jorosop Ne 14-71/2009 r. CkpuHUHT 32 BpoAeHH Ae¢eKTH HA IJIMKO3UJIHPaHe ¢
H30eJeKTPUYHO (poKycHpaHe M MMYHOPUKCALMS HA cepyMeH TpaHcdepuH U
TpeTHpPaHe ¢ HeBPAMHHM/a3a 32 OTKPHBaHe Ha TPaHCGepHUHOBU
noauMopgu3mMu

HAYYHO HAIIPABJIEHHUE: [lercku Gonectn

BOAEILl HM3CJIEAOBATEJ (JOKTOPAHT): Mamna Kupunosa
CranueBa-lBaHOBa 3auuciieH 3a peloBEH AOKTOPAHT chkC 3amoBen Ha Pekropa
Ne P-833/30.10. 2006 .

Menmunuacku dakynrer, Kareapa mo Ileguatpus, dercka 6omauna, YMBAJL
,,AJleKcaHJpoBCKa”

HAYYEH PBKOBOJAUTEJ HA BOJAELIUS U3CJIEJOBATEJI

(IOKTOPAHT) [Ipod. o Mapunos Kpemencku , iMH, Harronansa
['enetnuna naboparopus
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BA3OBA OPIrAHM3AIMA 3A M3INBJHEHUE HA IIPOEKTA:
Karenpa no Ilequatpus, YMBAJI ,,AnexcanapoBcka”
PE3YJITATH:

CKpHUHHMHTOBHAT METOX 32 BpPOJCHH Je(eKTH Ha TIIIMKO3WIHpaHe
H3zo0enexmpuuno goxycupane na cepymen mpancgepur € BbBEICH 3a II'bPBU
bT B bearapust. [Ipunoken e HHIMBAAyaIn3UpaH IPOTOKOI. 3a ITBPBH ITBT B
HallaTa CTpaHa C IOMOINTa Ha HOBOBBBEICHUS METOJ € OTKPHUT IaIlHeHT C
BpoJeH faedekt Ha raukosunupane PMM2-CDG (CDG-la). Ha miect roauisa
BB3pacT KIMHHYHATa KapTWHA Ha TMalMeHTa BKIIOYBA JIEKO YMCTBEHO
n3ocTaBaHe, Mukpouedaaus, JHUEB AUSMOPOU3BM, KOHKOMUTEHTEH
KOHBeprupaml crtpabusbM, InceBaoOynbapeH, nepebenapeH MW eMWICHTHYCH
CHHAPOM, HHBEPTHPAHH MAaMUIIH, WHIBHHATHA XEPHUS, KPUNTOPXUAU3BM,
nekryc kapuHaryM. SIMP nokassa nanuu 3a Dandy-Walker mandopmanus. B
KynTuBupanu ¢ubdpobmacti ce ycraHoBsBa neduuut Ha ¢ochomanomyrasa
(0.9 mU/Mr muporeun). JJHK aHamu3sT IOKa3Ba JBOMHO XETEPO3UIOTHO
HOCUTENCTBO 3a uectute Myrtauud RI141H/V231M. 3a mepBH mbT €
npunoxern metoaute PCR ammnudukarms, FISH 1 MLPA 3a auarxosa Ha 23
MalyeHTH ¢ BpojieH aedekT Ha rimkoswimpane EXTL/EXT2-CDG. Otkputu
ca 14 myramuu, ot xouto [0 Hosu 3a ceemosHama aumepamypa. Te ca
peructpupanu B EBporeiicka 6a3a nanuu -Multiple Osteochondroma Mutation
database—Leiden Open Variation Database (http:medgen.ua.ac.be/LOVD).
VYcraHOBeHM ca HOBHM CHMITOMH IIPH TOBa 3a00JIsIBaHE KAaTO JIEKO YMCTBEHO
H30CTaBaHEe, JIMIEB IM3MOP(QHU3BM, KPHITOPXUAW3IBM W HapYIICHAS B
XYMOpaJIHUsI UMYHUTET. 3a IbPBU BT CE aHAIM3Mpa (ammiHaTta aHaMHE3a,
reorpad)cK M €THHYECKH IPOM3XOM, HAdajao Ha 3a00NBaHETO, KIMHUYHH U
MOJIeKyJsipHd  fgaHHd npu manumentn ¢ EXT1/EXT2-CDG. C ormen Ha
3abJ009€HOTO pa3dupaHe Ha METaOOIUTHHUTE 3a00JsIBAHUS W B YaCTHOCT Ha
BpOJCHUTE Ie(PEeKTH Ha TIINKO3MINpPAHE TIPH JIeNaTa ChC ChIIache Ha aBTOPUTE
Johannes Zschocke u Georg Hoffmann 6e usebpiieH mpeBog ot dpeHckr Ha
OBJITApCKM  €3MK Ha HapbYHHK 00 MerabonuTHH Oosectn” Vademecum
metabolicum”.

HAYYHU NYBJIUKALIMU U ITPOSABU:
o Cranuepa MK. Knuamden crmextsp ¥ Tepanus npu  jaedurmT Ha

tdochomanonzomepasza-MPI-CDG (CDG-Ib).- 'acrpoenrepororusi, 40, 2009,

2,3-12.

. CranueBa MK u 1p. MHOXECTBEHH OCTEOXOHAPOMH—C IPUHOC OT
uscnenBaHeTo Ha 19 Owbarapcku cemeiictBa.-bbarapckun MenunuHcku

XKypnan, 3, 2009, 1, 41-45.

. CranueBa MK u np. [Ipunoxenue Ha MeTOJa M30€NEKTPUIHO (HOKycHUpaHe

Ha cepyMeH TpaHc(eprH B ObJirapckara neAnaTpuyHa NpaKTHKa.- bbiarapcku
Menunuuncku Xypnan, 3, 2009, 3, 26-33.
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. CranueBa MK. Bpopmen nedexr Ha mmmkosmwnmupane tun IA.- Bwarapcku
Menuuuscku Xypaain, 3, 2009, 3, 21-25.

. Stancheva MK et al. Congenital Disorder of Glycosylation Type- Ix-First
Case in Bulgaria.-In: Together for integrative approach to rare diseases.
Fourth Eastern European Conference for rare diseases and orphan drugs.
Plovdiv, Studio Grif Ltd, 2009, 208.

e  Stancheva MK et al. Multiple osteochondromas-with contribution of 19
Bulgarian families. In: Together for integrative approach to rare diseases.
Fourth Eastern European Conference for rare diseases and orphan drugs.
Plovdiv, Studio Grif Ltd, 2009, 209.

e  Stancheva MK. Molecular genetic analysis of Multiple osteochondromas in
Bulgarian patients. In: Together for integrative approach to rare diseases.
Fourth Eastern European Conference for rare diseases and orphan drugs.
Plovdiv, Studio Grif Ltd, 2009, 116-119.

. CranueBa MK. Jucrpormukasonatuu (0630p)-bbarapckun  MeauIuHCKH
KypHai, 2010,2

eStancheva MK et al. Clinical and molecular genetic analysis of patients with
EXT1/ EXT2-CDG in Bulgaria. Journal of Inherited Metabolic Diseases,
October, 2010

e  Stancheva MK et al.Congenital Disorder of Glycosylation Type- Ix-First
Case in Bulgaria. Fourth Eastern European Conference for rare diseases and
orphan drugs. Plovdiv, 13-14 June, 2009, Poster 61.

. Stancheva MK et al.Multiple osteochondromas-with contribution of 19
Bulgarian families. Fourth Eastern European Conference for rare diseases and
orphan drugs. Plovdiv, 13-14 June, 2009, Poster 62.

e  Stancheva MK. Molecular genetic analysis of Multiple osteochondromas in
Bulgarian patients. Fourth Eastern European Conference for rare diseases and
orphan drugs. Plovdiv, 13-14 June, 2009, oral presentation.

e  Wuyts W, MK Stancheva, T Sokolov, | Kremenski, E.van Hul. Molecular
genetic analysis of multiple osteochondroma in Bulgarian patients. European
Human Genetics Conference 2009, 23.05-26.05. 2009, Vienna, Austria,
Poster No P13.26

e M Stancheva, | Kremenski, M Apostolova, J Jaeken, E van Schaftingen, G.
Matthijs, V. Bojinova, B Radeva, P Perenovska, N lvanova, K Vladimirova,
R.Vajarova, D Todorova. A clinical case with PMM2-CDG and Dandy-
Walker malformation. IV- International meeting on congenital disorders of
glycosylation, 11-12 January, 2011, Leuven, Belgium, poster presentation.

e M Stancheva, T Sokolov, W Wuyts, E van Hul, | Kremenski, B Vladimirov,
B Radeva, P Perenovska, A Mihova. EXT1/EXT2-CDG- report of 23
Bulgarian patients. IV- International meeting on congenital disorders of
glycosylation, 11-12 January, 2011, Leuven, Belgium, poster presentation.

Hayunusm omuem e npuem cvc ciednume oyenku no cxarama va CMH:

OTJIHYHA - 3a uzevpuienama nayunousciedosamescka oetinocm, BUCOKA - 3a
NpUHOCA HA NONYYeHume pe3yImamu 3d opopmsHe HA OUCEPMAYUOHHUS MPYO;
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BHCOKA - 3a npunoca ma peanusupanama paspabomka 6vpxXy npoyeca Ha
noozomoskama Ha OOKMOPaHma.

Jorosop Ne 10-J1/2009 r. Mapkepu Ha KOCTEH MeTa(0JU3bM IIPH Jena ¢
MYKOBHCIH1032

HAYYHO HATNIPABJIEHHUE: [Ietcku 6onectu; Myckynu.Koctu.CtaBn.
BOAELLlL WM3CJIEIOBATEJ (AOKTOPAHT): [-p boxana UBaHoBa
HaiinenoBa-CroeBa

3a4mcIeH 3a peIoBeH TOKTOPAHT Che 3amoBe] Ha Pexropa Ne P-832/30.10.2006 r.
Karenpa no nequatpus; YMBAJIL ,,AnexcannpoBcka”

HAYYEH PBKOBOJIMUTEJ HA BOAELIUSA U3CJIENOBATEJ (IOKTOPAHT):
Jou. HMeanka OrusHoBa ['aneBa; nMm, Kbpmauecko ‘A’otmenenue; YMBAJI
~Anekcanaposcka”— Jlercka Kimauka; Codus 1431, yin. I'. Codpunckn 1

BA30BA OPI'TAHU3AIUSA 3A U3ITBJIHEHUE HA ITIPOEKTA

M®, MMUI-Codus, Karenpa mo [emmarpus; YMBAJL ,,Anekcanapocka’™ [lercka
KJIMHHUKA.

PE3VIJITATH:

B u3ciemoBaTenckus MPOEKT ce HM3CNeBa pa3jiMKaTa B IPOLICCHTE Ha
KOCTHO 0Opa3yBaHe M KOCTHO pasrpakJaHe MEXIy OONHH OT MyKOBHCIMZO3a H
3[paBH KOHTPOJH. YCTaHOBH C€ CTAQTHCTUYECKH 3HAYMMO IIOBHIICHO HUBO Ha
MOKa3aTeJIuTe 3a KOCTHO 00pa3zyBaHe NpH OONHHTE, BEPOSTHO KaTO KOMIIEHCATOpHA
peakiys Ha OpraHu3Ma KbM MOBUIIEHOTO( CPaBHSBSIHKH CPEJHUTE CTOHHOCTH Ha
nokasatens 3 Cross Laps B aBere rpyiu) KOCTHO pasrpakaane.Tasu pasiuka ce
3ama3Ba, CpaBHJBAMKM M caMO MBXere B JBeTe rpynu. CpaBHsSBalKH >KEHUTE-
MalMeHTH M KOHTPOJIM, TakaBa pasjinka He ce HajabmonaBa. Camo B rpymara Ha
MAIMEHTUTE, MBXETE UMaT 3HAUYUTEIHO MOBHIICHH cToiHOCTH Ha 3 Cross Laps, B
CpaBHEHHE C )KeHHuTe U B mo-Mainka crered nosumurean NMidOsteocalcine u AP. C
HapacTBaHe  Ha Bb3pacTTa IpH OOJHHWTE, CTOWHOCTUTE HA H3CIIE/BAaHUTE
nokasaresm, B yactHoct NMidOsteocalcine, namanssar.ToBa He ce HanOmOaBa
npu koHtponHata rpymna. NMidOsteocalcine kopesupa nosutusHo ¢ AP U B 1BeTe
IpyIH, KOETO NOTBbpkAaBa (hakTa, ue moBuineHnero Ha AP e 3a cmerka Ha
KocTHaTa ¥ ¢pakuus. [loBumennero Ha B Cross Laps e cBpp3aHO ¢ MOBUIICHHE U
na NMidOsteocalcine.

HAYYHU NYBJIUKALIMU U TPOSABU:

VImMaliki TpeABHI 4YeCTOTaTa Ha 3a00JsIBAHETO MYKOBHCIMZO3a 32
Bbarapus, kakto U ¢akTa ,ue mo-rojsiMara 4yacT OT y4aCTHHUIUTE B IPOYYBAHETO ca
Jela, TPYIHOTO ChOMpaHe Ha ChOTBETCTBAIA IO IMOJ M BB3PACT Ha MAI[EHTUTE
KOHTPOJIHA TPyIa, HEOOXOAUMOCT OT IMOJTy4aBaHe Ha MH(OPMUPAHO CHITACHE OT
JBaMaTa POJUTENN NPH YYaCTHULUTE NOJ 18 roauiHa BB3pAcT, HEKeNaHHE Ha
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rojisiMa 4acT OT POJUTEINTE 32 TOBA, HE CTaHA BE3MOXKHO O(OPMSIHETO Ha HAyYHU
MyOIMKalKl U yd9acTue B HAyYHM HPOSBH [0 JaTaTa Ha MpeJCTaBsHE HA HAyUHHS
otdet. Takupa mie 6b1aT peaqu3upaHy CIed TO3H MOMEHT.

Hayunusm omuem e npuem cvc cnednume oyenku no cxkarama va CMH:
BHCOKA - 3a uzsvpuwenama nayunousciedosamencka oeinocm; BHCOKA - 3a
NpUHOCA HA NONYYeHume pe3yImamu 3a oQopmaHe HA OUCePMAYUOHHUS MPYO;
BUHCOKA - 3a npunoca ma peanusupanama paspabomka 6vpxy npoyeca Ha
Nn0020MOBKAMAa Ha OOKMOPAHMA.

Jorosop Ne 21-J1/2009 r. /lunaMuKa HA NepHONEPATHBHUTE
XeMOCTA3e0JJOrHYHH HAPYUIEH!s PU ONePaliH HA KJIbYHUTE MbTHINA HA

NAINMEHTH ¢ MEXaHUYeH HKTeP
HAYYHO HAIIPABJIEHHUE: Kpse. KppBau 6onectu; bomka. Anecteznonorus
U peaHuManust; Xupyprus

BOJEL U3CJIEAOBATEJ (IOKTOPAHT): Huna Aumutposa Ilaunpu
3auuCIIeH 3a peIOBEH TOKTOPAHT Che 3amoBen Ha Pektopa Ne P-458./2007 r.
Karenpa no Anecre3uonorus u uHTeH3uBHO Jieuenue, Y MBAJI “Llapuia Noanua -
HNCYII¥, Codus

HAYYEH PBKOBOJAUTEJ HA BOAEIIUS U3CJIEIOBATEJ (IOKTOPAHT):
[pod. Aumutsp dparomupor Kapagumos, 1MH

BA30BA OPTAHM3AIMA 3A UBITBJIHEHUE HA ITPOEKTA: Karenpa mo
aHeCTe3NOJIOTHsl M MHTeH3WBHO JieueHne, YMBAJl “Llapuma Noanna - UCYIIY,
KAWL, Codus

PE3YJITATH:

IenTa Ha MpoyYBaHETO € M3CIECABAHE JUHAMHKATA HA ICPHONICPATUBHUTE
XEMOCTA3COJIOTUYHH MMPOMEHHU MPH TPU IPymu OT 1o 20 MAlUeHTH ¢ MEXaHUYCH
WKTep — ¢ MaJUTHeHa W OCHWTHEHA TeHe3a Ha MEXaHWYeH HKTep, W 0e3 HKTep.
JlnHamuKaTa Ha IEPHOTIEPATHBHATE XEMOCTA3€0JIOTUYHHI MPOMEHH TIPH MAIIUEHTH C
MaJIUTHEHa ¥ OCHUTHEHA TeHe3a Ha KTepa Oe OIeHsBaHa MO HAKOJIKO TOKa3aTeH —
PT, aPTT, ¢ubpunoren, mrazmunores, anruruiazmud, AT |11, dakrop X, pakrop
VIl, D- numep, u3clenBaHW MpPEAONCPaTHBHO, CICIONEpaTHBHO, HA 3 H 5
cnenoneparuBeH aeH. [Ipotenn C u daxropure I, V, VII u X - npenonepatusHo.
Hebuuurst Ha BuTamuH K Oe pasmuuHo mposiBeH - Hamanenue Ha PT (B %) u
BapuabuiHa peaykius Ha ButamuH K 3aBucumute ¢daxropu - I, VII, X u npotenn
C o 50 %. Haii- cuHO penykuusTa Ha Te3u (HaKTOPH € W3pa3eHa MpH MaIHeHTHTE
C TeKKa W MPOJIOHTHpaHa XojiecTasa. B crnemonepaTuBHUS TepHoa ce HaOIro1aBa
BpeMeHeH cmax no 3 — 5-tu crnepomeparuBeH neH Ha PT um ¢akrop VII. C
HaMaJsIBAHETO Ha CTEIEHTa Ha OWIMpYOWHEMHSATa M MPOBEICHOTO 3aMECTUTEIHO
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neyenne c¢ BuTamMuH K croifHocTuTe ce HOopmammsupar. IIpu 6 mamueHTH C
xonenoxonuruaza — PT Gemie 3HaunTenHo ysenudeHo a0 134 %, ¢ eaHOBpeMeHO
yBeIHYeHUE Ha mpoTpoMmOuHOBHTE (parmeHTH F1+2 u Burammu K 3aBucumwmte
¢axropu - Il, VIl n X. ®akrop X nocrurna go 100 % yBenndeHHe OT HOpMaIHATA
croifHocT. Te3m  cmydam  Osixa  TIpelieHEHM  Karo  SICHO  H3Pas3eHo
XHUIEPKOaryIoOMINTETHO ChCTOSHAE, IPUINHHATE 32 KOUTO C€ ABIDKAT BEPOSITHO H
Ha JONBJIHHTETHH marodusmomornynun MomeHta. @Paktop V 0Oe HamaneH
MIPECOINEPaTHBHO B CIy4YauTe Ha TeKKa M MpoJoHTupaHa xojecrtaza. Paxrop Xll|
HE € HaMaJIeH Npu 0OCTPYKTHBHA XbITeHnna. Hamanenue uma B cienonepaTUBHUS
MEpHOJ MpPU TEXKH BB3MNATUTENHH TPOMEHM M IIPU E€AHOBPEMEHHO CHIIHO
Hamaneame ©Ha PT (B %), ¢ubpunorena, ygemxeHo aPTT, wu3paseHa
XHIONPOTenHEMHsI U XunoanOymuHemus. IIpudnHaTa BepoOsSTHO € HapyIIeHHEe Ha
NIPOTEMHCHHTETHYHAaTa (QYHKIUS Ha 4depHHs Apob. Toil obaue He moctura 1o
puckoBuTe 3a KbpBeHe croiHocTH (< 30 %). HopmammsupaHero Ha JIEKO
noHwkeHuTe HuBa Ha Qaktop Xl ce ocrimecTBsBa 10 5-TH cienonepaTHBEH JeH
IIPY HEYCJIOXKHEH CJIEIONEPaTHBeH MepHO U BH3CTAHOBSBAHE Ha YepHOIpOOHATa
¢$yHKIML. 3aMecTUTENHATa Tepalys ¢ Iia3Ma noAmnomara to3u mnpouec. ®akropu V
u Xl ca mokaszaresHu 3a CTENEHTa Ha HapyLICHHWE Ha YepHOAPOOHATa (PYHKIHS.
[Tpn namueHTHTE ¢ MaIUTHEHA TeHE3a HAa MKTEepa ce HaOIIoJaBa XUIICPKOATyIaIlHs
¢ moATucHaTa GUOPUHOIN3a, HE3aBUCHMO OT JepuuuTa Ha BUTaMuH K 3aBucummute
¢daxropu. Te3m mpoMeHM ca OCOOEGHO W3pa3eHH NPH TEKKA eKCTpa- H
HMHTpXENaTajlHa XO0JIeCTa3a, M HAclIarBaHeTO Ha JOITBJIHHUTEIHH Bb3IAIUTCIHH
IpoLlecH Ha XemaroOwmiInapHarta cucTeMa. l3pa3 Ha XHIEpKOaryJlIoOHINTETHHTE
MIPOMEHN Ca EKCTPEMHO BHCOKUTE CTOWHOCTH Ha IPOTPOMOMHOBHUTE (hparMeHTH
F1+2 (croitnoctu o 1890 pmol/ 1), D- mumepure (croiiHoctu mo 7500ng/ 1),
namaneanero Ha AT Il (croitHocTH mo 41%), ¢ubpunOTEeH (CTOMHOCTH MO 921
mg/dl), kakTo ¥ HHCKHTE NpeNONepaTHBHU CTOWHOCTH HA mnporpombun C
(croitHoctrn 10 45%). IlmasmmHOTreHa O€ CBIIO HaMaJeH B pPa3lMYHAa CTENEH
(croitHoctit 0 35%), nmokato andal- aHTUIUIA3MHHA HE IOKa3a 3HAYUTEIHH
OTKJIOHEHHs. [1aToIOrMYHNTE CTOMHOCTH ce 3ama3uxa JI0 5-TH CJIe0oNepaTHBeH JIeH
(chcTOSIHME Ha XMIEPKOarylnoOMIMTeT W HOATHCHata ¢uOpuHOoiM3a). Tesm
naTo(U3UOTIOTUYHHU TIPOMEHHU 1ab0paTopHo ce oTHacAT kato | - Il craaunit na IUK.
JlaboparopHO yBemuueHuTe cToiHOCTH Ha D- auMepn W Ha TPOTPOMOWHOBHUTE
¢parmenTn F1+2 6e3 pa3BUTHETO Ha KIMHUYHA KapTHHA Ha TPOMOOEMOOIHS MOTaT
Jla ce pasraexiar U karo cecrosHue Ha mnceBao- UK. Ilpu romsma uact ot
rpynata Ha MamUeHTH Oe3 HKTep ce Kacae 3a HOPMAalHO IIPEIONePaTHBHO
CBCTOSIHUE Ha XeMOocCTas3ara, JIOKAaTo 3a Te3u ¢ OCHWUTHEeHa reHe3a Ha MKepa — 3a
npenonepaTiBeH Xuiepkoarymoowiuter. M mnpu  aBere TIpynM ca  Hauune
xnnepxoarynoGnnnTeTHn U3MCHEHHUA B CJIICAONCPATUBHUA NIEPUOJ, NMPEAN3IBUKAHU
OT OmepaTHBHATA WHTEPBEHIMS, U aKTHBUpaHe Ha (GuOpHHONM3aTa, 3al04BaIlo OT
3- 5 cnegoneparuBeH AeH. [Ipyu npubaBeHN BH3MANTUTEIHH IPOMEHHU- XOJIEIHUCTHUT,
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XONIAaHTUT, ce HaOmoJaBaT TMPEJONepaTHBEH  XUIIOKOAryloOMIMTET WM
XUIEPKOarynoOMINTEeT, U  CIIEJONEepPaTHBEH  XUIEPKOaryloOHIMTET 0
HaOJI0NaBaHUS OT HAc 5-TH CIENONEpaTHBEH NeH M MHXHOHMpaHa (puOpHHOIN3a
IIpesi- ¥ CIeI0NepaTHBHO, OTHOBO 10 HAOIIOJaBaHUs OT HAC 5-TH CIeJ0IepaTHBeH
neH. V3nomsBaHMTe OT HacC XeMOCTa3HHW MapKepH HH JaBaT I0-siICHA IpeJicTaBa 3a
pasBuBamuTe ce xeMmoctazHu otkioneHns. ®axrop Xl moxe na ce u3mon3sa karo
JOITBJIHUTENICH MHIWKATOp 32 dYepHoApoOHaTa (YHKIHS, KaKTO U B CIydaiiTe Ha
HEOUKBAHO KbpBEHE. MapKepHTe 3a XUIEPKOarylIo0MIMTETHH IPOMEHU B PUCKA OT
pasButueTo Ha TpomMOoTuuHH ycioxHeHs — AT 111, mporpombuHOBUTE BparMeHTH
F1+2, D- nmumepure Morar Aa ce H3IOJN3BaT KakTO 3a OICHKA TeXecTa Ha
XEMOCTa3HUTE NPOMEHU MNpu Te3u mnauueHTH, cragus Ha MUK, HO cbumo u
MIPOABIDKUTEIHOCTTA Ha TPOMOOEMOOINYHATA TPOPHUITAKTHKA.
TpomboembonnyHaTta NPOQUIAKTHKA IPU IAlMEHTH C MaluTHeHa TeHe3a Ha
HKTepa € 3aibJDKUTENHA. [Ipy HepaguKalHO OTCTpaHsSBaHE Ha TYMOPHOTO
oOpasyBaHue, Ta3u mnpodWIakTHKa OW TpsAOBaJO Ja TPOIBIDKA H B
W3BBHOOMHNYHHS ITIEPUOZ, C OrJIe] Ha IPOABIDKABALIMTE XEMOCTa3HH NPOMEHH
MIPeAU3BUKAHN OT U MOPaIy MaIUTHEHHA mporec. [IporpomOuHOBHUTE (hparMeHTH
F1+2 u D- mgumepure Morar jAa ciykaT KaTO Mapkepu 38 e(UKacHOCTTa Ha
TpoMboemOomnuHaTa npodmnaktuka, a AT Il 1 mra3MuHOTEHa — 32 CHCTOSHHETO
Ha pubpunomm3zata. TpomboembonnuHaTa podriTakTHKa TPsIOBa Ja ce MPOBEKAA
U TpPH PHCKOBU TAIMEHTH C HKTep C OCHUTHEH IPOM3XOMA, OCOOEHO IpH
BB3MAIUTENIHH TPOIECH Ha OMIMapHaTa CHCTeMa J0 MOMEHTa Ha OBJIJsBaHE Ha
BB3MAICHACTO M HOPMaJM3UpaHe Ha XOJECTa3HHTe Iapamerpu. Pa3sHomocoyHo
pa3BHBAILUTE CE MEPHONEPATUBHU IPOMEHHM B XEMOCTa3aTa ca B 3aBUCHMOCT OT
€THONAaTOTeHe3aTa, MHPOABDKUTETHOCTTa HA HKTepa, W INPHAPYKaBAIIUTe
BB3MAIUTEIHH IPOMEHN B XKIIbYHATA CHCTeMa. BeposiTeH nombnHuTENeH akTop ca
U TpUApYKaBaIlUTEe CHUTEMHU 3a00NIIBaHUS HA TAIMEHTa, OKA3BAIIW BIHSIHHE
BBPXY XEMOCTa3HaTa CHCTeMa. ToBa IOKa3Ba KOJKO € TpyJHA TIpeleHKaTra Ha
CBCTOSHMETO Ha XeMocTa3HaTra cucTema. Ta3u TpeleHka Ou crnensaino ga €
WHIVBUIyaJTHA 33 BCEKH MAllCHT.

Hayunusm omuem e npuem cwvc creonume oyenku no cxarama na CMH:
BHCOKA - 3a usevpuwenama nayunousciedosamencka oetinocm; BHCOKA - 3a
NPUHOCA HA NOMYYeHume pe3yamamu 3d OQopmMsHe HA OUCEPMAYUOHHUS MPYO;
34/I0BOJIUTE/IHA - 3a npunoca Ha peanusupaHama paspabomxa 6wvpxy
npoyeca Ha n0020MOBKAMAa Ha OOKMOPAHMA.
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Jorosop Ne 1-J1/2009 r. U3caeasane possita ua NT-pro BNP u Troponin |
KATO MapKePH, OLEHSABAIIM ChbPIeYHO-CHI0BATA TOKCHYHOCT MPH

OHKOJIOTMYHO GOJIHH NALMEHTH B X012 HA XuMuoTepanus. CbnocTaBsiHe HA
NOJIy4eHHUTe Pe3yJITaTH ¢ eXxoKapauorpadckara HaxoAKa

HAYYHO HATIIPABJIEHHUE: CbpredHo-CbOBa CUCTEMA

BOAEL U3CJEJOBATEJ (IOKTOPAHT: I-p boxunap KpscreB Kpberes
3a4mncIieH 3a peoBeH JOKTOPAHT Che 3amoBex Ha Pekropa Ne P -222/26.03.2007 r.
YMBAIJIL ” Lapuna Hoanna — UCYJI” Kmunnka o Kapauonorus, rp. Cobus, yi.
Bsino mope 8

HAYYEH PBKOBOJIMTEJ HA BOJAEIIUSA N3CJIEJOBATEJI
(IOKTOPAHT): ITpod. Acen Paues I'yaes, amu

BA30BA OPTAHU3ALNSI 3A N3ITBJIHEHUE HA ITPOEKTA: YMBAJL”
apuria Hoanna — UCYJT”.

PE3VIITATH:

[MpunoxeHneTo Ha XMMHOTEpANeBTUIM 32 JIEYCHHETO HAa OHKOJIOTHYHH
3a00JIsIBaHMS MOXE J1a JOBEJE 10 Pa3BHTHETO Ha OCTpa W/WIN XPOHWYHA ChpAeYHA
yBpena. ToBa Moxke 1a TOBele 10 CEPHO3HU YCIOKHEHHS, BIOIIaBaHEe Ka4eCTBOTO
Ha JKMBOT M YBEJIMYaBaHE Ha CHPJCYHO-CHIOBATAa 3a00JIEBAEMOCT M CMBPTHOCT.
PaHHa OIleHKa Ha ChpACYHATA YBpEIa IO BpeMe Ha XHMHOTEPANCBTUYHO JICUCHHUE
MOCPEACTBOM €XOKapAHOrpadcKH mapaMeTpu U H3ClieBaHeTo Ha OMoMapkepu. B
npoyuBaHeTo ca oOxBaHatd 75 marmentd. KonBeHumonanHa u Tissue Doppler
exokapauorpadus ca IpOBEICHU Mpeau, Ha 6 Mecell U eHa T. Clie]| 3all0YBaHe Ha
XMMHOTEpANeBTUYHOTO ~ JieueHHe. [IMKoBeTe Ha  CHCTONMYHATA, paHHATa
JMACcTOJMYHA M KbCHAaTa JWACTOJIMYHA CKOPOCT Ha MeJHaleH MUTPAJCH aHylIyc
(Sm, E’m, A’m) u narepanen murtpaneH aunyiyc (Sl, E’l, A’l)ca perucrpupanu.
Mo3bueH HaTpUypeTHYeH IENTHI W TPOIOHMH ca HW3CIEIBaHHU. YBpEXKIaHEe Ha
cucTojHarta (YHKIMSA Ha JIsiBa KaMepa IO BpeMe Ha MpOCIEAsSBAHETO HE ce
ycranoBsiBa. E’m HamaisiBa ot 7,90+0,28cm/s go 7,09+0,28cm/s Ha miectu mecelr
(p=0,004) u mo 6,85+0,29cm/s ua mepeara r. (p=0,001). OtHOBeHneTo E/E’mM ce
yBenmuasa ot 10,04+0,31 mo 11,40+0,40 u 12,1040, 40 cvotBetHO (p<0,001). E’l
namayisiea ot 10,15+0,38cm/s no 9,63+0,34cm/s wa mectu mecen (p=0,01) u 1o
8,99+0,38cm/s wa mepBara r. (p<0,001). Husara na BNP 3nauutenso ce
yBenmuaBar ot 48,81+41,92pg/ml o 94,00+134,04pg/ml  (p=0,04). He e
YCTaHOBEHA CTaTHCTHYECKH 3HauMMa pPa3iiika B CTOWHOCTHTE Ha TPOIOHHHA MO
BpeMe Ha Npoy4uBaHeTo. IIpoMeHH B quacTonHaTa (QyHKIHMS Ha JIsiBa Kamepa ce
YCTaHOBSIBAT NPH aCHMIITOMHH MAalMeHTH npu 3amazeHa @I cnen mposeneHa
xumuoTepanus. IIpernopbuBa ce MPOBEKIAHETO HA PETYISPHO MOHHTOPHpaHE Ha
chbpaeuHaTa (GyHKIHS [0 BpeMe Ha XUMHOTEPAITHs.

HAYYHU NYBJIUKAIIMU U TPOSIBU:
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. KpscreB BK, B Llekosa, P KpscreBa, M Konesa, H 3narapeBa, A I'ynes.
OmneHka Ha CHPJCYHO-CHIOBUTE PHCKOBH (haKTOpH U obmara 3a00iseMocT
PU OHKOJIOrUYHO 6onHu. beirapeka Kapanomorus,2009, 1.15;1:27-31.

. KpscreB BK, ET Kunoa, b IlenueBa, P Muxaiinos, C Kiopkuues, E VMBanosa, H
3narapeBa, A ['ynes. bBuomapkepu 3a paHHa IuarHo3a Ha KapAMOTOKCUYHOCT IpU
xumuoTepanus. MeaumuHcku nperien. CppaedHo-chR0BH 3adomsiBanus. bpoit 1,
2010.

. Kpscres BK, ET Kunosa, H 3natapea, A I'ynes. Exokapmuorpadcxu Doppler
NPeIUKTOPH  HAa  KapAHOTOKCHYHOCT IPH  OHKOJIOTHYHO  OONHH  Ha
XMMHOTEPANeBTUYHO JiedeHue. brenrapcka kapauonorus 2010, B ieyart.

. KpscreB BK. KapauomuonaTtuu npu 6onHu Ha XxumuoTepanus. CUMIIO3UYM KbM
pabotHara rpyna no kapauomuonaruu. Mapr, 2009 r., Codust

. KpscreB BK, AP I'ynes. IIpeaukropu Ha KapAMOTOKCHYHOCT IPU OHKOJIOTMYHO
OonHu Ha xumuorepanus. Aconmanus «Cepue - 0s1 apoo», VIII Hayuna
xoHpepernys — 29-30.05.2009 r. Bapha.

. Kpsceres BK, ET Kunosa, HU 3narapesa, AP I'ynes. Exokapauorpadcku Doppler
NPeIVKTOPH  Ha  KapAUOTOKCHYHOCT MPH  OHKOJIOTHMYHO  OONHM  Ha
XUMHOTepaneBTUYHO seueHue. XIl-tu HaumoHaneH kourpec no Kapauonorus, K.x
AnbGena, Bapna, 07-10.10.2010 r. - npeacrou

. KpscreB BK, E Kunosa, b Ilenuesa, P Muxaiinos, C Kropkuues, 1 Kexaiios, H
3narapeBa, A. I'yneB. bBuomapkepu 3a paHHa JUarHo3a Ha KapIHOTOKCUYHOCT IIPU
xumuotepanus. Xll-tu HanponaneH konrpec no Kapauomorus, k.k AuOeHa,
Bapna, 07-10.10.2010 r. — npeacrou

. Krastev BK, ET Kinova, NI Zlatareva, AR Goudev. Early detection of
chemotherapy-related cardiotoxicity. EUROECHO. Copenhagen, 8-
11.12.2010 — mpencrou

Hayunusim omuem e npuem cvc ciednume oyenku no cxarama na CMH:
BUHCOKA - 3a ussvpuwenama nayunouscieoosamencka oetnocm, BHCOKA - 3a
npuUHOCA HA RONYYeHume pe3ynmamu 3a opopmsaHe HA OUCEPMAYUOHHUS MPYO;
BUHCOKA - 3a npunoca na peanuzupanama pazpabomka 6wbpXy npoyeca Ha
nooeomosxama na OOKMOpaHma.

Horosop Ne 5-71/2009 r. MukpoBacKy.JIapHa AHTHHA NPH JKeHH-

CHMHTHUrpad)cKa OleHKa U AaHAJTU3 HAa MapKepH 32 MUOKap/JAHa HeXeMus,
eHI0TeTHA TUCPYHKIMA U XOPMOHAJIEH AucOaTaHC

HAYYHO HAINIPABJIEHHUE: CepredHo-cb0Ba cUCTEMA
BOJELL U3CJIEJAOBATEJ (IOKTOPAHT): n-p Ceriun Henxos Llone
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3a4KCiIeH 3a PeAOBEH JOKTOPAHT che 3amoBen Ha Pexropa Ne P-251/2008 r., KIIBb
Llpod. n-p Cr. Kuprosuu”, YMBAJI ,Anekcanaposcka”, Kiunuka mo
KapIUOJIOTUs
HAYYEH PBKOBOJAUTEJ HA BOAEIIUS U3CJIEIOBATEJ (IOKTOPAHT):

e TIIpodp. Temenyra HWsanoBa J[lonoma, amu, KIIBB ,IIpod. n-p Cr.

Kupkosuu”, YMBAJI ,,AnexcanapoBcka’, KnuHuka no xapuoaoris
BA30OBA OPI'AHU3ALNSA 3A U3NBJHEHUE HA ITPOEKTA KIIBb
Slpod. nm-p Cr. KupkoBumu”, Kimamka mo  kapauonorus,Y MBAJI
- AJleKCaHpOBCKa”

PE3YJITATH:

Hacrosimoro mpoyyBane KOMOWHHpa aHKETHH, JIAOOpaTOpHH U
WHCTPYMCHTAIHA METOAH, PE3YIATATUTE OT KOUTO AEMOHCTPHPAT, Y€ IPH MAUCHTH
¢ u3nbiHeHu kputepu 3a KCX uma:
|. mpaszenu nepdyznonnn Hapymenus or SPECT CT, kouto 0OMKHOBEHO He ca
CBBP3aHU C IPOMEHH B KMHETHKATa M Ce U3sBSBAT Hali-Beue NpH HaTtoBapBaHe. [Ipn
Te3W NAlMEeHTH JHICcBa anekBatHo mokauBaHe Ha DUIIK mpu crpec, koero
BEPOSATHO C€ ABJDKU HAa HapyIIeHa TUacToiHa GyHKIH olieHeHa upe3 PFR.

I1. ITpu u3cnenBane Ha nupkanaus 6ananc Ha BHC nmpo¢unsT Ha manueHTUTe ©
KCX e mono6en Ha TO3H IpH 3IpaBU KOHTPOJIH U CHILECTBEHO CE pa3iInyaBa OT
nareHTd ¢ UBC. YcTanoBsiBa ce cinennus crienupudeH mpou:
1. PeakxTuBHOCTTA Ha aBTOHOMHUS OajaHC € ITOATHCHATA,
2. Hwucko HHMBO Ha MapacHMIIATHKYCOBHSI TOHYC U pe(IEKTOPHO
MIOBUIICHUS] CUMIIATUKYCOB TOHYC B CPaBHEHHE CBHC 3/PaBU
KOHTPOJIH, Ca XapaKTEePUCTHKUTE Ha CIIeH(PUIHOTO YBPEKIaHe
Ha aTOHOMHMS BereTatiBeH OanaHc npu nanueHty ¢ KCX.
B ocHOBara Ha ycTaHOBEHHTE MHCTPYMEHTAIHO POMEHH BEPOATHO € HAPYIICHUST
xopMmoHaieH Oamanc. [IpencraBeHnTe pe3yiTaTH IOKa3BaT CHIHO H3pa3eHa
TEH/ICHIHUs 3a IMo-BHCOKa akTWBHOCT Ha ERo B cpaBHenme ¢ mammentu ¢ UBC,
KOETO € B ChOTBETCTBHE C TOKA3aHWs €CTPOTeHEH Ae(QUINT PH TE3H MAIIEHTH.
HAYYHU NYBJIUKALIUU U ITPOSIBU:
° oner CH. ChBpeMeHHH TepaneBTHYHN Bb3MOKHOCTH IIPHU MALIUEHTH C
kapauonoruyder cunapom X. boarapcka kapauonorus 2008; 14:125-130.
. Hounes CH, TU [lonosa, Kapauonoruuen cuHapoM X MpH KEHU —
MHCTpYMCHTAJIHA, 6I/IOXI/IMI/I‘IHa, peryinaTopHa XapakKTepuUCTUKa U IPOrHo3a.
B’BJ’IFapCKa KapauoJiorus, 1moxa rne4yar.
e Tsonev SN, T.Donova, M.Garcheva, M.Matveev. Preliminary Results of
Assessment of Systolic and Diastolic Function in Patients with Cardiac Syndrome
X Using SPECT CT. BlOautomation, 2009, 13 (4), 89-96.
. Matveev M., SN Tsonev, R Prokopova, T Donova. Assessment of Autonomic
Cardiac Control in Women with Cardiac Syndrome X using Time Related
Autonomic Balance Indicator. Computing in Cardiology 2010; 37:1047-1050.
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e Tsonev SN, T Donova, M Garcheva, M Matveev. Preliminary Results of
Assessment of Systolic and Diastolic Function in Patients with Cardiac Syndrome
X Using SPECT CT.
First National Conference with International Participation on Biomedical and
Bioprocess Engineering, Bulgarian Academy of Sciences, Sofia, Bulgaria,
December 3-4, 2009.
e  Tsonev SN, T Donova, M Garcheva, M Matveev. Assessment of Perfusion and
Kinetics of Left Ventricle in Patients with Cardiac Syndrome X Using SPECT CT
IV Macedonian Congress of Cardiology. Ohrid, Macedonia. 2-4 June 2010 year.

e  Tsonev SN, T Donova, M Garcheva, M Matveev. Assessment of Perfusion and
Kinetics of Left VVentricle in Patients with Microvascular angina Using SPECT
CT.
20th European Meeting on Hypertension, Oslo, Norway, June 18-21, 2010

. Lounes CH, T.[donosa, M I'apueBa, M MatseeB. MmonepupaH nocrep - OLeHka Ha
nepdy3MOHHUTE U KUHETHYHU HapyLIEHHUs Ha JIsiBa KaMepa IpH HalUeHTH C
xapauonorndeH cuaapoM X upe3 SPECT KT. IT. Ne 48. XII Haunonanen xoHrpec
o kapauonorus 2010. K.k. Anbena, Bapha.

. Craiikoa E., C.Llones, T./IoHoBa. OcOOCHOCTH B IPOTHYAHETO HA KOPOHApHATa
aprepuaiHa 6onect npu miiaau xxenu. I1. Ne 66 X1l Harponanen koHrpec no
kapauosnorus 2010. K.x. Anbena, Bapha.

e  Tsonev SN, T.Donova, M.Garcheva, M.Matveev. Specific abnormalities in
autonomic cardiac control in women with cardiac syndrome X. IT. Ne 68 XI|
Hammonanen konrpec o kapauonorus 2010. K.x. AnGena, BapHa.

Hayunusm omuem e npuem cvc ciednume oyenku no ckarama na CMH:
OT/IMYHA - 3a uzévpuienama Hayunouscireoogameicka oetinocm; BUCOKA - 3a
NPUHOCA HA RONYYeHume pe3yimamu 3a OpopmsHe HA OUCEPMAYUOHHUS MPYO;
BUHCOKA - 3a npunoca Ha peanusupawama paspabomka 6wvpxy npoyeca Ha
nooeomosxama na OOKMOPaHma.

Jorosop Ne 9-J1/2009 r. 3mMepBaHe Ha JIMYHOCTTA H HA HUBOTO HA CEPOTOHHH
NpH NaueHTH ¢ 6os1ecT Ha KpoH H yiepo3en KoauT

HAYYHO HAITPABJIEHHUE: I'acTpo-UHTECTUHANEH TPAKT

BOJELL U3CJIEJAOBATEJ (IOKTOPAHT): Jo6puana ['eopruepa [1anoBa
3AYNCJIEH 3A PEJOBEH JOKTOPAHT CBhC 3ATIOBEl HA PEKTOPA
Ne P-147/ 2007 r. B M®, Karenpa no BeTpemHu 6onectn, YMBAIJI ,,C. UBan
Punckn”, Knuauka mo ractpoenreponorus, Oyin. Mean [emos 15

HAYYEH PBKOBOJUTE. HA BOJEIIUSI U3CJEJOBATEJ (JOKTOPAHT):
[Tpod. 3axapuii Anekcanapos Kpbcres, tMH

BA30BA OPTAHU3ALINSI 3A N3ITBJIHEHUE HA ITPOEKTA: MO,
Katenpa no Berpenau 6onect, YMBAJI ,,Cs. UBan Puncku”

PE3VIITATH:
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XpoHnyHaTa Bp3naNuTeNHa 6onect Ha yepsara (XBBY) BkirouBa bonect
Ha Kpon (bK) u Yaueposen xonut (YK). ToBa ca cucteMHH, HEIeUUMHU, XPOHUYHH,
peuuauBHpaIy 3abonsABaHusA, ¢ HesicHa etwoiorus. Ilpum 65.5% ot Gomuure c
XB3U orkpuxMe u3pa3eHd IposBU Ha HEBPOTH3BbM. 80% OT HanueHTuTe B
KIMHUYHA eK3amepOamus CcTpagaT OT HEBpOTH3MM M 50% OT manueHTHUTe B
peMHccHs CBII0 UMAT HEBPOTHYHHM NposiBU. HuBaTa Ha CEpOTOHMH B cepyMa He ce
nmoBumraBaT npu 6oaaute ¢ XB3Y, mokato HUBOTO Ha HEBPOMENTHA Y € TIOBUIICHO
B CpaBHCHHE CBC 3[paBUTE JHUIa. HecbMHEHO aKTHBHOCTTa Ha OojecTra €
OCHOBHHSAT (haKTOP, KOWTO MMa HETATHBHO BIMSIHUE BbPXY JIMYHOCTTA PU OOTHHUTE
¢ BK u VK. Unrepecen e ¢axrbT, 4e mojoBuHaTa OT mamueHTuTe ¢ XB3Y B
KIIMHAYHA PEMHUCHS BCE OIIE UMAT HEBPOTHYHH YepTH. TOoBa MOXKe 11a ce O0SICHU C
TOBa, 4e OOJIHUTE Ca MOJ HENPEKHhCHATO HANPE)KEHHE B OYAKBAHE HA CIICABAIIOTO
BIIOIIAaBaHE, KOETO € HeNpeIBUIUMO.
HAYYHU TYBJIUKALIUU U ITPOSIBU:

e  Panova D.G. Psychological profile in patients with Ulcerative colitis and Crohn’s
disease. National congress of gastroenterology in Romania, Crayova. 09-
11.06.2010, 138.

Hayunusm omuem e npuem cvc ciednume oyenku no ckarama na CMH:
BHCOKA - 3a ussvpwenama nayunousciedosamencka oeirnocm;, BHCOKA - 3a
NpuUHOCA HA NONYYeHume pe3yImamu 3a opopmsaHe Ha OUCEPMAYUOHHUS MPYO;
BUCOKA - 3a npunoca na peanuzupanama paspabomka 6wbpXy npoyeca Ha
noozomoskama Ha OOKMOPaHma.

Jorosop Ne 17-/1/2009 r. U3caenBane Ha HuBaTa Ha SFas u sFasL npu nuna

ChC 3aXapeH TUa0eT TUN 2 U apTEPUAIHA XHIIEPTOHUS
HAYYHO HATNIPABJIEHHUE: Exnoxpuaan sxine3n. CbpAeYHO-CHI0BA CUCTEMA.
BOJELL U3CJIEAOBATEJ (AOKTOPAHT): n-p Huxomaii AnekcaHmpoB
CroiineB
3a4MCIIEH 3a PEIOBEH JOKTOPAHT Che 3amoBe Ha Pekropa Ne.P-150/27.02.2007r.
Knunnuen Lentsp no Exnoxpunonorus, YCBAJIE “Axan. 1. [lenues”, Knunuka
o auaderosorus, yi. 3apase Ne 2, Codust 1431
HAYYEH PBKOBOJUTE] HA BOJEIIMSI U3CJEJOBATEJI (IOKTOPAHT):
Hom. LiBeraimmua BarnoBa TankoBa, M
BA30OBA OPI'AHU3ALIUSA 3A U3NBJIHEHUE HA MPOEKTA KiuaudeH
Hentsp mno EnmoxpuHomnorus, YCBAJIE “Akan.MB.Ilendye”, Knuanka mo
J1abeToIorus
PE3YJITATH:

He ce ycTaHoBHMXa pa3iMKM IO OTHOIIEHHE Ha SFAs MexXIy OTAETHUTE
rpymu. HuBara Ha sFasL ca mo-uucku kakro B I'pymna 1 (p<0,001), raka u B I'pyma 2
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(p=0,008) B cpaBHEHHE Cc KOHTpOJHATa Ipyla, KaTo He ce HalJlloJaBa 3HaUYnMa
pasnmuka B SFasL Mexnay nBere Tpymu C XHOEPTOHHS. AHTPOIOMETPUYHHUTE
[IOKa3aTeNM ca 3HAUYMMO PA3JIMYHU MEKLy OTACIHUTE TPYIH, HO HE CE YCTaHOBHXa
3HAUMMHM Kopenmamuu Ha SFas mmm SFasL ¢ aHTpomoMeTpHYHHTE ITOKa3aTenlu.
KopenanuoHHuAT aHamM3 mokas3a cinaba OTpUIATeNIHa KOpeNanus Ha CepyMHHUTE
HuBa Ha SFasL ¢ Bp3pacrra (r =-0,187, p=0,04). IIpenBun mo-Brcokara Bp3pacT Ha
nanuenTute ot ['pyna 1 (p=0,004 copsimo I'pyma 2; p<0,001 cnpsimo xoHTposiHATa
rpymna), 3a IpoBepKa JOCTOBEPHOCTTA Ha MOJYYCHHTE PE3YJITaTH OT U3CICIBAHHUTE
nuna Osxa moxdpaHu 3 Tpynu ChOTBETHU IO BB3pacT. KakTo M mpu aHanm3a Ha
ITBJIHKS OpOW INAlMeHTH, HE C€ YCTaHOBSBAT CTATHCTHYECKHM 3HAYMMHM PA3JIUKU B
HuBarta Ha SFas mexxay otaennure rpynu. [lo orHomenue Ha SFasL ce ycraHoBsBat
MO-HUCKH CTOWHOCTH KakTo np junara ot ['pymna 1 (p=0,001), Taka u npu iunara
ot I'pymna 2 (p=0,026), B cpaBHEHUE C KOHTpOJHATA Tpymna. Hsama 3HaunMa pasiuka
B HuBara Ha SFasL wmexnmy nBere rpymn c¢ xumeproHus. Pasnmkure B
AQHTPOIIOMETPHIHUTE TIOKa3aTeIH ca MO-Clad0 M3pPa3eHH, OTKOJKOTO IIPH aHAIN3a
HAa ITBJIHUSI OpOH JIUIIA.
HAYYHHU ITYBJIUKATINU U ITPOSIBU:
e  CroitaeB H, I Kupunos, 1] Tankosa. Cepymun HuBa Ha SFas u SFasL npu
MAalMeHTH CbC 3axapeH auabeT THH 2 W apTepHajHa XHICPTOHHMS.
Ennoxpunonorus, 2010 (mox meyar).

Hayunusm omuem e npuem cvc ciednume oyenku no ckarama na CMH:
JOBPA - 3a usevpwenama nayunouszciedoeamencka oOetinocm;, BHCOKA - 3a
npuUHOCA HA RONYYeHume pe3yamamu 3a opopmsaHe HA OUCEpMAYUOHHUS MPYO;
BUHCOKA - 3a npunoca na peanuzupanama pazpabomka 6vbpxXy npoyeca Ha
nooeomosxama na OOKMOpaHma.

Cuoopaszymenue Ne 1-J1/2009 r. mo Torosop Ne 17-71/2008 r. U3ciienBane Ha
KOpeJIAaUsATAa MeKIY eKCIPecusiTa Ha TeHeTHYHN MapKepH B nepudepHa KpbB

U 24-4acoBHTe CTOIHOCTH HA APTEPHATHOTO HAJISITAHe NMPH JIMIA ChC 3aXapeH
anader

HAYYHO HAINIPABJIEHUE: Ennoxpunuu xie3n. MonekynsipHa OUONOTHS |
reHeTHKa.

BOJAEILLlL MU3CJEJAOBATEJ (JAOKTOPAHT: n-p Hukonaii Anexkcanapon
CroitHes.

3aducIieH 3a peJOBeH JOKTOPAHT ChC 3amoBel Ha pekropa Ne.P-150/27.02.2007 .
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HAYYEH PBKOBO/JMUTEJI HA BOJIELIUS U3CJTEJOBATEJ (IOKTOPAHT):
Horr. Lieranuna Banosa TankoBa, 1M

BA3OBA OPIrAHM3ALIUA 3A M3NBJIHEHUE HA TIPOEKTA
Menununckun ®akynrer, Knunuuen uentsp no esngokpunoinorus, YCBAJIE
“Axan.Ws.Ilenues”, Knunanka mo quabeToaorus

PE3VYJITATH:

Wzcnensanu ca o6mo 36 nuna (23 mbxke U 13 xeHn), pasmpenencHu B 4
rpynu: 9 nHia ¢ HOBOOTKPHT 3axapeH AuabeT THI 2 M HOBOOTKPHTA apTepHalHa
xurnepTonus (rpyna 1), 9 numa ¢ HOBOOTKPUT 3axapeH AuadeT Tun 2 6e3 Hanuuue
Ha apTepuaiHa XumepToHus (rpyma 2), 9 numa ¢ HOBOOTKpUTA apTepHaiHa
XHUIIEPTOHUS 0e3 Halnvue Ha 3axapeH auadeT (rpyma 3), 9 HOPMOTCH3HMBHH JIHIA
0e3 HaiMuMe Ha 3axapeH quaber (rpyma 4 — KOHTpOJNHA Tpymna). AHaIU3BT Ha
reHHaTa ekcmpecHs ¢ mposeneH C RT2 Profiler™ PCR Arrays Human
Atherosclerosis. Ts BxmouBa HaGop oT 84 reHa, IPSKO CBBP3aHU ¢ 00pa3yBaHETO
Ha aTepOCKIEpPOTHYHH 1aku, 5 housekeeping" rewa, kakTo u Tpu KoHTpoIHH PHK
¢parmenta. Ilpu numara cbe 3axapeH OuabeT, MO 3adaJCHUTE KPUTEPHU Ce
ycraHoBsiBa mosumieHa excrpecus Ha 10 rema — APOE, BAX, BCL2L1, LDLR,
MMP3, MSR1, NFKB1, PDGFB, SPP1 u TGFB2. IIpu numara ¢ XurepToHUs ce
yCTaHOBsIBa IOBHUIIEeHa ekcrpecust Ha FAS. [ToHmkeHa ekcripecus Ipy XHIEPTOHUS
ce HaOmonaBa npu SERPINB2.

HAYYHU NIYBJIUKALIIMU U ITPOSABU:

. CroiineB H, u cbrp. [ToBumena excrpecus Ha COL3A1, L4, PDGFA u RXRA B
nepnd)epHaTa KPBB y JIMIla CbC HOBOOTKPHUT 3aXapeH I[I/Ia6eT THI 2 B apTeépuaiHa
XurepToHusl. (ipeaBapuTenHo chodmenne) Erokpuronorns, 2009; 4:204-210.

e Altered expression of genes associated with atherosclerosis in peripheral blood of
subjects with hypertension and type 2 diabetes mellitus.

N.Stoynev, et al. ESH 2010: 20" European Meeting on Hypertension, 2010, 18-21

June, Oslo, Norway

Hayunusm omuem e npuem cvc credHume oyenku no ckaiama Ha CMH:
BHCOKA - 3a ussvpuwenama nayunousciedosamencka oeunocm;, BUCOKA - 3a
NPUHOCA HA NOAYYeHume pe3yimamu 3d OQopmMsHe HA OUCEPMAYUOHHUS MPYO;
BHCOKA - 3a npunoca ma peanusupawama paspabomka vpxy npoyeca Ha
noodzomoskama Ha OOKMoparma.

Jlorosop Ne 6-71/2009 r. OueHsiBane Ka4ecTBOTO HA KUBOT HA NAIMEHTH C

aKpoMerajaus U chb31aBaHe HA HAIMOHAJIEH PETHCTHP M0 AKPOMeraans
HAYYHO HAIIPABJIEHUE: EH10KpUHHY XJIE3U

BOJELL HU3CJEJOBATEJ (JOKTOPAHT): CumnBus JXuBkoBa BnbHpesa,
JOKTOPAHT
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HAYYEH PBKOBOJMUTEJ] HA JOKTOPAHTA: mpo¢p. [I-p Cabuna
3axapuena 3axapueBa, i1MH, Y CBAJIE “Axan. UB. Ilenuer”

BA3OBA OPT'AHM3ALUSA: Menuuuncku ¢axynrer, YCBAJIE “Akan. Us.
[lenues”, KnmHMKa 1O XHUIOTAIAMO-XHUIO(QH3apHH HAAOBOPEYHH M TOHAJHH
3a00JIsIBaHUSL.

PE3VYJITATH:

Axpomeranusta € psaIKko 3a0oNisiBaHe, IBDKAIO C€ Haif-uecTo Ha
XHIEPCeKpelrsi Ha pacTeXeH XOPMOH OT ajeHoM Ha xumodusara. KbcHOTO
OTKpHUBaHE Ha 3a00JIABaHETO, KAKTO U HETOOpHs OMOXMMHUYEH KOHTPOJI ca MPpUIHHA
3a HACThIIBAaHE HAa HEOOpaTMMU NPOMEHHM, BOJACIIM [0 HOBHUILIEHa 3a00JI1eMOCT,
CMBPTHOCT H BJIOIICHO KAa4eCTBO HA JKUBOT NPH HNALMEHTUTE C aKpOMEraius. 3a
mepBU BT B bearapus Oc¢ cb3maleH OOMIMPEH PETUCThP Ha IAIMEHTHTE C
aKpoMerans, MNPEMUHAIM TMpe3 IMIeCTTC CHIOKPUHOJIOTHYHHM IIEHTPOBE Ha
MEIUIMHCKUTE YHUBEPCUTETH B cTpaHara — 742 no Hauamoro Ha 2010 rog.
VYcraHoBu ce mpeoOnafaBaHe Ha JKEHCKHsA moi 62,66% xenu crpsimo 37,33%
Mbke. CpeqHaTa Bh3pacT Ha MOCTaBsIHE Ha TUarHo3ata Oc¢ eHaKBa 3a JiBaTa IoJja
43,68+11,67 cipsimo 43,4+12,58 pecnektuBHO. Haif-ronsiM nuk Ha 3aboneBaeMoCT
0e HabmronaBaH npe3 80Te roguHu — 2,9 ciyvas/MUINOH Ha roguHa. bonectHOCTTA
Oe oreHeHa Ha 48,38/MIIHOH XUTeIH. 32 WBPBHU BT O€ OICHEHO Ka4eCTBOTO Ha
JKHUBOT IIPH HAKOJIKO TPYIH OBJITapCKU NALMCHTH C aKPOMETAITUS upe3 crenupuucH
3a 3a00JIIBaHETO BBIPOCHUK — Tpyla, NONBJIHWIM aHKeTaTa B JWHAMHUKA, B
pemucus ¥ TolsiMa oOla He3aBUcMMa Trpyma. Jlumcata Ha momoOpsBaHe Ha
Pa3IMYHUTE CKAJIW TPH JOCTHTaHe Ha OMOXHMHYCH KOHTPOJ Ha 3a00JsIBAHETO
HACOYBa KbM HAIMYMETO HA JOMBIHUTEIHH (HAKTOPH, MOBIHUSIBAIIA KAYECTBOTO HA
*KHUBOT. Hali-BeposiTHM, Ha 0a3aTa Ha HAIIATE pE3yNTaTd, ca OAaBHOCTTA Ha
3a00JIBaHETO, BHUAA Ha TpHJaraHata Tepamus — JIbYeledeHHe, Opodl Ha
XUPYPTUYHUTE WHTEPBEHIINH, TNPIJIOKEHHETO Ha COMATOCTATHHOBH aHajo3u. B
3aKIIIOUEHHE CH3JIaBaHETO Ha 0a3ara JaHHW OCUTYpsBa MOTEHIMANT 33 TOJISIM Opoit
OBbICIIH MPOYYBAHHUSI, OLCHSBAIIN ¢EKTa OT MPHUI0KEHOTO JICUCHUE, CMBPTHOCTTA,
3aBHCHMOCTTa MEXIY CMBPTHOCTTA M Ka4eCTBOTO HA JKUBOT TPHU MAIUCHTHTE C
aKpOMETaTHsL.

HAYYHU NYBJIUKALIUU U ITPOSIBU:

. Brumesa C., C. 3axapueBa, M. AHnpeeBa u cbTp. Pasmmpena 0a3a maHHH 3a
CHIOKPUHHHUTE 33.60J'I$IBaHI/I$I — CHUACMHUOJIOTHYHU JJaHHHU 3a aKpOMeEralus. ]Xm“
Hayuonanen Konepec no Endoxpunonozus, 15-17 anpun, 2010, I[Inosous

e S. Vandeva, E. Nachev, J. Matrozova, K. Kalinov, S. Zacharieva. Evaluation of
quality of life in patients with acromegaly using the acromegaly quality of life
questionnaire (AcroQoL). 12" Euroopean Congress of Endocinology 24-28 April
2010, Prague, Czech Republic, P636.

e S. Vandeva, M. Andreeva, M. Orbetsova et al. Epidemiological characteristics of
acromegaly in the Bulgarian population. 14" European Neuroendocrine
Association Congress. 22-25 September 2010, Liege, Belgium. PC-14.
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Hayunusm omuem e npuem cwvc ciednume oyenku no ckarama na CMH:
BHCOKA - 3a ussvpwenama nayunousciedosamencka oeiinocm; BUCOKA - 3a
NpUHOCA HA NONYYeHume pe3yImamu 3a OpopmsaHe HA OUCEPMAYUOHHUS MPYO;
BHCOKA - 3a npunoca ua peanuzupanama paspabomka 6vpXy npoyeca Ha
nooeomoskama Ha OOKMOPaHma.

Jorosop Ne 7-J1/2009 r. U3cieqBaHe HA CTePOUAHHN PEKYPCOPH U MJIa3MeH
XPOMOTPAaHHUH A 32 OTKPHBaHe HA CYOKJIMHUYHN XOPMOHAIHH HAPYIIEeHUSI

cpel NallMEHTUTE ¢ HAA0bOPeYHU HHIMAEHTAJIOMHU

HAYYHO HATIPABJIEHUE: ExnokpunHH 5x1e34

BOAELLlL M3CJIEJOBATEJ (JOKTOPAHT): n-p Bnagumup Bacunes
Bacunes

3aumcIieH 3a peJOBEeH JOKTOPAHT ChC 3ammoBe]] Ha pekropa Ne P — 149/ 27. 02. 2007
Meauuuncku ®akynret, Katenpa Ennoxkpunonorus, YHausepcurercka bonnuna 3a
AxtusHoO Jleuenne no Enpokpunonorus “Axkan. Us. [lenuer”, Kinunuuen LerTnp
o Enytoxpunosorus u I'epoHTonorus

HAYYEH PBKOBOJAUTEJ HA BOJAELIUA U3CJTEJOBATEJL
(IOKTOPAHT): IIpo¢. Cabuna 3axapuesa 3axapuesa, IMH

BA3OBA OPIrAHM3ALIUMA 3A M3NBJIHEHUE HA TIPOEKTA
Meauuuuckn @axynrer, Karenpa Ewnpoxpunonorus, YCBAJIE “Axkan. Us.
[enuer”, Kimuanuen Lieatsp mo Exnoxpunonorus u ['eponTonorus
PE3VYJITATH:

HanOw0Opednnre WHIMISHTAIOMU IIPEACTBANSABAT TYMOPH, OTKPHTH
CITy9qaifHO TPU IPOBEXHAHETO HA BHU3yaNIM3UpANId HM3CIEABAaHMS B 00JacTTa Ha
KOopeMa 110  TIOBOJM, KOMTO He ca CBBP3aHH C OLlICHKa Ha HanO0bOpeuyHaTa QyHKIHsL.
Ho 20 % oT manueHTUTe C HAAOBOPEYHH WHIMACHTAIOMH HMAaT HIKAaKBO
CYOKJIMHUYHO XOPMOHAJIHO HapylIeHHe, KOeTO MOXKe Ja Ce JBIDKM KakTo Ha
CeKpenysl Ha KpaitHH MPOAYKTH OT KopaTta WIIM MeJyiaTa, Taka U Ha IPEeKypcopH Ha
crepongauTe XopMoHU. llen Ha mpoyuBanero: Jla ce yCTaHOBM JHAarHOCTHYHATA
CTOHHOCT Ha MPEKypCOpUTEe Ha CTEPOUAHUTE XOpMOHH 11-me3okcukopruson, 17-
OH mnporecrepor u JXEAC 3a oTkpuBaHE Ha CYOKIMHHYHHA XOPMOHAIHHU
OTKJIOHEHHSI CpeJ] TMAIMeHTHTe C HaA0BOPEYHOKOPOBH aNE€HOMH, KAaKTO W Ha
IJIa3MEHHSI XPOMOTPaHHMH A 3a J0Ka3BaHE Ha HEBPOCHIOKPUHEH IMPOM3XOJA Ha
tymopute. Ilammentd u Mmeroau: bsixa wm3monsBanu gaHHM Ha 88 manmeHTa C
Han0bOpeyHn MHIMACHTANOMH, 13 ciydas ¢ deoxpomountom, 60 31paBu Juna u
47 nauMeHTH C eceHIManHa XxureptoHus. 11-me3okcukoprusona, 17-OH
MPOrecTepoHa, KOPTH30JIa M XPOMOTpaHMH A  0siXxa W3CIEABAaHH IO
pamuonmyHonorndeH Meron, a JXEAC — mo eneKTpoXeMHIyMHHHCIICHTEH.
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Pesynraru: YcraHoBU ce CTaTUCTHYECKO 3HAUMMO MOBUILIEHUE HA CTOMHOCTUTE Ha
KOPTHU30Ja NpH HagO0BOpeYHUTE HHIUACHTAJIOMH, HO HE CE PErUCTpUpaxa PasIuKh
B HHUBAaTa Ha NPEKypcopuTe U TEXHUTE ChOTHOIIEeHHs. CToHHOCTHTE Ha
XpOMOTpaHHUH A 0siXxa 3HAYAMO IIO-BUCOKM TIPU TAIMCHTHTE C HaAOBOpEYHU
aJIcHOMH B CpaBHECHHUE ChC 37JpaBUTE JUIAa. UyBCTBUTECITHOCTTA U CHEIH(PUIHOCTTA
Ha Metona Osixa 100 % wm 63 % cvorBetHO. M3Boam: J[MCKpEeTHHTE CH3MMHU
HApyIICHUS TPU MAIMCHTUTE C MPHUBUIHO HEAKTHBHU HAJIOBOPECYHU TYMOPH MOTAT
Ja TIOBUIIAT CHPACYHOCHIOBUTE M METAOOJUTHUTE 3a00JIABaHMSA U TpsOBa Ia ce
“MaT NPeABH] NPH ONPEACISIHETO Ha TEPAleBTUYHOTO MOBEICHUE. XPOMOTPAaHUH
A e edexTHBEH MapKep 3a OTKpUBaHE Ha (PEOXpOMOIIMTOMH cpell HanOBOpedHuTe
MHIHACHTANOMH. [lOBHIIEHUTE My CTOWHOCTH IpPH XOPMOHOHECEKPETUPAIIUTE
aJICHOMH HaJlaraT JOIBJIHUTEIHU U3CACABAHUS.
HAYYHU NYBJIMKALIUU U ITPOSIBU:
eV Vasilev, J Matrozova, A Elenkova, G Kirilov, S Zacharieva. Comparison of
plasma chromogranin a between patients with essential hypertension, healthy
subjects and patients with pheochromocytoma, 20™ European meeting on
hypertension, Oslo, 18-21 June 2010. Poster
e  Vladimir Vasilev, Dimitar Tcharakchiev, Georgi Kirilov, Iliana Atanassova,
Georgi Ganchev, Tanyo Setchanov, Sabina Zacharieva. Epidemiological
characteristics of incidentally found non-functioning adrenal adenomas in a single
tertiary centre, 9" Scientific Meeting of ENS@T, Turin, 26-27 November, 2010.
Poster

Hayunuam omuem e npuem cvc creowume oyenwku no ckarama wa CMH:
BUHCOKA - 3a ussvpuwenama nayunouscieoosamencka oetnocm, BHCOKA - 3a
npuUHOCA HA RONYYeHume pe3yamamu 3a opopmsaHe HA OUCEPMAYUOHHUS MPYO;
BUHCOKA - 3a npunoca na peanuzupanama pazpabomka 6vpxy npoyeca Ha
Nn0020MOBKAMA HA OOKMOPAHMA.

Horosop Ne 2-71/2009 r. M3cneaBane Ha KJIeTHYHHS H XyMOpajeH HMYHUTET

NpeaH M cJ1e] CAHALMSA NPH NAUEHTH ¢ J0Ka3aHa GoKaJIHA HHPEKIUs 0T
3b0eH NPOU3X0J. AHAJIM3 HA PerUCTPUPAHUTE IPOMEHH B UMYHHHUS cTaTyc 6
Mecela cJie/l TPOBeIeH0 eK3aKTHO JiedeHHe Ha 10/1eTaTa Ha CMYIlleHUe B
YCTHaTa KyXuHa

HAYYHO HANIPABJIEHHUE: Tepanesruuna cromarojorus; MIMyHHa cuctema;
Hudexunn. MukpoOuororus

BOJEIL U3CJIENJOBATEJ (1IOKTOPAHT): n-p Mapuana [lerposa llekoBa-
SueBa

3aumcieH 3a peIOBEH TOKTOPAHT ChC 3amoBe/ Ha Pekropa Ne P.98/12.02.2008r.
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HAYYEH PBKOBOJUTEJ HA BOAELIUSA U3CJIEJOBATEJ (1I0KTOPAHT):
[Ipod. Anrenuna Unuesa Kucenosa-SIueBa, tMH

BA30BA OPITAHU3AIUSA 3A U3ITbJIHEHUE HA ITIPOEKTA

®akynrer no Jlenranna Mexnmuna, Karenpa mo O6pasna u Opanna /luarHocTika
PE3VYJITATH:

AOGcomoOTHHAT Opoi W TIPONEHTHUTE CHOTHOIICHMS HAa OCHOBHHTE
mumporutau cyomonynamuu (T, B u NK kierku), kakto W HHMBaTa Ha oOmuTe
umynornooymuan (19G, 1gA, IgM), B mepudepHa KpbB HSIMAT AHATHOCTHIHO
3HaYEHHE MPH NMALUEHTH ¢ XPOHUYHA OJJOHTOTeHHA MH(EKIHS.

XpoHHMYHATA OJOHTOr€HHa HMHQEKIMS € CBbp3aHa C TeHepalIU3MpaHa HMMYyHHa
aKTHBalNs, U3pa3sBalla ce B:

e  TloBuIileH MHTEH3UTET Ha EKCIPECHs Ha aKkTWBauWOHHUS Mapkep CDG69
Ha noBbpxHocTTa Ha NK KiteTkute B mepudepHa KpbB.

o TloBumen Opoii CD38 wmomekynmun Bbpxy T XedmepHHTe KIETKH B
nepudepHa KpbB

XpoHUYHATA OJJOHTOTEHHA HH(EKIMS € CBbp3ana ¢ npeobianasam Th1l npodmn Ha
UMyHHHUsST OTroBOp (moBuiieHo choTHomeHue IFN-y(1/ IL-4). Canupanero Ha
orHMIIHaTa MHQEKnus OT 3b0eH IPOU3X0J] HEe BOAM 10 NPOMSIHA B HUBATa Ha
0o0IIMTe UMYHOTJIOOYIHHH, aOCOMIOTHUS OpOW M CHOTHOIICHHATA HA OCHOBHHTE
LUPKYJIMPALX JTUMPOLUTHH NOIMyIaiuy. JIeUeHHeTo Ha XPOHUYHATA HHPEKIMSI OT
3b0CH MPOU3XO BOJIH JI0:

e  [loHmxkaBaHe HUBOTO Ha IMyHHA aKTHBAIHS.

e  IIpowmsHa Ha nuTokHHOBHs poduit ot Thl kbM Th2 Tum.

e [loBumiaBaHe HUBOTO Ha WHXHOMpamu peryratopan CD4 T knerkn
(CD25highCD127low), koero e B o0paTHO Kopenalus CbC
cpotHouIeHnero Th1/Th2.

HaBpeMeHHOTO caHMpaHe Ha OTHMIIHATa HMHQEKIUs OT 3b0CH NPOU3X0J H
CBBP3aHOTO C TOBAa 3aTHXBAaHE HAa MMYyHHATa akTHBaUUs € J100pa MpeBaHTHBHA
MspKa Cpelly pa3BUTHETO Ha XPOHWYHM CHCTEMHHM HapyiieHus. JlokaiHara
PEaKTUBHOCT B 00J1aCTTa Ha CAaHWPAHUTE aKTHBHU OTHHMINA OT 3b0EH NMPOU3XOJ IIPH
KIMHUYHO 3]paBU IAIMEHTH TO0Ka3a MOBHIIEHAa PEAKTHBHOCT MPHU KOHTPOJHHUTE
npernean B 51,5%. OOmiata peakTHBHOCT Ha OpraHM3Ma o0ade IIpU ChHLIUTE
MalUeHTH, M3MEepeHa C II0Ka3aTelIMTe Ha KJIEThYHHS M XyMOpaJeH HMYHUTET,
MOKa3Ba 3HaYMMa Pa3jiuKa IPEeIu U CJIeJ CaHALUITA.

HAYYHU NYBJIUKALIMU U ITPOSABU:

o Iexona-snesa MII, A Kucenosa, K Jleue. CricTeMeH MMyHEH OTTOBOp NPEAU U
CJIe CaHallMs Ha IMAalMEHTH C JOKa3aHU I10JIETa Ha CMYIICHUE OT 3b0eH IIPpOU3X01
[po6iemu Ha nentanHata Meauimaa, Tom XXXV/2009 — wacr |, ctp. 42-51.

e lexoBa-SIneBa MII, A Kucenosa. Bps3ka mexny anornenys apeara (alopecia areata) u
rmoJieTata Ha CMYIIEHHE OT 3bOCH MPOM3XOJ — ONUCAHHE Ha KIMHUYEH CITy4ai,
Hp06neMn Ha JICHTaJIHaTa MCIUIIHHA, I101 IT€4yaT
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ellexoBa-SIneBa MII. Edexr OoT nedeHHeTO HA aNMKaIHUTE NEPUONOHTUTH BBPXY
HuBata Ha cepymHure uHrtepneBkunn — 4 u 10 (IL-4 U IL-10) u Th1l/Th2
UUTOKUHOBUS npodu, IIpobeMu Ha JeHTATHATa MEIHULIMHA, TT0]] [Ie4aT

ellexosa-Suera MII. Perynaropun T-kinerkn (CD25"CD127 ' T regulatory cells.) B
cepyMa Ha MAaLMEHTH ¢ XPOHHYHA opaiHa uHpekiws, [Ipobaemu Ha neHTamHATa
MEIULIMHA, IO IeYaT

eCekova MP, A Kisselova. The Role Of Inflammatory Mediators In The Pathogenesis
Of Dental Inflamatory Processes — A Review Of The Literature, 20 Annual
Assembly of IMAB, Varna, Bulgaria, 6-9 may, 2010, p.28

eCekova MP et al. Treatment Of Patients With Focal Oral Infection Correlates With
High Peripheral Blood Levels Of 1I-10, IL-4, IL-2 And CD25hiCD127low T
regulatory cells, 20 Annual Assembly of IMAB, Varna, Bulgaria, 6-9 may, 2010,
p.28

Hayunuam omuem e npuem cvc creowume oyenwku no ckarama wa CMH:
OT/IHYHA - 3a uzévpuienama Hayunouscieoogameincka oetinocm, BUCOKA - 3a
NpUHOCA HA RONYYeHume pe3ynmamu 3a opopmsHe HA OUCEPMAYUOHHUS MPYO;
BUCOKA - 3a npunoca na peanuzupanama pazpabdomka 6wbpXy npoyeca Ha
Nn0020MOBKAMA HA OOKMOPAHMA.

Jorosop Ne 18-J1/2009 r. Poisi Ha JIOKAJTHHTE €THOJOTHYHH PAKTOPH

(aneprust KbM JIEHTAJHH MaTePHATH, KAHANIA-HH( KIS, IPOMEHH B
CJIIOHKATa, IPOMEHH BbB BKyca) B Pa3BUTHETO Ha ”CHHAPOMA Ha mapelia
yera” (Burning Mouth Syndrome (BMS)

HAYYHO HAIIPABJIEHHUE: TepaneBtuuHa cTOMarojorus; lepoHToorus;
Wndexumu. Mukpobuonorns

BOAELLL WU3CJIEAOBATEJI (JAOKTOPAHT): H-p Pagocr Benukosa
Benmkosa,

3a4ucIieH 3a peloBEH TOKTOPAHT ChC 3amoBer Ha pexktopa Ne P-97./12.02.2008 r.
HAYYEH PBKOBOJAUTEJ HA BOAEINUSA U3CIEJOBATEJ
(AOKTOPAHT): IIpod. Anremuna Ununesa Kucenosa-Suesa, nmH, ®akynrer mo
neHTanHa MeauiuHa, oyin. I'. Coduiicku Ne 1, Codust

BA3OBA OPI'AHM3ALUA 3A U3IIBJJHEHUE HA TIPOEKTA: Karenpa
,,O0pa3Ha 1 opayiHa JuarHocTuka”, MakynTeT Mo ACHTAIHA MEAUIIUHA
PE3VJITATHU:

Burning mouth syndrome (BMS) ce xapakrepusupa ¢ mapene, 60ika B
JUraBUIaTa, 0e3 BUANMHU IPH3HAIM Ha NPOMEHH Mo JuraBunara. IIpenmomnara ce
Y4acTHETO Ha MHOTO €THOJIOTWYHH (DaKTOpH: JIOKATHH, CHCTEMHH, IICHXOTEHHH.
Llenta Ha TOBa MpOy4YBaHE € Ja Ce OIEHST JIOKATHUTE (HaKTOPH, KOUTO IOBIIHIBAT
CHMOTOMHUTE Ha napeHe B ycrara. O6mmo 116 manuentn (90 sxenn u 26 Mbxe) Osxa
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n3npareHn B KaTenpara mo oOpasHa u opanHa guarHoctuka Ha akynrera mo
JICHTAJIHA MEJWIMHA 32 KOHCYJNTAILMM II0 OTHOIICHWE HA OpajeH JUCKOM(pOpT
(cyxota B ycrarta, mapeHe U npoMeHeH BKyc). [lanueHtuTe 0sixa pasienHu Ha TPH
rpymn BMS mammentn, OB marmuents m koHTponHa rpyma. Ha Bcekn marmueHT
Oemre cHeTa aHaMHe3a M HalpaBeH MHTpaopajieH mperiex. Ha manmenTture 6sxa
HaIlpaBeH! AJICPTOJIOTUYHY TECTOBE 3a aJleprusl KbM JICHTAJIHH MaTepHald n Oemre
U3MepeH KOPO3WOHHHS IOTEHIHANI. [lapakIMHUYHHTE METOIM  BKIFOUBAaxa
MHKpPOOHOJIOTHYHO H3CIE[BaHE Ha CIIOHKa M TBpIeH cekpeT. M3scnensana Oe
CTUMyJIMpaHa cioHKa, dpe3 Tecra Saliva check buffer 3a kommyectso, pH u
Oydepen kamauurer. OT HampaBeHHTE CNMKYTAHHH AJEPrOJIOTUYHU TECTOBE CE
ycraHOBsBa, ye 56,3 % or BMS rpynara mokasaxa aneprus NmoHe KbM €IHH OT
U3CIE/BaHUTE anepreHy, npu mnauueHture or OB rpymara 68,8 %, a or
KoHTposnHata rpyma 41, 4 9% mokazaxa MOJIOKUTENHU pe3yntaru. Hammure
pe3ynTaTH OT MHKPOOMOJIIOTHYHOTO H3Cle[BaHe Moka3Bar, 4e mpu 16,8% ot
nanuentute ¢ BMS ce orkpusa Candida undekius. Pesynrature oT Tecta Ha
CIIIOHKATa IIOKa3BaT, 4ye rpymara Ha mnamueHture ¢ BMS ce xapakepusupa c
HOpMaJIHO OT/eNsHe Ha ciatoHKa B 40, 7 % ot ciyuaute, rpynara OB B 71,4 % or
MAIMeHTUTe, & IpU KoHTpoaute B 57, 1% ot uscnenBanute nanueHtH. Camo 14,1%
or BMS mnaumeHtuTe MMaxa NMOBHLICHH CTOIHOCTH Ha KOPO3HOHEH IOTEHIIMAN.
IpoyuBaHeTo TMOKa3Ba, 4ye MPHM H3CIEABAHMTE OT HAac TMamueHTH Burning mouth
syndrome He MoXe Ja Ce U3KIIOYM YYaCTHETO Ha JIOKATHUTE (HaKTOpH.
BuuMarensun u 3agbi00YeHHM KIMHUYHM W Ja0OpaTOpHHM HW3CIEIBaHUS ca
HEeoOXOIMIMH 3a ITOCTaBsHe Ha Tuarno3a BMS.

Hayunusm omuem e npuem cwvc creonume oyenku no cxarama na CMH:
JIOBPA - 3a usevpwenama nayunouszciedoeamencka oeunocm;, BHCOKA - 3a
npuUHOCA HA RONYYeHume pe3ynmamu 3a opopmsaHe HA OUCEPMAYUOHHUS MPYO;
BUHCOKA - 3a npunoca na peanuzupanama pazpabomka 6wbpXy npoyeca Ha
1n0020MOBKAMA HA OOKMOPAHMA.
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KOHKYPC ,,CTUMYJIUPAHE HA HAYYHUTE U3CJIEABAHUS B
OBJIACTH C HOCTUTI'HATHU BUCOKH NIOCTUXKEHU°2009”
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ME/JIUKO-BHOJIOTHYHA OBJIACT

Jorosop Ne 2-C/2008 r. EdexTn Ha Kacna3HH HHXHOUTOPH U30JHPAHU OT
OMJIKOBH €KCTPAKTH BbPXY CHTHAJIHO- TPAHCAYKUMOHHHTE MbTHINA NPH

MO/Je/THU KJIEThYHH CUCTEMH
BOJELL U3CJIEJOBATEJL: npod. Banro 1BanHoB MuTteB, 10H
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHAIL:
. I'n.ac. Anbena Togoposa, Jlokrop
I'n.ac. CunBus 'eopruesa Kanenneposa
Exarepuna Mapunosa Hukonosa, [loktop, 6nomnor
Amntonus Pymenosa Hcaesa, Jloktop, Ouosnor
Buctpa Pocenosa benkosa, JIokTop, XMMHK
Tuxomup TonopoB, JOKTOpaHT
Jnana AraHacosa Ilana3oBa, CTYIeHT
. Pycka Ilerposa Llymkanuesa, cTyaeHT

BA30OBA OPI'AHM3AIMUSA: Menununckn @axynrer, Katenpa Memnunacka Xumust U
Buoxumus,
PE3YJITATH:

BoaHo-ankoXxoinHM eKCTpakTM Ha M3BECTHM B TpaJgULMOHHATA
MeauiuHa Owiku ¢ Owbirapckd npomsxon- Tribulus terrestris (TT) (6abunu 3604,
Tpuby3an) Cotinus coggygria (cmpammuka), Tanacetum vulgare (Bparuka),
Geranium sanguineum (KZ) (xpsBen 3apaserr), Cichorium intybus (uukopus) Gsixa
TECTBaHH 32 aHTHKACIIa3Ha aKTUBHOCT. Y CTAaHOBEHO Oe, ue eKcTpakThT oT Geranium
sanguineum cuiHO WHXMOMpa €H3MMHAara akTHBHOCT. IlogobGeH edekr Ge
HaburoiaBaH u 3a excrpakra ot Tribulus terrestris, Ho B mo-manka cremeH u3paseH.
JlBaTa ekcTpakTa KOHTO IOKa3axa aHTHKAa3la3Ha aKTUBHOCT OsXa IMOIUIOKEHH Ha
CHCTEMEH (paKIHOHEH XPOMAaTOrpaCKH aHa W3 C LeJ M30JIMpaHe HA aKTUBHHUTE
naxuduTopu. OT ekcTpakta Ha T1 Oe M30JMpaH enuH HHXHOuTOp, a mpu KZ Gsxa
UACHTU(UIMPAHU JBE BEIIECTBA NMPUTEXKABAlld AHTHKACIa3Ha aKTHBHOCT. Te3u
BEIIeCTBA 0s1Xa TECTBaHH 32 MHXUOUTOPHA aKTHBHOCT CIIpsiMo Habop ot 10 kacmasu.
[Monyyenure naHHM mOKa3BaT, ye HHXHOMTOpa OT TT HAMAa CENEKTUBHOCT M
MIPAKTUYECKH HHXMOMpa BCUYKM TECTBAHU Kacmasd B NPUOIU3UTEIHO €IHAKBa
creried. Kacmazaute naxuburopu ot KZ mokazaxa BUCOKa CIIEUPHYHOCT CIPSMO
Kacmaza 3 U 7 — U3MBJIHATEIHN Kacllasu, ¢ TPH MOpsIbKa MO-HUCKA aKTHBHOCT TI0
OTHOIIICHWE HA aKTUBHpamure Kacmaszd (8 W 9) W mpakTHyeckHn He WHXHOUpaT
Kacrazn 1 ¥ 5 KOMTO ydyacTBaT B peryjlauusiTa Ha BB3MNAIUTEIHUTE IMPOLECH.
[TonyyeHuTe KUHETUYHM JaHHU 32 TUIIA HA UHXUOMpaHe M0Ka3Bar, 4ye cTaBa IyMma 3a
Taka HapedeHUTe OaBHO CBBP3BAIlU ce HHXHUOUTOPH. Te3u MbpPBOHAYAIHHU JAaHHH HH
JlaBaT OCHOBAaHHUE J1a CMATaMe, Ye CTaBa JyMa 3a aJJOCTEPEH TUIl Ha HHXUOHpaHe IpU
KOMTO MHXHMOUTOpa HEe ce CBBbP3BAa C AKTUBHUAT IIEHTHP Ha €H3UMa, a B APYT
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y4acTbK OT €H3MMHATa MOJEKyJa KaTo IO TO3M HAa4yMH HapyllaBa aKkTUBHATA
KoH(opMaIysa Ha eH3uMa. M3cnenBaHus 3a ycTaHOBSIBAaHE Ha XMMHUYHATa IPUpPOJA
Ha MHXHOUTOpUTE OsXa MPOBENEHH uYpe3 Macc crmekrpomerpusa. Ha HacTosmumsaT
eram 0¢ YCTaHOBEHO, Y€ H30JMPAHHTE OT HAC WHXHOHTUPH ca TONU(PCHOIHH
BemecTBa (KaeMIdeposl W JUXHAPOKBEPIUTHH (TaKCO(POJMH)) KOUTO MMt
[IIMKO3HHA YacT B MoJiekynara cu. CBbp3BaHETO Ha wmHXuOHUTOpHTEe OT KZ ¢
Kacmasa 3 0e u3ciie/IBaHo upe3 OMOKOMITIOTEPHO MOJICIIUPaHe, KOUTO TIOTBBPIKAaBAT
MpeoiaraeMusT alocTepeH Mozen Ha naxubupane. Excrpakrta ot TT Ge TectBan
BBPXY MOJIEJIHU KJIETbYHH JIMHUU. Pe3ynraTure nokaspar, ue eKCTpakTa MMa HHCKa
TOKCUYHOCT CIIPSIMO HOPMAJIHU KJIETKM M aKTMBMpa MHTEH3MBHA aronro3ara Npu
TyMOpHHU JuHUH. Ha 0a3ara Ha M30JHMpaHUTE BEIECTBA MOTAT Ja ce pa3paboTsT
HOBH MpenapaTtu 3a TPETHpaHe Ha COLUATHO 3HAYMMHU 3a00JIIBaHHS, KOUTO ca
CBBP3aHM C MIPOTHYAHETO Ha aHOPMAJIHA aIloITo3a.
HAYYHMU IIYBJIUKALIUU U ITPOSIBU:
e  Benkova B, Lozanov V, Ivanov IP, Mitev V. Evaluation of recombinant caspase
specificity by competitive substrates(2009),Analytical Biochemistry 394 (1), pp.
68-74
. B. Benkova, V. Lozanov, IP Ivanov, C Naydenov, V Mitev. Non conventional
HPLC approach for caspase-3 assay by 2-aminoacridone labeled peptide substrate,
Anal. Bioanal. Chemistry (submitted)
. B Benkova, V Lozanov, IP lvanov, L Kasabova, D Svinarov, V Mitev. Isolation of
new potential caspase-3 inhibitor from medicinal plant -Geranium sanguineum,
(poster) 4th Summer Course on Mass Spectrometry in Biotechnology and
Medicine, (July, 2009) Dubrovnic, Croatia.

Hayunusr otyer e npuetr ¢ OT/IHHYHA ouenka no ckanara Ha CMH.

Jorosop Ne 1-C/2008 r. MoJieKy/IsipHO-TeHETHYHH MPOYYBAHHUS BbPXY

AHTHMHKPOOHATA PE3UCTEHTHOCT: MEXaHU3MH M Pa3NpoCTPaHeHHe NpU
MeIMIMHCKH 3HAYHMH GaKTEePHH Mpe3 MOCIeHUTE MeT rogunu B brarapus

BOJEL U3CJIEJAOBATEJL: npod. n-p Wsan ['epros Muros, nMH
YJEHOBE HA U3CJIEJOBATEJICKUSA EKHIT:
JHou. Jlena Ilerposa CeyanoBa, aM
JHou. Jltoqmuna Bostnosa I'eopruesa, im
I'n.ac. Paiina Isetanosa I'eprosa, 1M
I'n.ac. Pymsna JlonkoBa MapkoBcka, 1M
I'n.ac. Tans Bacunesa CtpaTesa, 1M
. Jladunaka AtanacoBa MomueBa, CTyJIeHT
BA30OBA OPTAHM3ALUA: MO, Karenpa MenuIIMHCKa MHKPOOHOIIOTHS
PE3VYJITATH:
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HampaBeHo e mpoyuBaHe Ha pa3NpOCTPAHEHHETO U BOJCIINTE MEXaHU3MH
Ha PE3NCTEHTHOCT MpH MNpoOieMHH ImamoBe Streptococcus pneumoniae,
Escherichia coli, Klebsiella pneumoniae, Pseudomonas aeruginosa, Helicobacter
pylori u Moraxella catarrhalis, npuduHHTENH Ha TEXKH JOKATHH M CHCTEMHH
nHpeKkmy B 00IIECTBOTO U Je4eOHNUTe 3aBeeHus B bbarapus npes mociexHure 5
roauan (2004-2009), cpOMpaHH OT YHHBEPCUTETCKH OOJHUIMN M J1abopaTopHu Ha
Menumuackure  yHuBepcutetd B Codums, IlnoBmus, Bapna wu Ilnesen.
MuxkpoOuosnornunusar aHamu3 Ha MUMK  cToifHOCcTHTE W ompenensiHe Ha
pesuctenTHHsT npodui npu 443 mama S. pneumoniae W3cieaBaHH 3a MEpUoja
2006-2009 mokasa, 4e NeHUIUIHHBT, aMIIMIUIMHBT WM aMOKCHIMIMHBT BCE OIIE
ca IbpBa JIMHUS ETHOTPONHH CPEICTBA 3a ITHEBMOKOKOBHTE HWH(EKIHH C
M3KII0YEHHe Ha MEHMHTHTA JOKATO IIPUM IHEBMOKOKOB MEHHHIHT Ca TpPeTo-
TeHEPaIOHHUTE [e(anocnopui - redotakcum/nepTpuakcon. Upes PCR mpu 170
mama e JoKa3aHo, 4e IpeoliagaBanara MpuiuHa 3a PE3UCTEHTHOCT € HAJMYHETO
Ha ermB rena (62.4%, MLS Tunm pe3HCTEHTHOCT KbM MAaKpOJHAH, BKIL.
Kmuapamuuun). Mef E ren Gerre otkput mipu 32.4% - M THIT pE3UCTEHTHOCT CaMo
KkbM Makporuau. Jeser mama (5.3%) nmoka3axa Halmune U Ha jaBata reHa. Edmyxc
MEXaHU3MBT HAa MAaKpOJHUJIHA PE3UCTEHTHOCT, KOWTO IpeoOiajaBamie y Hac 0
2005, oTCTHIM MACTO HA HIMPOKO 3acThiieHusi B MoMenta MLSg ¢eHo- u reHotun
oIpeneNsH OT erMB reH u MoauduKanysa Ha MuIIeHaTta. [IpomMsaHara ce IBIDKH Ha
IIMPOKOTO pa3NpoCTpaHeHHe MoHacTosmeM Ha Tpu MLS Tum kioHa, MHOXECTBEHO
pesucteHTHHH, OT ceporun 19A, 19F u 6B. Nscnensanusra Ha 146 WHBa3WBHH U
pecniMpatopHy Imama S. pneumoniae msosmpanu npe3 mepuoga 1998 - 2009 r.or
nena Ha Bb3pact ot 1 mecen no 14 romunu (77% ca 10 5 roaumHm) jokaszaxa 24
ceporuna/ceporpynu. Haii-uecto cpemannte cepotunose B bearapus ca BKIIIOYeHH
BBB (popMyiHTE Ha KOHIOTHpaHWTE MHeBMOKOKOBH BakcmHU (PCV). Pesynrature
MoKa3axa, 4e MHEBMOKOKOBHUTE BAKCHHAIHN CEPOTHIIOBE BKIFOUeHH B 7- 1 10-u 13-
BAJICHTHUTE KOHIOTHPAHU BaKCHHU MPUIUHABAT CHOTBETHO 54,1%, 66.4% n 83% ot
ITHEBMOKOKOBHTE MH(peKIMn cpen u3cnensanute 146 nemna. Brmousanero na 10-
i 13 BanentHutre PCV B UMyHH3allMOHHHS KalleHOAp Yy HAac, OCBEH pPA3KO
criafaHe Ha 3a00JIeBaeMOCTTa, 1Ie JOBEJe M JI0 OrpaHHYaBaHe Pa3lpOCTPAHEHUETO
Ha PE3UCTEHTHUTE KbM aHTHOMOTHIH [IIAMOBE U MOJICKYJISIPHO-TEHETHYHH KIIOHOBE
B bwirapus. AHanmu3bT Ha MOJNEKYIIPHO-TEHETHIHOTO CPOJICTBO HA €PUTPOMHUITHIH-
pe3ucteHTHUTE ImamoBe cien TumupaHe ¢ PFGE mokasa, ue mpu ermB ren
npeobmagaBar PFGE knonose: 19A, 19F u 6B ¢ egHakbB cepoTHI, aHTHOMOTHKO-
pesucrorun u PFGE ¢unrspnpuntu. Ilpu mamosere ¢ mef E ren mpeoGnamasar
PFGE xnonoBe ot cepotun 14 u 6A. 3a NEHULMIMH-PE3UCTCHTHHTE IIaAMOBE
npeobnanasaxa gsa PFGE xiona ot ceporun 23F um 9V ma S. pneumoniae.
CepOTHHOBeTe OT TE€3W OCHOBHU MAKPOJUIA- U NEHUIUJIUH-PE3UCTCHTHHU KJIOHOBE
ca BKioueHH B cbeTaBa Ha PCV. ITbpBuyHarta pesucrentHocT Ha H. pylori Gemre B
pamkutre Ha EBpormeiickuTe gaHHHM, Manko Mo-Bucoka KbpM amoxicillin and
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tetracycline u mo-uucka xkpM metronidazole mpu memara. ToukoBata MyTaiust
A2143G, cBbp3ana ¢ pesucreHtHocT Ha H. pylori kem clarithromycin Geme tpu
mbTH mo-decta oT A2142G. Yecrotute Ha pe3rcTeHTHOCT KbM Clarithromycin u
metronidazole Gsxa Bucoku (>44%). HeoOuuaiiHata MHOXeCTBeHa (TpoiHa
4YeTBOpHA) aHTHOAaKTepuanHa pe3ucteHTHOCT B H. pylori Gemre otkpura B 3.9% ot
BCHYKH IIaMoBe. [Ipe3 mociienHTHe roavHu ce yCTaHOBsIBa OBP30 HapacTBaHE Ha
Gera-nmakTamasa mpoayuupamure M. catarrhalis. 115 mama ot GonHHM U 3apaBU
Osixa m3cneaBand ¢ MUK keMm 17 aHTUMUKPOOHH CpeAcTBa OT Pa3iIWYHU TPYIIH.
Bucoka pesucrentHoct (98.26%) OGeme ycraHoBeHa KbM TeHUIWIHH G,
aMHUHONICHULWIMHN M TIbpBa TeHepanusa LedanocnopuHd. Beuuku uzomatu M.
catarrhalis 6sxa YyBCTBUTENHH KbM KOMOWHAIMATA aMHHIICHUIWIHH/HHXHUOUTOP
Ha Oecra-nakramasza, Ceftazidime, Ceftibuten, Ciprofloxacin u Gentamicin.
Yyscreurenanocrra  kbM  Azithromycin,  Clarithromycin,  Tetracyclin - u
Thrimethoprim/Sulfomethoxazole 6Geuie namanena c¢ 6-9%. Ilpu 113 miama,
MO3UTHBHH C TECT 3a IedrHaza Oelle I0Ka3aHO Halu4yue Ha TeHu bro, xopupariu
BRO1 unu BRO2 Gera-nakramasa, pect. B 92,92 % u7,07%. Hanuuuero Ha brol,
Kopenupaiiie ¢ mo-sucoku nupa Ha MUK kM Penicillin B cpaBrenue ¢ msonarure ¢
bro2, a cwio Taka npeobnagasamio ce cpemanie B 6OIHH.

HAYYHU IYBJIUKALUU U ITPOSIBU:

. CeuanoBa JI, A Anekcannposa, M Xaiigymka, M CpenkoBa, K Boxkosa, 1
Muros. OuakBaH edeKT Ha KOHIorupanure Streptococcus pneumoniae BakCHHHU 3a
NPEBCHIIU Ha ITHEBMOKOKOBUTEC I/IHq:)eKI_H/[I/I cpea naeuara B B’BJ’II‘apPI}I.
IMpaxtiyecka nmexuatpust. 2009,3: 3-6.

. Boyanova L, Markovska R, Yordanov D, Marina M, lvanova K, Panayotov S,
Gergova G, Mitov I. High prevalence of virulent Helicobacter pylori strains in
symptomatic Bulgarian patients. Diagn Microbiol Infect Dis. 2009; 64 (4): 374-
380.

e  Boyanova L. Prevalence of multidrug-resistant Helicobacter pylori in Bulgaria. J.
Med. Microbiol. 2009; 58 (Pt 7): 930-935.

. I Mitov, T Strateva, B Markova. Prevalence of virulence genes among Bulgarian
nosocomial and cystic fibrosis isolates of Pseudomonas aeruginosa. Braz. J.
Microbiol. 2010; 41: in press.

e T Strateva, G Petrova, P Perenovska, | Mitov. Bulgarian cystic fibrosis
Pseudomonas aeruginosa isolates: antimicrobial susceptibility and neuraminidase-
encoding gene distribution. J Med Microbiol. 2009; 58 (5): 690-692.

. T CrpareBa, WM Muros, I' IlerpoBa, II IlepeHoBcka. AHTUMHKpPOOHA
YyBCTBHUTEIIHOCT HAa PECIMpaTopHu n3onatu Pseudomonas aeruginosa ot nanueHTu
¢ MykoBucimao3a. Hayka ITynmmonorus. 2009; r. 1V, 6poii I: 31-34.

. T Crparesa, I' IlerpoBa, I A6pamteB, P EneBa, C Enrubapos, b Mapkosa, 1
Muros. Pecniuparopun u3onatn Pseudomonas aeruginosa OT MauMeHTH ¢
MyKOBPICLII/II[OSa: aHTI/IMI/IKp06Ha YYBCTBUTCIHOCT M MPOTHOCTHUYHO 3HAYCHUC Ha
MpoaylHpaHaTa HeypaMUHHIa3a B €BONIIOIMATA Ha OenoapoOHuTe napekmu. VII
Hanmonanen Konrpec no Kimanmuna wmukpoOuonorus u MHbektonmorns Ha
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Boarapckata Acoumainust Ha MEKpPOOHOJIO3UTE C MEXKAYHAPOTHO Yy4YacTHe.
Unrepxoten Benunko TepHOBO, 8-10 Mait 2009 r: ctp. 26.

. T Crparesa, I' Ilerposa, Il Ilepenoscka, 11 AGpames, 1 Mutos. IlpoyuBanus
BBPXY AHTUMHUKpPOOHATa YyBCTBUTENHOCT U HEypaMHHHJAa3HAaTa HPOMYKIHS Ha
KIMHUYHE n307aTé Pseudomonas aeruginosa ot maupeHTH ¢ MyKoBHCmmo3a. X
106uneiina Haumonanuna Kondepenuuns 3a OIUI u nmeauaTpu ¢ MEeXIYHAPOIHO
yuactue. CirpHueB Opsr, 22 — 24 maii 2009 r. ctp. 34.

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.

Horosop Ne 3-C/2009 r. - Biusinue u edeKTH Ha XOMOIMCTENHA ChIbPIKAl ce
B XPaHU U HAIMTKH BbPXY XOMOIMCTEHHOBHUSI CTATYC Ha opranu3ma. Moaeanu
U3CJIeIBAHUSA.
BOJELL U3CJIEJAOBATEJIL: [Ipod. Banso MBaHoB MuTteB, 160H
YJEHOBE HA U3CJIEJOBATEJICKUSI EKMII:
Cunus PymenoBa PyceBa, nokropant, Kar. Menuiuacka Xumusi 1 buoxumus
I'n.ac. CunBust I'eopruesa Kanenneposa, Kar. Menuuuncka Xumus u buoxumus
Exarepuna Mapunosa Hukonosa, 16, Kar. Menuuunncka Xumus u bruoxumus
Awnronust Pymenopa Hcaesa, 16, Kar. Meauiuacka Xumust 1 bruoxumust
Tlers TTaBnoBa Mapkosa, Guosior, Kar. Menuuuacka Xumus 1 bruoxumust
JestH Mupocnasos Ilomnos, cryaeHT
Opaun OpaunoB [1aBnos, cTyaeHT

o Kpacumupa OpiHOBa ATaHacoBa, CTyIEHT
BA30BA OPI'AHM3AIMUSA: Menuumnackun ®akynrer, Katenpa Megununcka Xumus u
Buoxumus

PE3VJITATH:

XomoructenubT (HCY) e capa cpabppkaiia aMHHOKUCENIHHA C BaKHH
¢m3uonornyHu  (GYHKIMM W BHCOKa OwonormuHa axTtuBHOCT. [loBumieHara
IUIa3MEeHa KOHIEHTPAlMs Ha XOMOIMCTEHH € HE3aBHCHM PHCKOB (hakTop 3a
CHPIEYHO-CHAOBH HHIMACHTH M CE€ CBbpP3Ba C pasiuyHU 3a00JsIBaHUS,
BKIIIOUMTENTHO OBbOpedHa auchyHKIUS W HeBpoJormyHH 3abonsBanus. He ca
NPaBeHU NMPOYYBAHUS 332 BB3MOXKHATA BPB3Ka MEXKIYy BHCOKHUTE HHBa Ha HCy u
mpueMa My OT XpaHHTeNHH u3TouHMiM. llenta Ha TOoBa mpoyyBaHe Oe ma ce
n3cienBa Merabonu3Ma Ha XOMOLMCTEHHA B IUIa3MaTa M ypUHA Ha ILTbXOBE,
U3MON3BaKK JAeyTepupaH HCY, BHECEH BBHINHO 4Ype3 Mac CIEKTPOMETPHSL.
ExcrniepuMeHTHTE 0siXa M3BBPIICHH B YETHPHU TPYNH JXKMBOTHH, BCAKa OT 1O 7
mwrexa. JKuBotHute oT mbpBara (WR - HOpMoTeH3MBHH) U TperaTta rpyna (SHR-
CIIOHTAHHO XWIEPTEH3MBHM) MOJIydyaBaxa MHUTEHHA BOJA, JOKATO ILIBXOBETE OT
propara (WR + Hcy) u gerBwspra rpymu (SHR + Hcy) momyuaBaxa mo 3,47 mr
JIHEBHO, HW30TONMHO Oensi3aH XOHOLMCTEHH, Pa3TBOPEH B MHUTEHHAaTa Boja B
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npoawDKeHHe Ha S5 neHd. [lmasmata u  ypuHata OsXxa aHaIM3UpaHH 3a
XOMOIIUCTeHH, LUCTeUH, METHOHKH, TyTaTioH, SAH, SAM u TexHHTEe W30TOIHO
Gemszann  Gopmu. Bewuku aHanm3u Gaxa usBbpuieHn Ha LTQ Orbitrap ®
Dyscovery obopynBarn ¢ Surveyor® HPLC cucrema u lonMax ® wmoxmyn
enexrpocnpeit Houmsanwmst (ThetmoScientific Co, CAILl). Axanu3ute mokasBar, ue
€K30T'CHHO BHECCHUAT XOMOIIUCTEHH Ce METabOJM3upa MpH IurbXxoBe. [lomyueHnTe
JAHHUTE TIIOKa3BaT, 4e TOH ce MeTaboNM3Wpa W MO JBaTa BB3MOXKHU IBTI —
TpaHCMETUIIHpaHe M TpaHccyn(pOHHpaHe, 3al0TO Oe J[J0Ka3aHO HaluYhe Ha
METa0OIUTH HA EK30TeHHHUS XOMOLUCTEMH — H30TONMHO O€s3aHd IMCTEHH U
METHOHUH B IUTa3Ma U ypHHA. be ycTaHOBEHO, Ye H30TOMHO OES3aHUAT HUCTEHH Ce
MeTaboNIM3upa B TIAYTAaTHOH M BEPOATHO yJ4acTBa B CHHTe3a Ha Oentwim. [Ipu aBara
TUNA TUTBXOBE Osfxa HAONIONABaHM CBHIIECTBCHH OTIMYHMS B MeTabonm3ma Ha
€K30Te€HHHMS XOMOUMCTEUH. EK30r€HHHUSAT XOMOLIMCTEMH HE OKa3Ba BIIMSHHE Ha
EKCKpPEIUITa Ha XOMOIMCTCHHA U META0OJIUTUTE My B YpUHATA.
HAYYHHU ITYBJIUKALIUU U ITPOSIBU:
e  Silviya Ruseva, Anelia Vasileva, Dean Popov, Hristo Angelov, Investigation of
metabolism of exogenous homocysteine in rat’s plasma, (poster), X Internetional
Congres of Medical Sciences, Sofia 2011
. D. Popov, Svilena Ognianova, Christo Angelov, Bogdan lliev, Silviya Ruseva,
Anelia Vasileva, Renal excretion of homocysteine after homocysteine loading in
spontaneously hypertensive rats (oral presentation) X Internetional Congres of
Medical Sciences, Sofia, 2011
. Pycea C, BacuiieBa A, Jlo3anoB B, MuteB B. Mac CIEKTPOCKOIICKH METOA 3a
H3CJICIBAHC Ha MeTa60HI/ITI/ITe Ha XOMOLIMCTEHMH B IUIa3Ma U ypHUHa OT IUTBXOBE,

(eximst), X HauMOHAIHA KOH(EPEeHIMS 10 XUMHS 3@ CTYAEHTH M JOKTOPAHTH,
Codust, maii 2011

Hayunust otuer e npuer ¢ BUCOKA ouenka no ckanata Ha CMH.
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MEDICO-BIOLOGICAL AREA

Contract Nr.17/2008 Role of the genetic variants of ABCA4 gene for the
development of age related macular degeneration (ARMD) and estimation of
the associated risk for the disorder in the Bulgarian Population

LEADING SCIENTIST: Prof. Ivo Marinov Kremensky, MD, PhD
RESEARCH TEAM:

. Dr. Kunka Nikolova Kamenarova, PhD, MMC, MU-Sofia

e  Assist Prof. Radka Petrova Kaneva, PhD, Dept. of Medical Chemistry and
Biochemistry and MMC

e  Assoc. Prof. Silvia Zdravkova Cherninkova, PhD, DSc Dept. of Neurology

e  Dr. Alexander Hugo Oskar, PhD student, medical doctor, Dept. of Neurology

e  Stanislava Ivanova Dimitrova, Msc. technician, biotechnologist, MMC

ORGANIZATION UNIT: National Genetic Laboratory, UH of Obstetrics and MMC
RESULTS (abstract):

The current investigation included 12 patients with AMD (7 of Bulgarian, 5 with
Jewish Origin). After DNA isolation, all 50 exons, including exon-intron boundaries of the
ABCA4 gene have been analyzed with direct sequencing. In total 26 different polymorphisms
and rare variants have been discovered, 11 in the coding region and 15 in the introns. Two
new variants, not previously described have been found, both synonymous changes in exon 13
(Asp644Asp) and exon 31 (Thrl537Thr). Some of the variants have been found only in the
Bulgarian patients (rs4147830), while others only in the Jewish sample (rs4147887). Six of
the synonymous nucleotide changes (Leul894Leu, Leul938Leu, Pro1948Pro, lle2023lle,
11e2083lle, Asp2095Asp) are polymorphisms that have no influence on the AMD. They are
found with frequencies between 4.17 and 87.5% in the current sample. One of the non-
synonymous changes His423Arg is also considered polymorphism, as it is quite frequent in
different populations, as well as healthy controls. The other missense mutation Ser2255lle has
also been previously described and found in affected with AMD, STGD and arCRD from
different populations. Despite the small sample size, the results of the current study support
the findings in investigation of ABCA4 gene in patients with AMD. We could conclude that
mutations in ABCA4 do not have major impact on the predisposition of AMD in the studied
sample.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Oskar A, Cherninkova S. Neuroophtalmologic symptomatology in patients with
optical nerve lesions. Neurology. 2009. In the press.

e  Oskar A. Analysis of computer perimetrical findings in patients with lesions of
optical vessels. Neurosonographia and brain hemodynamics. 2009; 1: 35-39.

. Oskar A, Cherninkova S. Analysis of clinical characteristic in patients with acute
optical neuritis. Bulgarian Neurology. 2008; 2: 68-71.

. Kamenarova K, Cherninkova S, Prescott Q, Duran M.R., Krishna A, Valdés
Sanchez ML, Oscar A, Kaneva R, Kremensky I, Chakarova Ch, Tournev I,
Bhattacharya Sh. A novel locus for autosomal dominant cone-rod dystrophy in a
family of Gypsy origin 2009 ASGH Annual Meeting, Hawaii, October 20-24, 2009
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. Oskar A, Cherninkova S. Clinical characterization of optical neuritis and
associations with multiple sclerosis. Varna. 04.10.2008

. Cherninkova S. Phenotype characterization of autosomal dominant and X-linked
retinitis pigmentosa in Gypsy families. Neuroophtalmologic diagnostic of some
neurological and eye diseases. 2009, Bulvest, Sofia, 124-143.

Contract Nr.11/2008 Contribution of proximal retinal neurons to the genesis of
electroretinogram
LEADING SCIENTIST: Asoc. Prof. Elka Borislavova Jordanova-Popova, MD
RESEARCH TEAM:
e Asoc. Prof. Petia Nikolova Kupenova, MD, Dept. of physiology
e Assist. Prof. Serafim Dimitrov Tabakov, Dept. of electronic engineering, Faculty
of Electronic Engineering and Technology, Technical University of Sofia
e  Assist. Prof. Desislava Alexandrova Alexandrova, Dept. of physiology
e  Dobrin Rosinov Kolarov, student
ORGANIZATION UNIT: Dept. of Physiology, Medical Faculty, MU-Sofia
RESULTS (abstract):
In this study the contribution of the proximal retinal activity to the genesis of frog
ERG b- and d-waves was investigated under different conditions of light adaptation. The
activity of the proximal retina was blocked by using high dose (1 mM) of glutamate agonist
N-methyl-D-aspartate (NMDA) and the effects of NMDA on the V—log | function of the ERG
waves were studied in dark and light adapted eyes. We obtained that the effects of NMDA
depended on the type of photoreceptor input. In rod-dominated ERG the b-wave amplitude
was decreased by NMDA, but that of the d-wave remained unchanged. In cone-dominated
ERG the b-wave amplitude was increased, while the d-wave amplitude was decreased. Thus,
the b/d amplitude ratio was decreased in rod-dominated, but increased in cone-dominated
ERG. Our results indicate that the activity of the proximal retinal neurons directly contributes
to the generation of the rod-mediated b-wave and the cone-mediated d-wave. These results
support the suggestion that the b/d amplitude ratio would be changed in an opposite way in the
rod- and cone-dominated ERG, when the function of the proximal retinal neurons is
compromised.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Popova E, P Kupenova. Contribution of proximal retinal neurons to b- and d-wave
of frog electroretinogram under different conditions of light adaptation. Vision
Research 49 (2009) 2001-2010.

Contract Nr.21/2008 Immunocytochemical study of glutamate NMDA
receptors in the retina of lower vertebrates

LEADING SCIENTIST: Prof. Liliya Vitanova, MD, DSc.
RESEARCH TEAM:
o Assoc. prof. Petia Kupenova, PhD, Dept. of Physiology
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. Malina Bankova, PhD student, Dept. of Anatomy

. lliyana Alexandrova, medical student
ORGANIZATION UNIT: Dept. of Physiology, Medical Faculty, MU-Sofia
RESULTS (abstract):

The NMDA receptors are ionotropic glutamate receptors that are involved in many
functions in the nervous system and in the retina in particular. Dysfunction of the NMDA
receptor-mediated neurotransmission is thought to underlie a variety of pathological states.
The NMDA receptors are composed of NR1 and NR2 subunits. These receptors are well
studied in mammalian retina where they are found mainly in the inner plexiform layer (IPL).
However, scanty information exists about these receptors in the lower vertebrate retinas,
which are often used as models in physiological and clinical research. That’s why the aim of
the present study was to investigate immunocytochemically the NR1 and NR2 subunit of the
NMDA receptors in frog retina. Three primary antibodies against different splice variants of
NR1 subunit as well as three primary antibodies against NR2A and NR2B subunits were used.
All antibodies caused well expressed labeling with punctate character, located in both outer
(OPL) and inner plexiform layer (IPL) of the retina. Some sections were double labeled
against NR1 and NR2 subunits. The results obtained with double labeling showed that
different combinations of NR1 and particular types of NR2 subunits may exist, which is
indicative of existence of several subtypes of NMDA receptors.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Vitanova LA, PN Kupenova. Immunocytochemical study of the NR1 subunit of
the NMDA receptor in frog retina. Compt Rend Acad Bul Sci, 2009 (in press).
e  Vitanova LA, PN Kupenova. Immunocytochemical study of NMDA receptors in
frog retina. Sientific session of the Bulgarian Physiological Society devoted to
Gidikov, Penchev and Belcheva. 27 May 2009. Sofia

Contract Nr.22/2008 Clarifying the interaction between PKD1/PKCp and
ERK1/2 in the process of regulation of proliferation in the human epidermal
keratinocytes
LEADING SCIENTIST: Silvia Georieva Kalenderova, MSc
RESEARCH TEAM:

. Antonia Rumenova Isaeva, MSc

. Prof. Vanio Ivanov Mitev, MD, PhD, DSc
ORGANIZATION UNIT: MU-Sofia, Faculty of medicine, Dept. of Medical chemistry and
biochemistry
RESULTS (abstract):

The purpose of this study was to elucidate the role of PKD in human keratinocyte
proliferation and to investigate possible PKD1/ERK1/2 interactions in this process.
Knockdown of PKD1 (protein kinase D1), using antisense oligo-nucleotide and siRNA, led to
significant inhibition of keratinocyte proliferation which is caused by increase in ERK1/2
(extracellular signal-regulated kinasel/2) phosphorylation (activity). We can conclude the
obtained results that the high activity of ERK1/2 in human keratinocytes leads to cell
differentiation, whereas lower ERK1/2 activity leads their proliferation. With this we show for

245



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

the first time that ERK1/2 are inducible enzymes in human keratinocytes, and probably the
initiation of keratinocyte differentiation is the signal for their increased expression.

Contract Nr.35/2008 Investigation of the functional interaction between the
Rho GTPase - Racl, the autocrine growth factor - HB-EGF and the
transcription factor — c-Myc in the context of the physiological regulation of

normal human keratinocytes

LEADING SCIENTIST: Ekaterina Marinova Nikolova, PhD

RESEARCH TEAM: Prof. Vanio Ivanov Mitev, MD, PhD, DSc
ORGANIZATION UNIT: Dept. of Chemistry and Biochemistry, MU-Sofia
RESULTS (abstract):

The functions of the autocrine growth factor HB-EGF, the Rho guanosine
triphosphatase Racl and the transcription factor c-Myc have been extensively studied in
epidermal keratinocytes. Each of the three proteins has been found to mediate both pro
proliferative and pro migratory effects and to accelerate the process of wound healing.
Although the established functions of HB-EGF, Racl and c-Myc appear to complement one
another the possible functional connection between the three proteins has never been
examined. Here we established for the first time the existence of a functional link between
HB-EGF, Racl and c-Myc. We found that siRNA-mediated Racl knock down in growing
human keratinocytes causes accumulation of the endogenous HB-EGF protein and inhibits c-
Myc-Ser62/Thr58 phosphorylation. We first observed that the treatment with exogenous HB-
EGF induces Ser62/Thr58 phosphorylation of c-Myc and this effect is mediated by Racl. Our
results suggest the existence of HB-EGF-Racl-c-Myc axis in human Kkeratinocytes
proliferation and migration.

Contract Nr.1/2008 Effects of reduction of CKa or CK2a' by siRNA on

proliferation and MAPK activity in normal human epidermal keratinocytes
LEADING SCIENTIST: Antonia Rumenova Isaeva, MSc
RESEARCH TEAM:

e  Silvia Georieva Kalenderova, MSc

e Vanio lvanov Mitev, MD, PhD, DSc
ORGANIZATION UNIT: MU-Sofia, Faculty of medicine, Dept. of Medical chemistry and
biochemistry
RESULTS (abstract):

Here we reported for the first time the successful reduction of CK2 catalytic
subunit isoforms by the RNA-interference technique in normal human epidermal
keratinocytes. Knock down of CKa or CK2a' by siRNA resulted in 50% reduction of CKa
expression and 40% reduction of CK2o' expression. Additionally, the RNA-interference
technique-caused effects on endogenous CK2 activity were assayed. Reduced CKa expression
triggered 40% lower CK2 activity, while knock down of CK2a!' resulted in 50% suppression of
CK2 activity. To valuate the terminal effects of reduced expression of individual isoforms of
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catalytic CK2 subunits keratinocyte proliferation was determined. siRNAo and siRNA«'
suppressed keratinocyte proliferation in the same rate. Only 25% of siRNAao-treated
keratinocytes were proliferating and proliferated activity of siRNAa'-treated cells was 22%
from control. The antiproliferative effect was accomplished with a decreased ERK1/2 activity.

Contract Nr.44/2008 Investigation of specificity of gamma-secretase inhibitors
on beta-amyloid peptide
LEADING SCIENTIST: Kroum Kroumov Hristov, MD, PhD
RESEARCH TEAM:
e  Vanio lvanov Mitev, MD, PhD, DSc
ORGANIZATION UNIT: Faculty of medicine, Dept. of Medical chemistry and
biochemistry
RESULTS (abstract):

At present it is considered that Alzheimer‘s disease due to various defects leading
to increased production, increased aggregation or possibly reduced clearance of B-amyloid
peptides. These defects lead to accumulation: first high-aggregated amyloid B-42 and later -
amyloid peptide 40. Described are four classes of drugs that affect Alzheimer‘s disease: (i)
protease inhibitors partially lowering the activity of enzymes (8- and y-Secretase) which split
the B-amyloid from / ZARR (p) substances that bind to extracellular B-amyloid and its prevent
aggregation into cytotoxic amyloid fibrils, (hi) brain-specific anti-inflammatory drugs that
block the activation of the microglia, the release of cytokines and acute-informmatory
response occurring in affected brain regions, and (iv) substantes such as antioxidants,
neuromal calcium channel blockers or antiapoptotic agents that interact with the mechanisms
of B-amyloid-initiated neurotoxicity. The purpose of this study was to investigate inhibitors on
y-Secretase effect of a group of substances on cell expressing APP751 HEK293 cells.
Through specific sites of action of y-Secretase the 3-amyloid protein ELISA Kits it is showed
the inhibitory effect on a group of substances that have the potential y-Secretase inhibitory
function and are synthesized in the Dept. of Organic Chemistry, Chemical Technology and
Metallurgy University under the direction of Prof. L. Vezenkov. Used the following methods:
(i) cell-culturing cells expressing ARR751 HEK293, and (i) ELISA (solid-phase sandwich
enzyme-linked immunosorbentn assay) for human B-amyloid protein. This project has
practical and theoretical focus. Exploring the inhibitory effect of these substances on y-
Secretase will be selected those with high activity as therapeutic agents. Also this study
contributes for full clarification of the function y-Secretase and its specificity on the substrate.

Contract Nr.9/2008 Effects of caffeine in a chronic mild stress model of
depression in mice
LEADING SCIENTIST: Prof. Krassimira Simeonova Yakimova, MD, PhD, DSc,
ORGANIZATION UNIT: Dept. of Pharmacology and Toxicology, Medical Faculty.
RESULTS (abstract):

The present study was carried out to elucidate dose-dependent effects of caffeine on
male ICR mice exposed to unpredictable chronic mild stress (UCMS) as a valid model of
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depression. The UCMS was based on the procedure originally designed by Willner et al.
(1997) and adapted to mice. UCMS-treated group was subjected two times daily for a period
of 5 weeks to one of the following stressors: damp sawdust, cage tilting (45°C), inversion of
light/dark cycle, social stress, one overnight period of limited access to food and water, one
period of continuous overnight illumination. In unstressed mice, caffeine affects an immobility
time in the Forced Swim Test (FST) in a dose-dependent manner (p<0.001). The UCMS
regimen induced a degradation of the state of the fur and a depressive-like effect in FST
(p<0.05). Caffeine (20 and 40 mg/kg, i.p.) appeared to reverse the depressive-like behavior
characterized UCMS-treated mice (p<0.005). We have not shown clear anxiety-like effect of
caffeine in non-stressed ICR mice though the dose of 40 mg/kg exhibited such a tendency.
UCMS can induce depression-like phenotypes without exacerbating anxiety. However,
UCMS-treated mice exposed to the higher dose of caffeine (40 mg/kg) displayed an increase
in the anxiety-like behaviour in the Elevated Plus Maze (EPM) (p<0.05). Caffeine at a dose of
40 mg/kg reversed the UCMS-induced hyperlocomotion expressed by an increase in the total
number of arm entries in UCMS-controls (p<0.05). In nonstressed mice caffeine at doses of 2
and 20 mg/kg increased exploration in the Hole Board (HB) (p<0.05). In contrast, the higher
dose of 40 mg/kg significantly decreased head-dipping counts both in unstressed and UCMS-
treated groups. UCMS induced an increase in nociception in the Writhing Test (WT). The
higher dose of caffeine (40 mg/kg) showed similar effect whereas doses of 2 and 20 mg/kg
caffeine diminished UCMS-induced nociception. The preclinical findings reported here
suggest that caffeine in a dose-dependent manner could modify the behavioural effects of ICR
mice exposed to UCMS model of depression. The present study determined the effects of
caffeine on the core body temperature in rats at ambient temperature of 22 + 1°C. We have
investigated the changes of core body temperature in male Wistar rats after systemic (i.p.)
administration of caffeine on the two experimental animal groups: (1) normal rats; (2) rats
with experimental model of depression. Caffeine in doses of 2, 20 and 40 mg/kg produced a
significant and dose-dependent rice of body temperature in rats from both experimental
groups. The hyperthermic effect in normal rats was observed soon after application of caffeine
and lasted about 90 min. The hyperthermic effect in rats with experimental model of
depression was also observed soon after application of caffeine and lasted about 150 min.
Higher dose of caffeine (100 mg/kg) induced significant hypothermia between 90 and 150 min
in normal rats and hyperthermia between 30 and 60 min in rats with experimental model of
depression.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Nikolov R, J Tchekalarova, D Pechlivanova, L Tantcheva, VV Petkov, K
Yakimova. Effect of caffeine on body temperature of rats in norm and depression.
— Farmacia, 66, 2009, 1 (in press).

e  Pechlivanova D, J Tchekalarova, VV Petkov, L Tantcheva, R Nikolov, K
Yakimova. Dose-dependent effects of caffeine in a chronic mild stress model of
depression in ICR mice. — Comptes rendus de 1I’Academie Bulgare des Sciences,
62, 2009, 6 (in press).

e Stanoceva K, R Nikolov, K Yakimova. Temperature responses after caffeine
administration comparing rats in norm and with a model of depression. —
International Congress of Medical Sciences, Sofia, 7-10 May, 2009, Tribuna
medica, Suppl. 1, 50. (Second price for oral presentation)
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. Pechlivanova D, J Tchekalarova, VV Petkov, R Nikolov, K Yakimova. Dose-
dependent effects of caffeine in a chronic mild stress model of depression in ICR
mice. — 22nd ECNP Congress, 12 - 16 September 2009, Istanbul, Turkey, Abstr.

Contract Nr.39/2008 Spinal glia and neuropathic allodynia and hyperalgesia in

streptozotocin-induced diabetes
LEADING SCIENTIST: Assoc. Prof. Slavina Kirilova Surcheva, MD, PhD
RESEARCH TEAM: L. Surchev, N. Janev, M. Milev, M. Nashar, P. Hubenova, M.
Vlaskovska
ORGANIZATION UNIT: Medical Faculty, Dept. of Pharmacology
RESULTS (abstract):

The experimental protocols were approved by the Ethics Committee of MU, Sofia.
Diabetes was induced in adult male Wistar rats by a single i.p. injection of streptozotocin (70
mg/kg; plasma glucose concentrations >15 mmol/l). Nociceptive thresholds were measured
20-30 days after streptozotocin treatment. Paw pressure, hot plate, plantar heat and von Frey
tests were used to measure nociceptive thresholds. The acute analgesic effects of ketamine (5,
10 and 20 mg/kg, i.p.), dizocilpine (MK-801, 0,1 mg/kg, i.p.) and minocycline (50 mg/kg, i.p.)
were examined. Light and electron microscopy were applied to reveal the glia in spinal cord.
Transversal sections of the lumbar segments of the spinal cord were immunohistochemically
stained to determine glial fibrillary acidic protein (GFAP) expression. Ketamine was effective
against mechanical allodynia. Thermal and mechanical hyperalgesia were reversed in dose-
dependent manner. MK-801 possessed a pronounced activity against mechanical allodynia.
Minocycline was not effective against neuropathic pain in this model under acute application.
Astrocytes were found to be more numerous than in controls both electron microscopically
and by immunofluorescent histochemistry. Possibly astroglia is involved in the neuropathic
pain and NMDA-receptor blockers alleviated it in streptozotocin-induced diabetic rats.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Surcheva S, L Surchev, M Milev, L Kasakov, M Vlaskovska. Possible involvement
of spinal glial cells and glutamatergic transmission in streptozotocin-induced
neuropathic pain in rats. JBCR 2, 2009, Ne 2, nprioxena ciryxeOHa Oenexka.

e  Surcheva S, L Surchev, M Milev, L Kasakov, M. Vlaskovska. Streptozotocin-
induced diabetes neuropathy: glutamatergic transmission and pharmacological
modulation. VI National Congress of Pharmacology, Varna, Bulgaria, 1 - 4
October 2009

e  Surcheva S, L Surchev, M Milev, L Kasakov, M Vlaskovska. Possible involvement
of spinal glial cells and glutamatergic transmission in streptozotocin-induced
neuropathic pain in rats XIX™ National Congress of Anatomy with international
participation
Pleven , Bulgaria 29 — 31 May 2009, p. 105

. Milev M, N Yanev, T Taneva. NMDA-channel blockers and minocycline as
modulators of hyperalgesia and allodynia in rat model of diabetic neuropathy. VIII
Intrnational Congress of Medical Sciences, Sofia, Bulgaria, 7-10 May 2009, p.55.

e  Surcheva S, L Surchev, M Nashar, L Kasakov, M Vlaskovska. NMDA receptor
antagonists attenuate neuropathic symptoms in streptozotocin-induced diabetic
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rats. IV™" National Congress of Neuroscience. Sofia, Bulgaria, 26-27 September
2008, p. 19.

Contract Nr.19/2008 Comparative study on the relative changes in Oxidative
stress markers in rat hippocampus, hypothalamus, brain cortex and blood
plasma in models of diurnal rhythm disturbance with and without prolonged
alcohol intake: correlation with depressive symptoms and modulation with
Vitamin E
LEADING SCIENTIST: Maria Lozanova Valcheva-Traykova, PhD
RESEARCH TEAM:

. Prof. Boyadjieva, Nadka lvanova, MD, PhD, DSc
Varadinova, Miroslava Georgieva, PhD Student
Chadzopoulos, Stamatis-Theodoros, Dimitrious, student
Vangelova, Doreta Valentinova, student
Gancheva Sofiya Maksimova, student

e  Astasidi Liountmila Boris, student
ORGANIZATION UNIT: Dept. of Pharmacology and toxicology, Medical Faculty, Zdrave
2 St., 1431 Sofia
RESULTS (abstract):

Substantially higher Oxidative Stress (OS) levels were found in rat blood plasma,
brain cortex, hippocampus and hypothalamus after prolonged alcohol intake (PAI) combined
with Diurnal Rhythm Disturbance (DRD). The endogenous antioxidant (AO) defense of these
animals was compromised mach stronger than if PAI or DRD applied alone. The negative
effect of PAI and DRD was stronger on the activity of Catalase (CAT) than this on the
Superoxide Dismutase (SOD) activity. Treatment with Trolox lead to a decreased oxidative
stress level in rat blood plasma and brain, and decreases the compromised AOA, but does not
eliminate the negative effects of the OS.

The combination of PAI with DRD lead to depressive symptoms, such as hyperactivity
combined with increased inability to react properly in a shuttle-box experiment. Within each
the PAI and PAD+DRD stress models, the treatment with Trolox helped to reduce
substantially the hyperactivity, and in a less extent - to diminish the inability to react properly
in the shuttle-box experiment. The voluntary alcohol intake of rats living at normal day/night
shift substantially decreased, if the animals were treated with Trolox. Within the groups
exposed to DRD, Trolox intake lead to a modest but statistically significant voluntary alcohol
consumption.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Traykova M., M. Varadinova, N. Boyadjieva, (2009): Effect of insomnia due to
circadian misalignment in combination with chronic alcohol intake on the

Oxidative stress level in the rat brain. ITonrorsena 3a mpencraesie B Neuroscience

Letters.

. Gancheva SM. Free radicals formation in rat blood plasma and hippocampus in a
model of insomnia and prolonged alcohol intake. VIII International Congress of
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Medical Sciences, Sofia, Bulgaria, 07-10 May 2009. Poster 15 - Preclinic. Book of
Abstracts, p. 69

e Astasisi LB. Effects of the alcohol intake and insomnia on the nutritional sttus and
body weight of Wistar rats. VIII International Congress of Medical Sciences,
Sofia, Bulgaria, 07-10 May 2009. Poster 17 - Preclinic. Book of Abstracts, p. 72 —
Second award for a research presentation in the section of Preclinics.

. Vangelova DV. Effects of the alcohol intake and insomnia on the Superoxide
Dismutase activity in rat tissues. VIII International Congress of Medical Sciences,
Sofia, Bulgaria, 07-10 May 2009. Poster 17 - Preclinic. Book of Abstracts, p. 72

. Chadzopoulos SD. Insomnia increases the lipoperoxidation in blood plasma and
brain in rat’s model of prolonged alcohol intake. VIII International Congress of
Medical Sciences, Sofia, Bulgaria, 07-10 May 2009. Poster 22 - Preclinic. Book of
Abstracts, p. 77.

. Traykova ML, N. Boyadjieva. Anioxidant effects of Trolox and Galantamine in rat
model of Diurnal Rhythm Disturbance. VI-th National Congress of Pharmacology,
Varna, Bulgaria, 1-4 October 2009, in press.

. Traykova ML, N Boyadjieva. Effect of Trolox on the Antioxidant enzymes in rat
hypothalamus in a model of prolonged ethanol intake. VI-th National Congress of
Pharmacology, Varna, Bulgaria, 1-4 October 2009, in press.

. Traykova ML, LB Astasidi, N Boyadjieva. Effect of Trolox on body weight,
appetite and nutritional status of rats exposed to ethanol and diurnal rhythm
disturbance. VI-th National Congress of Pharmacology, Varna, Bulgaria, 1-4
October 2009, in press.

. Astasidi LB. Effects of alcohol, Diurnal Rhythm Disturbance and Trolox on the
activity of Xanthine Oxidase in rat brain. 20-th European Students’ Conference,
Berlin, Germany, October 4-7, 2009, oral presentation - submitted.

. Gancheva SM. Effect of Trolox on free-radicals formation in hippocampus of rat
exposed to diurnal rhythm disturbance and alcohol. 20-th European Students’
Conference, Berlin, Germany, October 4-7, 2009, oral presentation - submitted.

. Chatzopoulos SD. Antioxidant effect of water soluble vitamin E in blood plasma
of rats with Diurnal Rhythm Disturbance. 20-th European Students’ Conference,
Berlin, Germany, October 4-7, 2009, oral presentation - submitted.

Contract Nr.32/2008 Diurnal variations in brain excitability of normotensive
and hypertensive rats with kainic acid model of epilepsy
LEADING SCIENTIST: Prof. Dr. Alexander Gueorguiev Stoynev, MD, DSc
RESEARCH TEAM:

e  Biologist Petya Pavlova Markova

. Ressearch Fellow Daniela Marinova Pehlivanova

. Ressearch Fellow Jana Dimitrova Tchekalarova
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Pathophysiology
RESULTS (abstract):

The present work was focused on diurnal rhythms of recurrent spontaneous

seizures (RSS) and behavioural characteristics of Wistar (WIS) and spontaneously
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hypertensive rats (SHRs) during the chronic phase of kainic acid (KA) model of temporal lobe
epilepsy (TLE). Unlike KA-treated WIS rats which were characterized by an enhanced
excitability and progressive increase of both diurnal and nocturnal RSS, in epileptic SHRs the
development of epileptogenesis after status epilepticus (SE) was attenuated as shown in the
tests for hyperexcitability “touch response” and “pick-up” as well as in the frequency of RSS.
However, WIS rats and SHRs had similar latency for appearance of the first RSS. In the
chronic phase of epileptogenesis both strains were characterized by a disturbed motor
coordination in the rotarod test. Diurnal variations in behavioral paradigms studied were
observed predominantly in the control WIS rats and SHRs. Furthermore, control SHRs were
more active as compared to normotensive WIS rats, with peaks in 21:00 and 3:00 h
respectively, in the open field (OF), plus maze (PM) and hole board (HB) tests. Moreover,
they exhibited lower anxiety level compared to WIS rats best shown in the dark phase i.e.
enhanced horizontal activity in the center of the OF, increased number of entries and time
spent in the open arms in the PM, and more numbers of pokes in the holes in the HB. We have
found time-dependent changes in diurnal variations only for epileptic SHRs but not WIS rats
concerning emotional statusq i.e. activity in the central parts, time for grooming in the OF and
in the HB. In contrast, epileptic WIS rats exhibited sustained behaviour typical for the most
recently investigated strains, i.e. locomotor hyperactivity and decreased anxiety level without
interference with diurnal cycles.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Tchekalarova J, D Pechlivanova, P Markova, A Stoynev. Behavioural alterations in
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. Compt.
Rend. Acad. Bulg. Sci. 62(6), 2009: 767-772.

e  Tchekalarova J, D Pechlivanova, P Markova, A Stoynev. Behavioural changes in
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. European
Neuropsychopharmacol, Suppl. 2009 (in press).

e  Tchekalarova J, D Pechlivanova, P Markova, A Stoynev. Behavioural changes in
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. 22nd
ECNP Congress, Istanbul, Turkey, 12-16 September 2009.

Contract Nr.40/2009 Neuropathic allodynia and inflammatory hyperalgesia:
role of sex hormons (17p-estradiol end testosterone) and gender
LEADING SCIENTIST: Prof. Mila Vasileva Vlaskovska, MD, PhD, DSc
RESEARCH TEAM:

e  Slavina Kirilova Surcheva
Nikolay Svetoslavov Yanev
Pavel Tonchev Kraevsky
Milka Asparuhova Nashar
Milko Milev

e  Maria Tzvetkova
ORGANIZATION UNIT: Medical Faculty, MU-Sofia, Dept. Pharmacology and Toxicology
RESULTS (abstract):

Adult Wistar rats (200-250g) were used divided into following treatment groups:

(1) gonadally intact males; (2) castrated males; (3) castrated, treated with testosterone (25
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mg/kg in 5 s. c. injections through 20 days); (4) ovariectomized females; and (5)
ovariectomized, 17-B-estradiol (0.5 mg/kg in 11 s. c. injections through 21 days) treated
females. Chronic constriction injury (CCI) model of peripheral neuropathic pain was induced
by loose ligation of the sciatic nerve. Inflammatory hyperalgesia was induced by intraplantar
injection of 1% carrageenan. Paw edema was determined by plethysmometry. The nociceptive
thresholds were determined by paw pressure (PP), hot plate (HP), plantar heat (PH), dynamic
plantar (von Frey filaments) and incapacitance analgesia tests. 12-15 days following chronic
CCI developed significant allodynia. No statistically significant differences in allodynia
between genders were found. Estradiol decreased responses to tramadol for mechanical
allodynia and hyperalgesia. Gabapentin showed significant efficacy against thermal
hyperalgesia where increased activity in estradiol-treated animals was also observed. Our
results suggest that estradiol could modulate the activity of analgesic drugs in the CCI model
of neuropathic pain.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e N Yanev, S Surcheva, L Kasakov, M Vlaskovska. Experimental models of
neuropathic pain: mechanisms directed pharmacological modulation in male rats.
VI National Congress of Pharmacology, Varna, Bulgaria, 1 - 4 October 2009
e S Surcheva, M Milev, M Nashar, L Kasakov, M Vlaskovska. Mechanisms directed
pharmacological modulation of neuropathic pain in famale rats. VI National
Congress of Pharmacology, Varna, Bulgaria, 1 - 4 October 2009
e S Surcheva, L Surchev, M Nashar, M Vlaskovska, L Kasakov. Neuropathic and
inflammatory pain: the role of gender and sex hormones. VI National Congress of
Pharmacology, Varna, Bulgaria, 1 - 4 October 2009
e S Surcheva, N Yanev, L Surchev, M Milev, L Kasakov, M Vlaskovska. Male
castrated rats with neuropathic pain: behavioural and morphological correlates.
XIX™ National Congress of Anatomy with international participation. Pleven,
Bulgaria 29 — 31 May 2009, Abstract book, p. 103
e S Surcheva, M Nashar, L Surchev, L Kasakov, M Vlaskovska. Female castrated
rats with neuropathic pain: behavioural and morphological correlates. XIX™
National Congress of Anatomy with international participation. Pleven, Bulgaria
29 — 31 May 2009, Abstract book, p. 104
. M Vlaskovska, S Surcheva, M Nashar, L Surchev, L Kasakov. Sex-specific
modulation of neuropathic pain sensitivity: pharmacological and morphological
studies. 6™ Congress of the European Federation of IASP Chapters (EFIC), Lisbon,
Portugal, September 9-12, 2009.
e S Surcheva, N Yanev, N Surchev, L Kasakov, M Vlaskovska. Sex-specific
modulation of drug-induced analgesia in neuropathic pain 6" Congress of the
European Federation of IASP Chapters (EFIC), Lisbon, Portugal, September 9-12,
2009.
e  Milev M, N Yaev, L Laleva. Effects of androgens on neuropathic pain sensitivity
and drug-induced analgesia in male rats. VIII International Congress of Medical
Sciences, Sofia, Bulgaria, 7-10 May 2009, Abstract book, p. 47.
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Contract Nr.38/2008 Comparative histochemical and MRI study of
degenerative diseases in human intervertebral discs
LEADING SCIENTIST: Dr. Boycho Vasilev Landzhov, MD, PhD
RESEARCH TEAM:

e Prof. Vladimir Atanasov Ovtscharoff

. Ivelina Milcheva Choneva, PhD student

. Rumiana Tzvetanova Tzvetkova, student
ORGANIZATION UNIT: MU-Sofia, Faculty of Medicine, Dept. of Anatomy & Hystology
RESULTS (abstract):

Degenerative diseases of intervertebral discs showed different MRI findings in
young and older individuals. They were appearing after second decade of the live.
Histochemical study showed increasing in the number of NADPH-d reactivity cells. We
established ridiculer symptoms in young individuals often. MRI findings were related with
losing of water content of I\VD, protrusion without extrusion and spinal stenosis.of NADPH-d
reactivity cells. After 5th decade of life we observed osteophytes, hypertrophy of yellow
ligaments, disc protrusions stenosis and clinical findings related to the comprimation of dural
sac, cauda equina and bilateral recessual stenosis. MRI on patients with heavily disc
degeneration with para — and quadriparesis showed osteohondrosis with osteophytes upon the
vertebral body, ossification and hypertrophy of longitudinal ligaments, dehydratation of 1VD,
protrusion on each level of lumbar spine, Modic Il changes, stenosis and comprimation of
dural sac. By histochemical study was demonstrated increasing in quantity of NADPH-d
reactivity cells. The results suggest that quantity of NADPH-d-reactivity cells depends of
ageing. Correlation is clear that have a conection between NADPH-d, clinical findings and
MRI-tudy.osisac and radix damage. between NADPH-d cells, clinical findings, MRI-study
and disc degeneration are clear. The quantity of NADPH-d-reactivity cells depends on degree
of disc herniation. The most changes observed after five decade of live. The increase of
clinical complaints and disc herniation was parallel to NADPH-d reactivity cells number. The
study demonstratesve decade of live. egree of disc herniation. differences between the number
of positive cells in different parts of the disc.

Contract Nr.16/2008 In silico identification of parasite and fungal immunogens
LEADING SCIENTIST: Asoc. Prof. Irini Atanas Doytchinova, DSc,

ORGANIZATION UNIT: Dept. of Chemistry, Faculty of Pharmacy, Dunav 2 st., 1000 Sofia
RESULTS (abstract):

In silico genome analysis enables systematic identification of potential antigens
within pathogen. Of primary importance is the accuracy of computer algorithms used for
antigen prediction. Most bioinformatics tools are based on sequence alignment and are not
able to predict truly novel antigenic proteins which lack similarity to existing antigens or
which encode antigenicity in a cryptic manner. To surmount such obstacles, we have recently
developed an alignment-free approach to in silico antigen identification, based on the auto
cross covariance (ACC) transformation of protein sequences into uniform vectors of principal
amino acid properties. Here, we apply this approach to finding parasite and fungal
immunoprotective antigens. The models derived in this study demonstrate good predictive
ability with 78% to 97% accuracy under internal cross validation in 7 groups. Under external
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validation, they gave 69% sensitivity ranking the true immunoprotective proteins in the first
25% of their proteomes.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Doytchinova 1A, DR Flower. Bioinformatic approach for identifying parasite and
fungal candidate subunit vaccines. The Open Vaccine Journal 1, 2008, 22-26.
. Doytchinova 1A, DR Flower. Vaxilen — a server for in silico prediction of
immunoprotective proteins. 17" European Symposium on QSAR in “omics” and
Systems biology, Uppsala, Sweden, 21 — 26 September 2008

Contract Nr.45/2008 Expression profile of immune response factors in patients
with asthma bronchiale

LEADING SCIENTIST: Assist. Prof. Savina Petrova Hadjidekova, MD
RESEARCH TEAM:
. Assist. Prof. Ivanka Istalianova Dimova, MD, PhD,
e  Assya Stefanova Gladilova, MD, Pediatric clinic, National Cardiologic
Hospital

. Assist. Prof. Elitza Chavdarova Betcheva, MD,

e  Adelina Goranova Yosifova, biologist

e  Prof. Draga lvanova Toncheva, MD, DSc, Dept. of Medical Genetics
ORGANIZATION UNIT: MU-Sofia, Medical Faculty, Dept. of Medical Genetics
RESULTS (abstract):

The combine expression of 84 genes, encoding many important immunological
molecules including interleukins, chemokines, receptors, and lymphocytic activation markers
was investigated in 14 patients with asthma against 10 healthy people. Total RNA was
extracted from peripheral blood and converted to cDNA. QRT-PCR was performed using the
RT2 Profiler™ PCR array from SuperArray. RT? Profiler™ PCR arrays are designed for
relative quantitative QRT-PCR based on SybrGreen detection and performed on a one
sample/one plate 96-well format using primers for a preset list of genes corresponding to a
particular biological pathway. We have used the Human Inflammatory Cytokines & Receptors
PCR Array (PAHs-011). Our results showed that almost all of the genes was upregulated in
the patients. We found 7 upregulated genes (CCL13, CCL23, CXCI5, CXCI9, CARD18, IL9,
SCYEL) in the group with moderate persistent asthma against the control-, mild persistent
asthma- and mild intermittent asthma group. CXCI9 is with unknown function and could be
potential candidate gene for the disease. Future functional studies could provide information
about the role of CXCI9 in asthma’s etiopathogenesis. We suggest that the combined
upregulation of the 7 genes could serve as a biomarker for definition of disease subphenotypes
and asthma exacerbation.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Gladilova AS, SP Hadjidekova, ID Dimova, BB Rukova, DI Toncheva. The
combined upregulation of CCL13, CCL23, CXCI5, CXCI9, CARD18, IL9, SCYE1
could serve as a potential biomarker for the moderate persistent asthma. (article is
being prepared for publication)
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Contract Nr.36/2008 Significance of beta - catenin (CTNNB1) mutational
analysis in patients with endometrial cancer
LEADING SCIENTIST: Prof. Vanio lvanov Mitev, MD, PhD, DSc
RESEARCH TEAM:
. Darina Veselinova Konstantinova
Radka Petrova Kaneva
Atanaska Velichkova Mitkova,
Rumen Georgiev Dimitrov, UH "Maichin Dom"
Eliza Ivanova Tiufektchieva, UH "Maichin Dom"
e  Sashka lvanova Pajcheva, UH "Aleksandrovska"

ORGANIZATION UNIT: Dept. of Medicinal chemistry and biochemistry, Medical Faculty
RESULTS (abstract):

The present study has evaluated the mutational frequency of the beta-catenin gene
in a large study sample comprised of 115 endometrial tumors. It has also included 8
endometrial hyperplastic lesions. Exon 3 of the gene was PCR - amplified and directly
sequenced for all samples. The mutational frequency we found was 15.6%, which correlated
with findidngs based on large cohorts from other populations. Mutations were not present in
hyperplastic lesions, suggesting their specific distribution in neoplastic tissue. Patient age at
diagnosis did not differ among muation carriers and noncarriers. The former showed average
age at diagnosis - 59.7 years and the latter - 63.2 years. Mutations were not found among type
Il tumors, which was in line with previous findings. In conclusion, mutations in the f—catenin
gene are a relatively common event in endometrial cancer and in particular in type I tumors.
Their significance for endometrial hyperplasia remains to be determined.

Contract Nr.26/2008 Study of the role of polymorphisms in tumor necrosis
factor - (TNF-a) gene for the pathology of dermatomyositis in the Bulgarian
population

LEADING SCIENTIST: Assis. Prof. Ljubomir Assenov Dourmishev, PhD, Clinic of

Dermatology and Venerology, UH “Alexandrovska”
RESEARCH TEAM:

e Prof. lvo Marinov Kremenski, MD, PhD, National Genetics Laboratory, UH
“Maichin dom”

e Prof. Nickolay Konstantinov Tzankov, PhD, Dept. of Dermatology and Venerology

e Assis. Prof. Radka Petrova Kaneva, PhD, Dept. of Medical Chemistry and
Biochemistry

®  Zornitsa Gancheva kamenarska, PhD, pharmacist, MMC
® Radoslava Boyanova Sarueva, PhD, molecular biologist, MMC

e Stanislava lvanova Dimitrova, MSc, lab. technician, MMC
ORGANIZATION UNIT: Dept. of Dermatology and Venerology, UH “ALexandrovska”
RESULTS (abstract):
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This was a case-control study aiming to investigate the association of six
polymorphisms in the TNF-a. gene (-238G/A, -308G/A, -857C/T, -863C/A, -1031T/C u
+489G/A) with the etiology of adult dermatomyositis in Bulgarian patients. The cohort
consisted of 23 patients with adult dermatomyositis, 15 with system lupus erythematosus and
41 healthy unrelated controls who matched the patients on terms of age, gender and ethnicity.
The polymorphisms were determined by RFLP analysis. Due to the small number of the
patients none of the polymorphisms analyzed reached statistical significance but the TNF-a -
1031C/C genotype showed a tendency for association with dermatomyositis [p 0.125, OR 4.0
Cl 0.34-46.68] and the system lupus erythematosus [p 0.068, OR 6.3, Cl 0.52-75.34]. The
frequency of the TNF-a 238 A happened to be very low in the Bulgarian population. From all
the people investigated (ill and healthy controls) only one patient with system lupus
erythematosus turned out to carry the A allele. The TNF-a -857 G/G genotype [p 0.015, OR
6.19, Cl 1.24-30.96] and the TNF-a -857 G allele [p 0.021, OR 4.82, Cl 1.06-22.0], as well as
the TNF-a +489 G/G genotype [p 0.049, OR 3.8, Cl 0.93-15.53] and the TNF-a +489 G allele
[p 0.059, OR 3.1 CI 0.85-11.28] showed tendency for association with system lupus
erythematosus but not with adult dermatomyositis.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e Dourmishev LA, Dourmishev AL. Dermatomyositis: Advances in Recognition,

Understanding and Management; Springer-Verlag Berlin and Heidelberg, 2009,

XVII, 354 p. ISBN: 978-3-540-79312-0 (monograph)

e Dourmishev LA. Dermatomyositis: update 2009. 10™ International Congress of

Dermatology, Prague May 20-24, 2009 (invited speaker’s plenary lecture).

e  Dourmishev LA. Idiopathic inflammatory myopathies: classification and
assessment of the cutaneous manifestations. IV Congress of Dermatovenerologists

of Macedonia with International Participation, Ohrid, Macedonia, September 23-

26, 2009 (lecture).

Contract Nr.23/2008 Molecular-biological DNA method introduced for
diagnostics of Huntington Chorea in Bulgaria

LEADING SCIENTIST: Assist. Prof. Bilyana Georgieva Georgieva, PhD
RESEARCH TEAM:

e  Prof. Vanyo Ivanov Mitev, MD, PhD, DSc

e Assist. Prof. Albena Parvanova Todorova, PhD

. Tihomir Parvanov Todorov, PhD student;

. Borislava Mincheva Taleva, MSc in biochemistry; Specialist in biology
ORGANIZATION UNIT: Faculty, Dept. of Medical Chemistry and Biochemistry, 2 Zdrave
Street, Sofia 1431
RESULTS (abstract):

In the present project we introduced successfully DNA methods for diagnostics of
Huntington chorea (HD) in Bulgaria. HD is an autosomal dominant progressive
neurodegenerative disease associated with choreic movements, motor and psychiatric
disturbances, and dementia. HD is due to an expansion of a (CAG)n (polyglutamine repeat) in
exon 1 ot IT15 (HTT) gene. In normal individuals the number of (CAG)n repeat ranges from
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10 to 35. The pathological number of the CAG triplet is larger than 36 repeats with different
penetrance. The introduced method is based on a PCR protocol performed in a high betaine
concentration, which permits precise amplification of the (CAG)n repeat. The PCR products
were controlled by separation in agarose gel electrophoresis and visualized by ethidium
bromide staining. The size of the (CAG)n repeats was measured precisely by Southern blot
transfer of the PCR products and hybridisation with DIG-labeled (CAG)s-probe or by
capillary electrophoretic separation of the PCR products on automated sequencer. Using this
diagnostic approach in 7 unrelated HD Bulgarian families, 8 affected individuals were
genetically proved to have HD, in one case the HD was excluded and 5 unaffected individuals
were proved to be non carriers of the pathological expansion. By the introduced diagnostic
method, the diagnosis of HD can be performed fast, cheap, easy and precise, which permits an
adequate genetic counselling and prophylaxis of the disease in HD families.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. T Todorov, A Todorova, B Georgieva, V Mitev. A unified rapid PCR method for
detection of normal and expanded trinucleotide alleles of CAG repeats in
Huntington Chorea and CGG repeats in Fragile X syndrome. Genetics and
Molecular Biology, 2009, submitted

e A Todorova, T Todorov, B Georgieva, A Kirov, L Angelova, S Kalenderova, V
Mitev.

PCR of (CAG)n repeats in Bulgarian Huntington chorea patients. Presentation
Number: P12.090. European Human Genetics Conference, May 23-26, 2009 - ACV, Vienna,
Awstria. Eur J Hum Genet, 2009,17(Supl 1):pp328-329.

Contract Nr.15/2008 Analisis of large genomic deletions, insertions and
rearangements in MLH1 and MSH2 genes in bulgarian patients with
colorectal cancer
LEADING SCIENTIST: Assist. Prof. Radka Petrova Kaneva, PhD
RESEARCH TEAM:
. Prof. Ivo Marinov Kremensky, MD, PhD, National Genetic Laboratory, UHOG
. Assist. Prof. Atanaska Velichkova Mitkova, PhD, MMC
. Tania Kirilova Kadiyska, PhD, Molecular biologist, ELTA'90M
. Darina Veselinova Kostantinova, MSs, PhD student, Dept. of Chemistry and
biochemistry
. Prof. Damian Nikolov Damianov, MD, PhD, Clinical Center of Gastroenterology,
Surgery Clinic, UH “Quinn Giovanna”
. Emil Kostadinov Vulchev, MD, PhD student, Clinical Center of Gastroenterology,
Surgery Clinic, UH “Quinn Giovanna”
. Asoc. Prof.Tatiana Ivanova Vlaykova, MD, PhD, Dept. of Chemistry and
Biochemistry, Faculty of Medicine, Trakia University, Stara Zagora
. Asoc. Prof.Maia Vladova Galobova, PhD, Dept. of General and Clinical Pathology,
Faculty of Medicine, Trakia University, Stara Zagora
ORGANIZATION UNIT: Medical Faculty, Dept. of “Obstetrics and Gynaecology”, UH of
Obstetrics and Gynaecology, MU - Sofia, NGL, MMC
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RESULTS (abstract):

It has been established that large deletions, insertions and genomic rearrangements
of one or more exons in MLH1 and MSH2 genes cause significant number of HNPCC cases.
In the present study we performed MLPA analysis of large genomic MLH1/MSH2 alterations
in 38 Bulgarian patients with CRC (colorectal cancer), in which neither epigenetic changes
nor mutations were found by traditional screening methods. The frequency of the large
genomic alterations was 15.8%, which was in consistency with previous studies in other
populations. Three deletions were found in MLH1 (7.8%): del MLH1 ex 7 in a patient from
family with Lynch syndrome; del MLH1 ex 9-14 and del MLH1 ex 2 in two females with both
sporadic CRC and early onset, respectively. The observed genomic alterations in MSH2 were
two (7.8%): dup MSH2 ex 9 in two patients from different HNPCC families and del MSH2
ex 3 in one patient with sporadic CRC. All cases with deletions/duplications correlated with
high microsatellite instability. In conclusion, combination of MLPA with the conventional
methods for mutation screening will assist the discovery of all spectra of mutations not only in
CRC patients, but in patients with other genetic diseases in the Bulgarian population.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Vlaykova T et al. (2009) DNA mismatch repair system in sporadic colorectal
cancer. Scientific conference with an international participation “Stara Zagora-

2009”, Stara Zagora, Book with reports, 8:320-327.

e  Mitkova, AV et al. Microsatellite instability and promotor hypermethylation of

MLH1 and MSH2 in Bulgarian patients with sporadic colorectal cancer. European

J. Human Genet. 2008;16(2): 193.

Contract Nr.28/2008 Microstructural genomic imbalances in patients with
idiopathic mental retardation
LEADING SCIENTIST: Prof. Draga lvanova Toncheva, MD, DSc
RESEARCH TEAM:
e  Assist. Prof. Radoslava Vasileva Vazharova, MD
e Assist. Prof. Ivanka Istalianova Dimova, MD, PhD
e  Assist. Prof. Savina Petrova Hadjidekova, MD
e Assoc. Prof. Radka Stefanova Tincheva, MD, PhD, Section of Clinical Genetics,
Clinic of Endocrinology, Diabetes and Genetics, UH “Queen Evdokia”
e  Assist. Prof. Daniela Mircheva Avdjieva, MD, Section of Clinical Genetics, Clinic
of Endocrinology, Diabetes and Genetics, UH “Queen Evdokia”
e Assoc. Prof. Sylvia Asenova Shopova, UH “Aleksandrovska”, Dept. Of Pediatrics
ORGANIZATION UNIT: Medical faculty, Dept. of Medical Genetics
RESULTS (abstract):

Ten patients with developmental delay (DD)/ congenital malformation
(CM)/Mental retardation (MR) of unknown etiology were selected for high-resolution array-
CGH screening for genomic imbalances. We have used genomic array CytoChip (BlueGnome,
Cambridge, UK), covering the entire genome at a median 565Kb, a resolution optimized to
detect pathogenic imbalances while minimizing polymorphisms. A second method - FISH
with BAC clone — was performed on interphase and metaphase from cultured lymphocytes for
accurate confirmation of CytoChip result. Array-CGH revealed chromosome micro
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imbalances in 5 patients from the study group. In the first case a de novo cryptic deletion of
(9)(p24.2;p23) and amplification of (8)(g24.22;924.3) regions were found in six months old
boy with severe DD and dysmorphic features. FISH experiment with BAC clone confirms the
CytoChip result. The second case showed amplification of (1)(q42.3;944) and deletion of
(6)(925;027) regions in a girl with DD and CM. In the third case we found a 2,2 Mb deletion
of (18)(p11.22;p11.21) and amplification of 6q16.1 region in a boy with dismorphic features
and DD. The fourth patients showed 1,362 Mb amplification encompassing 16p11.2 — region
and in the last patient we found 639,2 Kb deletion in14g23.3. Our results indicate that array-
CGH is a powerful tool to detect sub-microscopic pathogenic imbalances in patients with
idiopathic DD/CM; illustrate the ability of this methodology to interrogate many regions in
one assay; demonstrates the possibility of establishing phenotype/genotype correlations and
identification of candidate genes related to CM.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

Hadjidekova SP et al. De novo partial monosomy 9p del(p24.2;p23) and partial

trisomy 8q dup(gq24.22;q24.3) revealed with array based comparative genomic

hybridization. Prepared for submitting for publication..

e  Hadjidekova SP et al. Genome-wide array-CGH screening in a patient with severe
developmental delay and congenital abnormalities. Bulgarian-Japanese
Symposium. Genomics and Proteomics in Personalized Medicine. Sofia, Bulgaria,
March 19-20, 2009. 39 -39

e  Hadjidekova SP et al. Detection of pathologic cryptic chromosomal imbalances by
array- cgh in two patients with developmental delay and congenital malformation.
8th Balkan Meeting on Human Genetics. Cavtat- Dubrovnik, Croatia, May 14-17,
2009. 84-85

. Hadjidekova SP, Avdjieva—Tzavella DM et al. Array CGH identified rare
chromosomal micro-imbalances in three patients with congenital malformations
and mental retardation. 4th Eastern European Conference for Rare Diseases and
Orphan Drugs “Together for Integrative Approach to Rare Diseases”. 13-14 june
2009 Plovdiv, Bulgaria.

Contract Nr.24/2008 MLPA analysis for detection of large deletions and
duplications in the dystrophin gene. Screening in a group of Bulgarian
Duchenne/Becker muscular dystrophy patients
LEADING SCIENTIST: Assist. Prof. Albena Parvanova Todorova, PhD
RESEARCH TEAM:
e Prof. Vanyo Ivanov Mitev, MD, PhD, DSc
e  Bilyana Georgieva Georgieva, PhD, Dept. of Medical Chemistry and Biochemistry
e  Tihomir Parvanov Todorov, PhD student, Dept. of Medical Chemistry and
Biochemistry
ORGANIZATION UNIT: Medical Faculty, Dept. of Medical Chemistry and Biochemistry, 2
Zdrave Street, Sofia 1431
RESULTS (abstract):
In the present project, 24 unrelated Duchenne/Becker muscular dystrophy
(DMD/BMD) families (including 3 with no index patient) were tested by MLPA (Multiplex
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Ligation-dependent Probe Amplification) analysis. This method permits detection of large
deletions/duplications along the dystrophin gene — the most frequent genetic cause of
DMD/BMD. According to the clinical severity, the analyzed 21 affected boys were classified
as: 17 DMD, 3 BMD, 1 IMD (intermediate muscular dystrophy). In addition, 25 females from
families at risk were also tested for carrier status determination. In 3 families tested negative
by MLPA, direct sequencing of the dystrophin gene was performed. Mutations were found in
23 of the 24 tested families (95.8%): 16 deletions (69.6%), 5 duplications (21.7%), 2 point
mutations (8,7%) (one of which unpublished in the literature). In one patient (4.2%) no
mutations were detected along the dystrophin gene. In all three families with no index patient,
the investigation was performed on dead patients’ mothers and deletions were identified.

From 25 females at risk, directly analyzed by MLPA, 15 were determined as being carriers
and 10 - noncarriers of particular molecular defect. Our study proved that the combination of
MLPA analysis with direct sequencing permits clarification of the genetic defect in more than
95% of DMD/BMD cases. These methods could be used also for a direct determination of the
carrier status in females, as well as for diagnostics in families were the index patient is no
longer available. Using this approach, a large group of Bulgarian patients is prepared for
adequate gene therapy in future.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Todorova A, Todorov T, Georgieva B, Lukova M, Guergueltcheva V, Kremensky
I, Mitev V.

MLPA analysis/complete sequencing of the DMD gene in a group of Bulgarian
Duchenne/Becker muscular dystrophy patients.
Neuromuscul. Disord. 2008;18(8):667-70.

e  Todorova A, Guergueltcheva V, Genova J, Mihaylova V, Todorov T, Tchamova T,
Georgieva B, Kremensky I, Tournev | and Mitev V. Molecular diagnostics of
Bulgarian Duchenne/Becker muscular dystrophy patients by MLPA/direct
sequencing. Preparation for gene therapy. Balkan Journal of Medical Genetics,
submitted.

e GenovaJ, Todorova A, Todorov T, Tournev |, Guerguelcheva V, Mihaylova V,
Kremensky I, Mitev V. (2009). Molecular diagnostic of Duchenne/Becker
muscular dystrophy in Bulgaria preparation for gene therapy by MLPA analysis,
Paediatria Croatica, 2009, 53 (suppl 2) MBB-89, 64. 8" Balkan Meeting on
Human Genetics, May 14-17, 2009, Cavtat-Dubrovnik, Croatia.

Contract Nr.14/2009 Frequency and characteristics of WT1 mutations in
Bulgarian steroid-resistant nephritic syndrome patients
LEADING SCIENTIST: Olga Jivanova Beltcheva, PhD
RESEARCH TEAM:
e Assist. Prof. Anelia Hristova Boueva, MD, PhD, Clinic of Paediatric Nephrology
e Stanislava Ivanova Dimitrova, MSc, MMC
e  Prof. Emil Georgiev Simeonov, MD, PhD, Paediatrics Clinics
e Prof. lvo Marinov Kremenski, MD, PhD, National Genetics Laboratory, SBALAG
“Maichin dom” / MMC
ORGANIZATION UNIT: MMC, Medical Faculty, MU-Sofia
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RESULTS (abstract):

SRNS (steroid-resistant nephritic syndrome) is a devastating type of nephritic
syndrome, where patients fail to respond to steroid treatment. These limitations posed on the
therapy lead to high prevalence of complications and end-stage renal failure in the patients.
This, in turn, explains the scientific interest in better understanding the genetic background of
SRNS. The present project is the first in Bulgaria aiming to determine the role of WT1 in the
pathology of this disease. Fourteen SRNS patients, which have initially undergone NPHS2
mutation tests, were recruited. All WT1 exons and exon/intron boundaries were sequenced for
each child. In one case a heterozygous C1184T change in exon 9 was found. This is a novel
genetic variant leading to Ser395Tyr substitution on protein level. The amino acid change
affects an evolutionary conserved and functionally essential domain of WT1. The C1184T
substitution was not found in more than 40 healthy chromosomes, which allowed us to
conclude that it is most likely a dominant disease causing variant. The exact effect of
Ser395Tyr on the role of WT1 for renal cells development and differentiation need to be
further elucidated through computer modeling and functional studies.

Contract Nr.34/2008 Screen analysis of amino acids and polyamines in plasma
and urine samples for early diagnosis of Gyrate atrophy
LEADING SCIENTIST: Stefan Svetozarov Petrov
RESEARCH TEAM:

e  Prof. Vanio Ivanon Mitev, MD, PhD, DSc, Dept. of Medical chemistry and

biochemistry

e  Lyudmila Vladimirova Mateva, Dept. of Medical chemistry and biochemistry
ORGANIZATION UNIT: MU, Dept. of Medical chemistry and biochemistry, Zdrave str. 2,
1431, Sofia
RESULTS (abstract):

We describe a new and sensitive HPLC method with fluorescent detection for
simultaneous analysis of plasma and urine free amino acids and polyamines without prior
treatment procedures via precolumn derivatization with Fmoc-Cl. The separation gradient was
75 minutes. The results showed good linearity across the calibration range 0.05-20 M and
linearity coefficient r? higher than 0.95, The LOQ was in range 333-1300 fmol and LOD 98-
390 fmol of these analytes per injection 20 microlitres. The reproducibility of the method for
the analyzed samples, expressed as R.S.D. was from 1.33 to 4.89 %. 2-amino heptanoic acid
was used as internal standard.

Contract Nr.33/2009 Measurement of plasma and urinary levels of
normetanephrine and metanephrine as a highly sensitive test for detecting of
predisposition to pheochromocytoma in patients with von Hippel-Lindau
disease and MEN syndrome

LEADING SCIENTIST: Lyudmila Vladimirova Mateva
RESEARCH TEAM:
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. Prof. Vanio Ivanon Mitev, MD, PhD, DSc

e Assist. Prof. Stafan Svetozarov Petrov
ORGANIZATION UNIT: MU, Dept. of Medical chemistry and biochemistry
RESULTS (abstract):

The catecholamines and metanephrines play an important role in information
transmission and regulation of metabolism in the body. Quantitative analysis of
catecholamines and metanephrines is diagnostically important in a number of autonomic
disorders such as hypertension, pheochromocytoma, von Hippel-Lindau (VHL) disease,
multiple endocrine neoplasia type 2 (MEN 2), neuroblastoma, Parkinson’s disease, Alzheimer
etc. We report the use of liquid chromatography with fluorescence detection to determine
plasma and urinary concentrations of catecholamines and metanephrines. Plasma and urinary
catecholamines and metanephrines in normal volunteers were compared with concentrations
in patients with pheochromocytoma, VHL disease, MEN 2.

Agreement Ne5/2008 to Contract Nr.4/2007 Cytoskeleton changes in the
mucous stomach epithelial cells in result of Helicobacter pylori intervention
LEADING SCIENTIST: Assoc. Prof. Zoya A. Spassova, PhD
RESEARCH TEAM:

e Assoc. Prof. Vassil D Dontchev, PhD

e  Assoc. Prof. L Boyanova, PhD
ORGANIZATION UNIT: Gastroenterology clinic, “St Rilski” Hospital; MU - Sofia
RESULTS (abstract):

Helicobacter pylori infection was detected in 19 patients (39 %) (49 people in
total). In all the rest (30 patients) H. pylori were not established with applied diagnostic tests
(quick urease test and culturing). On sections prepared from gastric mucosa biopsy specimens
and stained with FITC according to the protocol we established the following: In patients
without Helicobacter pylori infection the actin molecules in the epithelial cells was distributed
mainly below the cell membrane. In most of the slides the actin distribution was not uniform.
The most prominent was the reaction on the basal portion (membrane, segment) of the
epithelial cell. Close to the lateral sides, reaction was usually moderate and around the apical
part of the cell least amount of F- actin was observed. On slides from patients with H. pylori
infection, after anti Cag A antibody application we visualized Cag A positive bactaria, as well
as anti- Cag positive complexes in the epithelial cells. In the epithelial cells from patients with
H. p. infection we found actin accumulation predominantly on(in) the lateral and the basal
wall of the cell, with diminution to complete disappearance on the apical part of the cell. After
application of anti Cag A antibody, we established that the antigen/ antibody complexes were
distributed on the lateral and mainly on the basal surface of the cellular wall. Cag A positive
bacteria we observed on the surface of the epithelial layer. In patients with H. p. infection, in
the epithelial cells localized close, or may be contacting with positive bacteria, we found
increased amount of F actin, compared with the cells localized far from bacteria. Often
antiVac A/ Vac A complexes we observed close to the cell membranes. In several places we
found specific type of cells resembling a huge vacuoles, with intensive loading of Vac A on
the wall. Usually those formations appear like single structures. On several places we found a
cells with very intensive loading with antiVac A/ Vac A complexes. In these cells, the internal
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space of the cell was also positive for antiVac A/Vac A. Some of the cells localized in the

subepithelial tissue appear also positive to Vac A(were demonstrating vac A activity). In

parallel we founded also increasing of the F-actin on the places were the Vac A was well

loaded.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Spassova Z, Dontchev V, Boyanova L, Malinova L. Cytoskeletal rearrangements

in gastric epithelial cells in patients with H. pylori infection in result of Cag A
activity. Bulgarian Hepatogastroenterology. 2; 2009 ( in press)

Contract Nr.18/2008 Role of neuronal nitric oxide synthase in the regulation of
plasma renin activity and renal excretory function in spontaneously
hypertensive rats
LEADING SCIENTIST: Petya Pavlova Markova
RESEARCH TEAM:
e  Assist. Prof. Rene Dimitrova Mileva-Popova
. Ivan Konstantinov Chakalov, student
. Georgi Stefanov Lyutov, student
ORGANIZATION UNIT: Dept. of Physiology, Medical Faculty, MU-Sofia
RESULTS (abstract):

This study investigated the role of neuronal nitric oxide synthase (nNOS) in the
regulation of plasma renin activity (PRA) and renal excretory function in spontaneously
hypertensive rats (SHR). Experiments were carried out on conscious male normotensive
Wistar rats and on SHR. The urine collection and arterial blood pressure (ABP) registration
were performed during two 40 min periods: control period and during nonselective NOS
inhibition with L-NAME in dose 0.5 mg/kg bolus and 0.05 mg/kg/min, i.v. or selective nNOS
inhibition with 7-Nitroindazole (7-NI) in dose 2 mg/kg/h, i.v. Blood samples needed for
determinations of PRA were collected through arterial catheter at the end of experiments. PRA
was measured by radioimmunoassay kit (DiaSorin) In Wistar rats the selective nNOS as well
as nonselective NOS inhibition lead to decrease of PRA (p<0.01). In contrast to normotensive
rats, in SHR plasma renin activity affects only as a result of selective nNOS inhibition. In
SHR 7-N1 application decreased urine flow rate (p<0.05). The influence of NO, produced by
nNOS, in the regulation of water excretion in SHR may by a result of involving of different
mechanisms responsible for hypertension. The NO, produced mainly by nNOS participated in
the regulation of PRA in SHR.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Lyutov G, | Chakalov. Role of nitric oxide, produced by nNOS in the regulation of

Water and electrolyte excretion in spontaneously hypertensive rats. Pharmacology

online, 2008, No 2, 543-549.

. Mileva R, P Markova, R Girchev. Changes of plasma renin activity after selective
nNOS synthase inhibition in spontaneously hypertensive rats. Trakia Journal of

Sciences (in press)

e  Lyutov G, | Chakalov. Plasma renin activity after selective and nonselective nitric
oxide synthase inhibition in spontaneously hypertensive rats, VIII International
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Congres of Medical Sciences, Sofia, Bulgaria, 7-10.05.2009, Tribuna Medica
2009, Suppl. to issue 1, p.37.

Contract Nr.30/2008 Upgrading, optimization and enlargement of the
evaluation on virulence genes and resistance patterns of helicobacter pylori in
Bulgaria
LEADING SCIENTIST: Assoc. Prof. Dr. Lyudmila Boyanova Georgieva, PhD
RESEARCH TEAM:
e  Assist. Prof. Rumiana Donkova Markovska, PhD, Dept. of Medical Microbiology
e  Assist. Prof. Daniel Valentinov Yordanov, Dept. of Medical Microbiology
e  Galina Miliova Gergova, MD, Dept. of Medical Microbiology
ORGANIZATION UNIT: Medical Faculty of MU-Sofia, Dept. of Medical Microbiology
Zdrave str. 2; 1431 Sofia; Phone: 9172730; 0887739 086
RESULTS (abstract):

Primary H pylori resistamce in Bulgaria was in the range of those in the European
countries but higher to amoxicillin and tetracycline and lower to metronidazole in children.
Primary resistance frequency has increased 1.8 times since 12 years. Uncommon multi-drug
resistance was found in H. pylori from treated and untreated adults and untreated children.
Suspeptibility patterns of H. pylori are already unpredictable and this implies a large use of the
culture to detect the resistance. Routine breakpoint susceptibility testing of H. pylori to
antibacterial agents was involved and showed a good (90.6-98.6%) category agreement
between the BST- and E test- or ADM results. The results of MDDM and the E test showed a
good category agreement (88.8-97.5%) for clarithromycin using erythromycin 15 pg/disk,
amoxicillin using ampicillin 10 pg/disk and tetracycline using tetracycline 30 pg/disk (for the
latter with a breakpoint of <25 mm), that could be of help for the routine diagnostics. The
jhp0917 and jhp0918 were not associated in only about 3% of the strains. The incidence of
dupA in the whole group of patients was 33.1%, and that in the patients with single strain
infections was 31.4%. The incidence of dupA in Bulgaria was lower than that in the USA,
Belgium and Switzerland. No differences in the incidences of dupA were found between
duodenal ulcer patients and the other patients. No association of dupA was found between
with cagA status or vacA sl genotype with sex, and strain resistance to metronidazole or
clarithromycin. It is very interesting, however, that there were differences in the incidences of
dupA —positive strains between the age groups. In the whole group of the evaluated patients
and in those with single strain infections, the incidence of the dupA —positive strains in
children (61.5% and 58.3%, respectively) was higher than that in the patients aged >65 years
(26.7% and 19.2%, respectively). The difference could be explained with a lost of the gene
during the long lasting infection. The use of primers acc. to Broutet et al. (2001) lead to
improvement of the detection of the cagA status in 16.1%, where the status of the gene was
determined as positive instead of false-negative in 9.7%, and the weakly positive results were
confirmed as positive in 6.5% of the strains.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e Boyanova L, Markovska R, Yordanov D, Marina M, Ivanova K, Panayotov S,

Gergova G, Mitov I. High prevalence of virulent Helicobacter pylori strains in

symptomatic Bulgarian patients. Diagn Microbiol Infect Dis. 2009 (in press).
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. Boyanova L. Prevalence of multidrug-resistant Helicobacter pylori in Bulgaria. J.
Med. Microbiol. 2009; 58 (Pt 7): 930-935.

. Boyanova L, VI Panov, D Yordanov, G Gergova, R Markovska, | Mitov.
Evaluation of the extra-gastric localization of Helicobacter pylori. Pediatrics.
2009; XLIX (1): 31-35.

e Boyanova L, Stephanova-Kondratenko M, Mitov |. Anti-Helicobacter pylori
activity of Lactobacillus delbrueckii subsp. bulgaricus strains: preliminary report.
Lett Appl Microbiol. 2009; 48 (5): 579-584.

e  Kamburov V, Boyanova L, Petrova M, Tadjer M, Manova G, Tadjer S, Krastev Z.
Could we assess Helicobacter pylori infection in bloody stomach content? Gl
Endoscopy- standards & innovations. Falk symposium. (p. 45) September 18-19
2008, Maintz, Germany.

e  Boyanova L, R Markovska, D Yordanov, G Gergova, Z Spassova, R Nikolov, L
Davidkov, V Kamburov, C Jelev, N Katsarov, E Lazarova, | Mitov. Virulence
factors in Helicobacter pylori strains and their frequency within symptomatic
patients. 7" National Congress on clinical microbiology and infectology of the
Bulgarian Association of microbiologists. Veliko Turnovo, 8-10 May 2009.

Agreement Ne3/2008 to Contract Nr.22/2007 Evaluation of the risk factors and
at-risk groups for antibacterial resistance and virulence of helicobacter pylori
in Bulgaria
LEADING SCIENTIST: Assoc. Prof. Lyudmila Boyanova Georgieva, PhD
RESEARCH TEAM:
e Assist. Prof. Rumiana Donkoba Markovska, PhD
e  Dr Galina Miliova Gergova, MD
e Assist. Prof. Daniel Valentinov Yordanov
ORGANIZATION UNIT: Medical Faculty, Dept. of Medical Microbiology
RESULTS (abstract):

Rates of primary antibacterial resistance of H. pylori were evaluated in 266 patients
with gastroduodenal diseases who filled the required questionnaires. Resistance to all
antibacterial agents evaluated was detected. The socio-demographic risk factors for primary H.
pylori resistance were evaluated. The risk factors for metronidazole resistance were the non-
ulcer disease and a birthplace in towns. Hospital centre may be a risk factor for clarithromycin
resistance. H. pylori resistance in our country as well as in several other countries worldwide,
becomes less predictable and should be constantly monitored. The knowledge of the risk
factors for H. pylori resistance to antibacterials could facilitate the treatment choice for H.
pylori eradication and the recommendation of culture and susceptibility testing of strains for
patients of the at-risk groups. The PCR results demonstrated a common prevalence of the
virulent allele iceAl (67.6%) and oipA active (functional) status (80.0%), which is worrying
and suggests a high incidence of virulent H. pylori in our country. iceAl was often associated
with other virulence factors of H. pylori, i.e. cagA and vacA s1, as well as with clarithromycin
susceptibility. The oipA gene was in functional status (on status) in 80% of the strains, in 6 of
these strains exhibiting often 6 CT repeats (in 10 cases). The oipA gene was not associated
with the more severe expression of the infection. The high incidence (80%) of strains with
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0ipA gene in the frame suggests a high incidence of virulent H. pylori in our country. The

most common point mutation associated with H. pylori resistance to clarithromycin was

A2143G and, as in the literature data, this mutation was associated with lower MICs of

clarithromycin, whereas the less common A2142G mutation was associated with MICs of

clarithromycin >64 mg/L. Allele-specific PCR and RFLP should be optimized. Further studies
should determine the importance of mixed infections, resistant subpopulations, efflux pumps
and other mutations.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

. Boyanova L, Gergova G, Nikolov R, Davidkov L, Kamburov V, Jelev C, Mitov 1.
Prevalence and evolution of Helicobacter pylori resistance to 6 antibacterial agents over
12 years and correlation between susceptibility testing methods. Diagn Microbiol Infect
Dis. 2008;60(4):409-415.

. Boyanova L, llieva J, Gergova G, Spassova Z, Nikolov R, Davidkov L, Evstatiev I,
Kamburov V, Katsarov N, Mitov I. Evaluation of clinical and socio-demographic risk
factors for antibacterial resistance of Helicobacter pylori in Bulgaria. J. Med. Micrabiol.
2009;58(1):94-100.

e Boyanova L, Gergova G, Jelev C, Lazarova E, Panteleeva E , Yaneva P, | Mitov .
Case reports of Helicobacter pylori infection associated with multi-drug resistant strains
in children. Probl. Inf. Parasit. Dis. 2008;36:16-20.

. Pancheva R, Georgieva M, Boyanova L. Current aspects of Helicobacter pylori
infection in children. Pediatria. 2008; XLVIII (3):17-21.

e  Kamburov V, Boyanova L, Tadjer M, Manova G, Tadjer S, Krastev Z. Helicobacter
pylori and ulcer bleeding- does contents matter? 15th United European Gastroenterology
Week (UEGW), 27-31 October 2007, Paris, France. Gut 2007; 39 (Suppl 1) A97.

e  Kamburov, V, Boyanova L, Tadje, S, Krastev Z. Helicobacter pylori and bleeding ulcer:
the sooner, the better. Bridging meeting of eage and postgraduate course. 20 october-1
November 2008. Targu-Mures, Romania. Clujul Medical 2008; LXXXI, suppl. 2:4.

Contract Nr.20/2008 Synthesis of Novel Coumarin and Hydantoin Derivatives
with Expected Biological Activity
LEADING SCIENTIST: Prof. Ivo Christov lvanov, PhD, DSc
RESEARCH TEAM:
e Prof. Dr. Ilvan Georgiev Pojarliev, DSc, Laboratory of Physical Organic and
Computational Chemistry, Institute of Organic Chemistry, BAS, Sofia, Bulgaria.
e  Associate Prof. Nikolai Damianov Danchev, PhD, Dept. of pharmacology,
pharmacotherapy and toxicology
. Senior Res. Fellow Nikolay Georgiev Vassilev, PhD, Laboratory of NMR
Spectroscopy, Institute of Organic Chemistry, BAS.
e  Senior Res. Fellow Assen Christov Koedjikov, PhD, Institute of Organic
Chemistry, BAS
e Assist. Prof. Violina Trifonova Stoyanova, PhD, Dept. of organic chemistry
e Assist. Prof. Lyubomir Dimitrov Raev, PhD, Dept. of organic chemistry
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e Assist. Prof. Georgi Tsvetanov Momekov, PhD, Dept. of pharmacology,
pharmacotherapy and toxicology
ORGANIZATION UNIT: Dept. of Organic Chemistry, Faculty of Pharmacy
RESULTS (abstract):

Synthesis of N-substituted 4-aminocoumarins. This series has been prepared
according to the method, described earlier by us, from 4-hydroxycoumarin and primary
amines in gl. acetic acid. Suitable solvents, reaction times and other reaction conditions were
examined concerning the reaction with some amino compounds which contain a second
functional group such as hydroxy or amino. Surprisingly, all diamines gave N-acetylation at
the second nitrogen atom as competitive reaction to the expected substitution. Synthesis of N-
mono- and N,N-disubstituted 4-aminocoumarins. All new compounds of this series have been
prepared from 4-chlorocoumarin-3-carbaldehyde with secondary amines. The mechanism of
the isomerization of  N,N-dialkyl-4-aminocoumarin-3-carbaldehydes into  3-
[(dialkylamino)methylene]chromane-2,4-diones has been investigated. It has been found that
moisture traces are essential to catalyze this transformation. Preliminary experiments with
some complex primary amines such as 1-amino-2-propanol, cyclohexylamine, 4-
aminocoumarin and asparagine have also been carried out in order to obtain some novel
polyfunctional compounds. In the reacion of 4-chlorocoumarin-3-carbaldehyde with 6-amino-
1,3-dimethyluracil a tetracyclic heterocyclic product has been isolated which combined two
pharmacophores: the coumarin and the uracil scaffolds. Preparation of 1-alkyl-5,6-
dihydroorotic acids. Alkyldihydroorotic acids have been synthesized in good yields according
to the four-step reaction sequence which was develpoped by the authors. The compounds, thus
obtained, are starting materials for the synthesis of substituted hydantoins. Characterization of
the compounds: Melting points, IR, *H- and **C-NMR spectra (including some modern DEPT
and 2D correlation techniques), elemental analysis. Acute toxicity. Statistical analysis (OECD
Test Guideline 425) has been used for determination of the acute oral toxicity. The LDsg
values (mg/kg body weight) have been obtained for all ten tested compound after
intraperitoneal application on male mice. Comparison of the results for LDs, showed that 1-
methyl-5,6-dihydroorotic acid is the most toxic and the 4-aminocoumarin samples No. 6, 7
and 8 ar less toxic compounds. 1-Furfuryl-5,6-dihydroorotic acid possess moderate toxicity.
Cytotoxic activity. The dihydrorotic acid derivatives are devoid of cytotoxic activity - within
the investigated range of concentrations they failed to induce 50% cell-growth inhibition in
any of the tested cell lines. The series of 4-aminocoumarines with different substitution, exert
antiproliferative activity, under the chosen experimental conditions but in all cell lines the I1Csg
are significantly higher than those of the reference anticancer drug melphalan. The comparison
of the 1Csq values doesn’t allow to define precisely the structure-activity relationships due to
the limited number of compounds and to the somewhat low activity. Compound 9 shows
pronounced activity against HL-60, KE-37, and K-562 cells, with ICs, values, somewhat
lower than those of the preceding series of 4-aminocoumarine derivatives. Both
iminohydantoins IM-1 and IM-3 also exert cytotoxic activity, whereby, despite the similar
ICs values, IM-3 is invariably more active than IM-1. The 24 h treatment of KE-37 cells with
(38) J-31, (3a) St-4a, (3b) Stt-4b, (7) St-6a, (5g) Stt-6b, (3g) Stt-31, IM-3 and 9 leads to
prominent increase of the cellular histone-associated DNA-fragments which is indicative for
induction of programmed cell death.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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. Kadiysky S, S Tikvarski, Zh Georgiev, V Stoyanova, | lvanov. Synthesis and
Characterization of Some N-Substituted 4-Aminocoumarins, Poster, 16th European
Symposium on Organic Chemistry, Prague, July 2009.

Contract Nr.31/2008 Culture identification of periodontopathogens from the
subgingival biofilm in diagnosis and treatment of severe chronic periodontitis
(target antimicrobial therapy and microbiological control of the treatment

effectiveness)
LEADING SCIENTIST: Galina Miliova Gergova, MD
RESEARCH TEAM:
e  Kamen Georgiev Kotsilkov, MD
e Assoc. Prof. Dr Christina Lazarova Popova, MD
e Assoc. Prof. Liudmila Boyanova Georgieva, MD
e Assoc. Prof. Lena Petrova Setchanova, MD
e  Velitchka Teodosieva Dosseva, MD
ORGANIZATION UNIT: Dept. of Microbiology; FDM, Dept. of Periodontology
RESULTS (abstract):

The microbial aetiology of inflammatory periodontal diseases provides the
rationale for the use of antimicrobial medication in periodontal therapy. The evidence for
bacterial specificity in periodontitis has accumulated and strengthened over the past three
decades. The concept of bacterial specificity and the data that the antibiotic agent in vivo can
exceed concentrations necessary to kill or inhibit the pathogen(s) advocate the contemporary
approach of adjunctive antimicrobial periodontal treatment. The present study revealed that
the adjunctive antibiotic treatment could lead to additional effectiveness of the healing of the
periodontal tissues in patients with moderate and severe periodontitis. The target antibiotic
treatment demonstrates considerable better reduction of the distribution of the periodontal
pockets with PD>7mm and almost twice as higher reduction of the attachment loss compared
with the non specific broad- spectrum antimicrobial treatment. The microbiological
identification of the periodontal pathogens in deep periodontal pockets is recommended in
periodontitis patients with moderate and severe periodontitis in order to target the periodontal
treatment and to assure better control of the microbial factor resulting in better reduction of the
pocket depth and higher attachment gain. This approach could assist in achieving stable
periodontal status; limit the requirement of surgical procedures and ensuring better
maintenance of the periodontal health.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

® Kotsilkov K et al. Effectiveness of the target antibiotic administration in the
treatment of the severe chronic periodontitis. Part I — microbiological evaluation.
Journal of IMAB, Annual Proceeding (Scientific Papers) 2009, Book 2, part
Dentistry (Oral and Dental Medicine), 95-101p.
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® Boyanova L et al. Microbiological diagnosis of the severe chronic periodontitis.
Journal of IMAB, Annual Proceeding (Scientific Papers) 2009, Book 2, part
Dentistry (Oral and Dental Medicine), 89 — 94p

® Kotsilkov K et al. Effectiveness of the target antibiotic administration in the
treatment of the severe chronic periodontitis. Part I — microbiological evaluation.
19-th Annual Assembly of IMAB, 7-10May, 2009, Varna, Bulgaria, p. 4.

® Boyanova L et al. Microbiological diagnosis of the severe chronic periodontitis. 19-
th Annual Assembly of IMAB, 7-10 May, 2009, Varna, Bulgaria, p. 3.

Contract Nr.6/2008 Synthesis, physicochemical and pharmacologycal
investigation of ney platinum complexes with potential antitumor activity
LEADING SCIENTIST: Assist. Prof. Adriana Georgieva Bakalova, PhD
RESEARCH TEAM:

. Prof. Margarita Hristova Karaivanova, DSc

e  Assoc. Prof. Darvin Slavchev Ivanov, PhD, Dept. of Chemistry

e  Assist. Prof. Rossen Todorov Buyukliev, PhD, Dept. of Organic Chemistry

e  Assist. Prof. Georgi Zvetanov Momekov, PhD, Dept. of Pharmacology,

Pharmacotherapy and Toxicology

e  Maya Petrova Kavlakova, PhD student, Dept. of Chemistry

. Hristo Plamenov Varbanov, PhD student in Vienna, Austria.
ORGANIZATION UNIT: Faculty of Pharmacy, Dept. of Chemistry
RESULTS (abstract):

Two new organic compounds 3-amino-5-methyl-5-(4-pyridyl)hydantoin(AMPH)
and 3,5-dimethyl-5-(4-pyridyl)hydantoin(DMPH) and seven new Pt(Il) and Pt(IVV) complexes
with the same compounds, used as carrier ligands are synthesized. A new hydantoin derivative
AMPH is synthesized and suitable crystals for X-ray diffraction analysis have been isolated
and its structure was determined. This compound is used as organic carrier ligand in synthesis
of four Pt(ll) and Pt(IV). The geometry of organic ligand and its platinum complexes in gas
phase are defined by quantumchemical approach. The ligand structure is calculated using the
hybrid DFT method and is compared with the data, obtaining by X-ray analysis. The structure
of new platinum complexes is optimized by the same DFT method. Some physicochemical
parameters as dipole moment, HOMO/LUMO energies and ESP charges were calculated. A
new organic compound DMPH is synthesized, which is used as carrier ligand in the synthesis
of three Pt(Il) and Pt(1V) complexes with chloride and iodide anions as leaving groups. Molar
conductivity of new seven platinum complexes is determined. In line with the literature data,
all studied compounds can be regarded as non-electrolytes. All new compounds are
investigated for cytotoxicity in vitro on panel of human tumour cell lines. To determine the
quantity dependence “structure-cytotoxic activity” Free-Wilson method is used. To construct
the model ICs, values, obtained in cell line SKW-3 are utilized. The results show, that the
model has good interpreted ability, but doesn’t have predicted ability.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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. Bakalova AG et al. Novel Pt(I1) and Pt(IV) complexes with 3-amino-5-methyl-5-
(4-pyridyl)-2,4-imidazolidenedione. Synthesis, physicochemical, chemometric and
pharmacological investigation, Inorg. Chim. Acta (in the press).

e  Bakalova AG et al. New platinum complexes with 5-methyl-5(4-pyridyl)hydantoin
and its 3-methyl derivatives. Synthesis, characterization and invitro cytotoxic
activity. Quantitative structure-activity relationships, European Journal of
Medicinal Chemistry (prepare for the press).

e  The student Hristo Varbanov takes part in Student’s scientific session for students
and PhD 2008 /November, 2008/ in Sofia, Bulgaria with plenary lecture on the
theme: ,,Synthesis, chemometric and pharmacological investigation of new
platinum and palladium complexes with 5-methyl-5-(4-pyridyl)hydantoin and its
derivatives”.

. One part of the obtained investigations is included in a diploma of Hristo
Plamenov Varbanov on the theme: ,,Synthesis, chemometric and pharmacological
investigation of new platinum and palladium complexes with 5-methyl-5-(4-
pyridyl)hydantoin and its derivatives”.With this diploma - pharmacist Hristo
Varbanov win a First prize in the competition “Shimadzu” of the Union of the
chemists in Bulgaria for 2008 year.

Nowadays pharmacist Hristo Plamenov Varbanov takes doctors degree in B.
Keppler’s group in the Vienna University, Austria.

Contract Nr.7/2008 Synthesis and characterization of new derivatives of
hydrazones and their metal complexes as potential anti-tumor agents.
Pharmacological investigation of the new compounds
LEADING SCIENTIST: Assoc. Prof. Darvin Slavchev lvanov, PhD, Dept. of Chemistry,
Faculty of Pharmacy
RESEARCH TEAM:

e  Assist. Prof. Boriana Ivanova Nikolova-Mladenova, MSci, Dept. of Chemistry,

Faculty of Pharmacy

. Assist. Prof. Georgi Tsvetanov Momekov, PhD, Dept. of Pharmacology and
toxicology, Faculty of Pharmacy
ORGANIZATION UNIT: Dept. of Chemistry, Faculty of Pharmacy
RESULTS (abstract):

Two new hydrazones — 3-methoxy-salicylaldehydebenzoylhydrazone and 3-
methoxy-salicylaldehyde-4-hydroxybenzoylhydrazone and new complexes of 3-methoxy-
salicylaldehydebenzoylhydrazone with Zn(I1), Co(ll), Ni(ll) ) and Cu(ll) were synthesized.
The chemical structure of the compounds was determined by elemental analysis, UV-VIS, IR
and NMR-spectroscopy. The structures and the chemical bonds of the obtained complexes
were interpreted on the basis of a comparison of their spectral data with those of the free
ligand. All these analyses suggest that 3-methoxy-salicylaldehydebenzoylhidrazone acts as a
tridentate-ligand and coordinates through carbonyl oxygen, azomethine nitrogen and phenolic
oxygen atoms forming a chelate ring. The ligand m-SBH and its complexes with copper(CuL),
nickel(NiL) and zink(ZnL) exhibit prominent cytotoxicity against 4 human leukemic cell
lines. The Co-complex is devoid of cytotoxicity. CuL shows highest activity, which is
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comparable or even superior to that of mSBH, ZnL is less active, whereas NiL is characterized
with the lowest activity within the series. The treatment of HL-60 cells with either the free
ligand or the corresponding complexes is consistent with a prominent enrichment of the
cytosole with DNA-fragments which evidences for induction of apoptotic cell death. The data
obtained give us reason to conclude that in view of their pronounced cytotoxic and
proapoptotic effects m-SBH and its complexes CuL and ZnL necessitate further more detailed
pharmacological assessment.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Nikolova-Mladenova Bl, G Momekov, DS Ivanov. Synthesis and cytotoxic activity
of 3-methoxy-salicylaldehyde benzoylhydrazone, 8th International Conference of
Anticancer Research ,Kos, Greece, October 17-22, 2008

. Nikolova-Mladenova Bl, G Momekov, DS Ivanov. Synthesis and cytotoxic activity
of 3-methoxy-salicylaldehyde benzoylhydrazone, Anticancer research, 2008, 28,
3328

Contract Nr.4/2008 Phytochemical investigation of Gypsophila trichotoma

Wend. (Caryophyllaceae)
LEADING SCIENTIST: Prof. Stefan Dimitrov Nikolov, DSc
RESEARCH TEAM:
e Assoc. Prof. Ilina Nikolaeva Krasteva, Phd, Dept. of pharmacognosy
e Assist. Prof. Petranka Krumova Zdraveva, Dept. of pharmacognosy
e  Assoc. Prof. Spiro Mihailov Konstantinov Phd, Dept. of pharmacology and
toxycology
e  Assist. Prof. Georgi Tsvetkov momekov, Phd, Dept. of pharmacology and
toxycology
e  Assist. Prof. Vessela lvanova Balabanova, Dept. of pharmacognosy
e  Teodora Nikolaeva Atanassova, clinical laboratory, Dept. of pharmacology and
toxycology
ORGANIZATION UNIT: Dept. of Pharmacognosy, Faculty of Pharmacy
RESULTS (abstract):

The phytochemical study of butanol extract, obtained from the roots of Gypsophila
trichotoma Wend. (Caryophyllaceae) led to the isolation of three new sulfated oleanane-type
saponins. Their structures were established as 3-O-sulfoechinocystic acid 28-B-glucopyranosyl
ester (1), 3-O-sulfooleanolic acid 28-f-glucopyranosyl ester (2) and 3-O-sulfoquillaic acid 28-
B-glucopyranosyl ester (3) on the basis of chemical and spectral evidences. The
antiproliferative effects of three extracts and purified saponin fractions were tested in a panel
of human tumor cell lines, using the MTT-dye reduction assay. The butanol extract and
purified saponin fractions, from which were isolated the saponins, showed the best antitumor
activity. The seed germination of Gypsophila trichotoma at different conditions was tested.
Comparatively good germination occurred only for seeds treated with gibberellic acid and
temperature alternation (20°C/4°C). Germination on salty water was poor, but the percentage
of seedlings survived to be planted was highest. Once the seedlings were planted in the
flowerbed they developed well. Some of the seedlings developed generative stems too. Roots
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and overground parts of G. trichotoma (introduced and wild samples) were analysed by thin-
layer chromatography for saponins and for content of secondary metabolites.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Krasteva IN et al. 3-O-Sulfo-triterpenoid Saponins from Gypsophila trichotoma
Wend. Z. Naturforsch., 64b, 2009, Ne3, 319-322.

. Balabanova VI et al. Possibility of cultivation and preliminary phytochemical
study of endangered Gypsophila trichotoma Wend. Comptes rendus de I’ Académie
bulgare des Sciences, 2009 — in press

e Krasteva IN et al. Sulfated triterpenoid saponins from Gypsophila trichotoma
Wend. Fifth Conference on Medicinal and Aromatic Plants of Southeast European
Countries, Brno-Czech Republic, September 2-5, 2008. Book of abstracts, p.136.

e Balabanova VI et al. Cultivation and preliminary phytochemical study of
endangered for the Bulgarian flora species Gypsophila trichotoma Wend. Fifth
Conference on Medicinal and Aromatic Plants of Southeast European Countries,
Brno-Czech Republic, September 2-5, 2008. Book of abstracts, p. 86.

Contract Nr.46/2008 Investigation of different starins of Agrobacterium
rhizogenes on induction of genetical trasformation In vitro in medicinal plants

and influence of on the production of biologically active substances
LEADING SCIENTIST: Asoc. Prof. Dr. lliana lonkova
RESEARCH TEAM:

. lliana llieva lonkova

e  Stefan Zvetkov Ninov

. Iskra Antonova Antonova

e  Zora Yordanova Georgieva

e  Desislava Georgieva Penkova
ORGANIZATION UNIT: Faculty of Pharmacy, Dept. of Pharmacognosy and botany
RESULTS (abstract):

A phytochemical investigation of Linum thracicum (Griseb.) Degen ssp. thracicum
led to the identification of flavonoids(0,1%), polysacharides (11,53%), and tanins(0,15%).
Callus and suspension cultures established to study accumulation of lignans and flavonoids.
PTOX and MPTOX were identified in the cultures and in the intact plant extracts. The both
compounds, isolated for the first time from the in vitro cultures of this plant were identified by
HPLC, UV and LC-MS. The antiproliferative action of the extracts was tested against
malignant cell lines with etoposide as a positive control. The extract from Linum thracicum
(Griseb.) Degen ssp. thracicum showed a moderate cytotoxicity to all tested cell lines.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. D Milanova, | lonkova, (2009) DPPH radical scavenging activity of fractionated
extracts from plant and in vitro cultures from Linum thracicum ssp thracicum and

Linum thracicum ssp multiflorum, Herba Polonica, submitteded

. I lonkova. (2008), Ariltetralin lignans from in vitro cultures of Linum thracicum
and their cytotoxic activity, PSE Symposium Natural Products in Cancer Therapy,

Naples, ltaly, p.P24
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Contract Nr.41/2008 Isolation and identification of benzophenones and others
phenolic compounds from Hypericum species and in vitro investigation of

DPPH - radical scavenging and antioxidant activities
LEADING SCIENTIST: Assoc. Prof. Gerassim M. Kitanov, PhD
RESEARCH TEAM:

e Assist. Prof. Paraskev T. Nedialkov, PhD

e Assist. Prof. Dimitrina Zh. Zheleva — Dimitrova, PhD
ORGANIZATION UNIT: Faculty of Pharmacy
RESULTS (abstract)

Thirteen Hypericum species growing in Bulgaria were investigated. Several known
compounds — the benzophenones annulatophenonoside, acetylannulatophenonoside,
annulatophenone and the flavonoid O-glycoside guajaverin were isolated for the first time
from the aerial parts of H. maculatum. In addition, hyperoside, isoquercitrin and miquelianin
were isolated from this plant. The structures of the compounds were established by chemical
and physical techniques. The quantification of tannins and flavanoids were determinated in 13
Hypericum species using Folin-Chiocalteu reagent and AICls, respectively. The amounts of
the tannins ranged from 1.30 + 0.01 mg/100 g dw in H. elegans to 8.67 + 0.02 g/100 g dw in
H. perforatum. The highest concentration of flavonoids was found in H. cerastoides (7.64 +
0.02 g/100g dw) although, the lowest amount was established in H. olympicum (1.25 + 0.03
9/100g dw). Methanolic extracts from the Hypericum species assayed together with the
compounds isolated from H. maculatum were analyzed for radical scavenging and antioxidant
activities using DPPH-, ABTS — free radicals, total antioxidant activity (FRAP assay) and
FTC method. Butylated hydroxytoluene and ascorbic acid were used as positive controls.
Isoquercitrin, methanolic extracts from H. cerastoides, H. perforatum and H. maculatum
demonstrate the highest antioxidant activities and are potential source of natural antioxidant
compounds.

Contract Nr.3/2008 Antineoplastic (cytotoxic) acylphloroglucinols from
Bulgarian Hypericum L. species (St. John's Wort) — bioactivity-guided

isolation, structural elucidation and pharmacological characterization
LEADING SCIENTIST: Assist. Prof. Paraskev Todorov Nedialkov, PhD
RESEARCH TEAM:

. Assist. Prof. Georgi Tzvetanov Momekov, PhD,

. Assist. Prof. Dimitrina Zhivkova Zheleva-Dimitrova, PhD,

. Asoc. Prof.Gerassim Miltchev Kitanov, PhD,
ORGANIZATION UNIT: Faculty of Pharmacy, Dept. of Pharmacognosy and Botany
RESULTS (abstract):

Non-polar (PE and DCM) and polar (MeOH) extracts of thirteen Hypericum
species have been screened for cytotoxicity on three leukemic cell lines (KE-37, K-562 and
HD-MY-Z) using MTT test. All non-polar extract showed strong to moderate cytoxicity with
1Csp values ranging from 4.5 to 167.2 ng/mL. PE extracts compared to DCM extracts exerted
equal or slightly higher cytotoxic effects, exception to this rule were the extracts from
Hypericum barbatum, H. richerii, H. rumeliacum, H. umbellatum and H. tetrapterum.
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Methanolic extracts with few exceptions were non-toxic in concentrations less than 200
pg/mL. In addition, from DCM extract of Hypericum elegans Stephan ex Willd. two cytotoxic
acylphloroflucinols have been isolated. The structures of the compounds were elucidated as
(E)-(2-(3,7-dimethylocta-2,6-dienyloxy)-4,6-dihydroxyphenyl)(phenyl)methanone named
elegaphenone and 7-epi-clusianone by means of spectral analysis (NMR, IR, UV, MS). The
former compound is a new natural products where the later was found for the firs time in H.
elegans. Both substances showed strong cytotoxicity KE-37, K-562 and HD-MY-Z cell lines
with ICs, values ranging from 13.9 to 16.9 uM for elegaphenone and from 9.8 to 13.6 uM for
7-epi-clusianone.

Contract Nr.5/2008 Study on the hepatotoxic effects of substrates, undergoing
bioactivation and possibilities of protection, on isolated rat hepatocytes
LEADING SCIENTIST: Prof. M. Mitcheva, MD, PhD
RESEARCH TEAM:

e Prof. Stefan Dimitrov Nikolov, Dept. of Pharmacognosy and Botany

e  Assist. Prof. Vessela Bisserova Vitcheva

e Assist. Prof. Rumiana Lubomirova Simeonova

e Assoc. Prof. Ilina Krasteva, Dept. of Pharmacognosy and Botany

e  Assist. Prof. Magdalena Spasova Kondeva, PhD
ORGANIZATION UNIT: Faculty of Pharmacy, Dept. of Pharmacology, Pharmacotherapy
and Toxicology
RESULTS (abstract):

The aim of the following project was to assess the cytotoxicity of
cyclophosphamide, bendamustine and cocaine, substrates of cytochrome P 450, undergoing
extensive hepatic bitransformation and influence of the toxic mechanisms by using the
classical hepatoprotector silymarin and newly isolated from Astragalus hamosus L flavonoide
— rhamnocitrine 4’-B-D-galactopiranozide. Cyclophosphamide, bendamustine and cocaine
showed concentration dependent toxicity. The incubation of hepatocytes, isolated from
Phenobarbital-induced rats, with
cyclophosphamide and cocaine aggravated their toxicity. This is probably due to an
involvement of Phenobarbital inducible isoforms in their metabolism and toxicity.
Bendamustine toxicity did not change, that correlates with literature data for its metabolism to
metabolites with less or similar toxicity to the parent compound. The role of biotransformation
in cyclophosphamide and cocaine toxicity was proved by using amiodarone, an inhibitor of
CYP3A isoform that mediates part of the hepatic metabolism of both compounds. The pre-
incubation of the hepatocytes with amiodarone resulted in reduction of their cytotoxic effects.
Amiodarone did not show any effect on bendamustin toxicity. Comparing the effects of the
classic hepatoprotector silymarine and the newly isolated flavonoide rhamnocitrine 4’-B-D-
galactopiranozide, with possible antioxidant activity, on cytotoxicity of the studied
compounds became clear that silymarin showed more pronounced and more complex.
Rhamnocitrine showed itself as an antioxidant.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. M Kondeva-Burdina, A Kostovski, M Karaivanova, M Mitcheva. Comparative In

Vitro Study Of The Effects Of Bendamustine And Cyclophosphamide On Cell
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Viability And LDH Leakage In Freshly Isolated Rat Hepatocytes. 45th Congress of
the European Societies of Toxicology; Rhodos, Greece, 5-8 October, 2008; J Tox
Let 2008 180S S1-S246, pp 108

. R Simeonova, M Kondeva-Burdina, V Vitcheva, M Mitcheva. In vitro toxicity of
D-amphetamine and cocaine in hepatocytes, isolated from spontaneously
hypertensive rats (SHR) and normotensive wistar rats (NTR). 45th Congress of the
European Societies of Toxicology; Rhodos, Greece, 5-8 October, 2008; J Tox Let
2008 180S S1-S246, pp 117

Contract Nr.25/2008 Synthesis, isolation and characteristics of lanthanide
complexes of 4-hydroxycoumarin derivatives with anti-HIV activity. Screening
of new synthesized complexes in cell culture
LEADING SCIENTIST: Assoc. Prof. Dr. llia Manolov lliev
RESEARCH TEAM:

e  Stefan Andreev Dochev, student

e  Prof. Radka Mladenova Argirova, DSc, Laboratory of Retroviruses

. Assist. Prof. Georgy Tzvetanov Momekov, PhD, Dept. of Pharmacology,

pharmacotherapy and toxicology

e Assist. Prof. Petya Dinkova Genova, MD, Laboratory of Cell culture

e  Assoc. Prof. Daniela Dundarova, MD, Laboratory of Cell culture, NCIPD
ORGANIZATION UNIT: BG-1000 Sofia, Dunav 2 St., Faculty of Pharmacy, Dept. of
Organic Chemistry, tel. 9236535
RESULTS (abstract):

New complexes of 4-hydroxycoumarin derivatives with lanthanide ions were
synthesized. The substances were characterized and identified by means of elemental analyses,
IR- and NMR-spectral analyses. It was established that no matter what was the molar ratio of
the reagents, the complexes were 1:1 metal: ligand. The biscoumarins and their lanthanide
complexes exert prominent cytotoxicity in a panel of human tumor cell lines, whereby the
ortho-trimethoxy analogues 2 and especially 3 are significantly more active than the
dimethoxy-compound 1. Among the coordination compounds the lanthanide complexes show
highest activity, which is comparable or even superior to that of the free ligand, whereas the
corresponding lanthanum and neodymium compounds are less potent. The 24 h treatment of
KE-37 cells with either 3 or its Cerium (3a) lanthanum (3b) or neodymium (3c) complexes
leads to prominent increase of the cellular histon-associated DNA-fragments which is
indicative for induction of programmed cell death. The data obtained show that the studied
coumarin derivatives and their lanthanide complexes could be considered as perspective
leading compounds for elaboration of larger series of homologues, whose pharmacological
evaluation would allow the delineation of the structure-activity relationships for this class of
antineoplastic agents, and moreover would condition the rational design of more potent
analogues. The anti-HIV-1 antiviral activity of the three ligands was confirmed. A high
activity of the newly synthesized complexes was established. Some of them, for example (L-
2)Nd, (L-2)La, show even higher activity than the ligands in a biological test. Others, for
example (L-1)Nd, do not show any antiviral activity at all. La-complexes of all three ligands
showed invariable and distinct suppression of the viral replication.

276



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Genova-Kalou P et al. Rare-Earth metal complexes with 4-
hydroxycoumarins show higher therapeutic efficacy than their ligands in cell
culture. 7" International Synposium on Trace Elements in Human: new
perspectives. Proc., Athens, 13 — 14 october 2009, p. 77-81.

e Raleva S et al. Evidence for a new inhibitor of Human Immunodeficiency Virus —
type 1 (HIV-1) integrase. Poster presentation. Abstracts of the 6th Balkan
Conference of Microbiology (Microbiologia Balkanica), Ohrid, Macedonia, 28 —
31 October, 2009, Abstract 4.23P, 95.

e  Genova-Kalou P et al. Cytotoxicity and antiviral activity of rare earth metal
complexes with 4-hydroxycoumarins in cell cultures. Fourth Workshop “On
biological activity of metals and metal compounds”. November 24 — 25, 2009,
Sofia, Abstract BO2, 17.

Contract Nr.37/2008 Changes in SHBG and the metabolites of testosterone
(DHEA) during experimental polycystic ovary and the connection with insulin
resistence
LEADING SCIENTIST: Prof. Nadka Boyadjieva, MD, PhD, DSc
RESEARCH TEAM:

e  Vania Slavova, PhD student, Dept. of Pharmacology and Toxicology

. Madlen Nesterova-lab technique, Dept. of Pharmacology and Toxicology
ORGANIZATION UNIT: Dept. of Pharmacology and Toxicology, Medical Faculty
RESULTS (abstract):

The effects of two pharmacological substances as testosterone propionate or 4-tert-
octylphenol (4-OR) were investigated on female Wistar rats. The dose- and time-effects of
drugs on metabolic parameters, insulin, ovaries, and plasma levels of SHBG and DHEA and
body weight of rats were determined. The results demonstrated the development of polycystic
ovaries after a long treatment with testosterone propionate or 4-OP. In addition, testosterone
caused hyperinsulinemia and changes in fat methabolism. Testosteron elevated the plasma
levels of DHEA. Both substances did not affect the plasma levels of SHBG in rats. 4-OP
caused polycystic ovaries without changing of the metabolism or DHEA. Two experimental
models of polycystic ovaries were developed by using of pharmacological substances. Taken
together, the data suggest that hyperinsulinemia during hyperandrogenemia can cause the
development of polycystic ovaries. In addition, our in vivo data support the effect of 4-OR in
pathogenesis of polycystic ovaries.

Agreement Ne1/2009 to Contract Nr.21/2008 Immunocytochemical study of
glutamate NMDA receptors in lower vertebrates’ retina
LEADING SCIENTIST: Prof. Liliya Alexandrova Vitanova, MD, PhD, DSc
RESEARCH TEAM:

e Assoc. Prof. Petia Nikolova Kupenova, MD, PhD
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. Iliana Anatolieva Alexandrova, MD.
ORGANIZATION UNIT: Dept. Physiology, Faculty of Medicine
RESULTS (abstract):

NMDA (N-methyl-D-aspartate) receptor mediates the powerful excitatory
influences of glutamate — one of the most common neurotransmitters in the CNS. It is a
tetrameric ion channel, consisting of NR1 and NR2 subunits. While the NR1 subunit is an
obligatory component of the NMDA receptor, different subtypes of NR2 subunits may
participate. Among the four NR2 subunit types - NR2A to NR2D, the latter two are least
studied. That’s why the aim of this study was to investigate immunocytochemically the
possible distribution of NR2C and NR2D subunits in the retina of frog. Our results, obtained
using indirect immunofluorescence method, revealed that the two NMDA receptor subunits
are well expressed in the retina. They are localized in retinal glia, the Muller cells. We could
not obtain labeling in the inner plexiform layer, the place where the synaptic contacts of the
glutamatergic neurons are most abundant. In double labeling experiments, partial
colocalization of the NR2C and NR2D with the NR1 subunit was observed. On the base of
these results and our previous data, a conclusion might be drawn that in frog retina the glial
NMDA receptors differ in their characteristics from the neuronal NMDA receptors. In
addition, it may be supposed that several subtypes of glial NMDA receptors may exist. The
role of the NMDA receptors in normal functioning of the Muller cells and the retina as a
whole is discussed.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. L Vitanova. lonotropic glutamate receptors in frog retina as revealed by
immunocytochemistry. In: Frogs: Biology, Ecology and Uses. Nova Science

Publishers, 2011. In press.

Contract Nr./2009 Involvement of protein kinase CK2 in the regulation of
ODCl/polyamines system during differentiation of normal human epidermal

keratinocytes
LEADING SCIENTIST: Antonia Rumenova Isaeva, PhD
RESEARCH TEAM:
e  Vanio lvanov Mitev, MD, PhD, DSc
. Bistra Rosenova Benkova, PhD
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Medical chemistry and
biochemistry
RESULTS (abstract):

Protein kinase CK2 (formerly termed “casein kinase 2”) is an extremely conserved,
constitutively active Ser/Thr protein kinase with central role in cell signaling. To further
characterize its implication in the signal transduction, its activity was inhibited by 4, 5, 6, 7-
tetrabromobenzotriazole (TBB) and effects on L-ornithine decarboxylase (ODC) and
polyamines content were investigated in autocrine differentiating normal human epidermal
keratinocytes. The implication of CK2 did not occurred the transcriptional control of Odc, as
no effects on transcriptional activity of c-Myc were detected upon TBB treatment and ODC
protein levels were unchanged. However, CK2 participated in the regulation of ODC activity,
since TBB triggered depletion of putrescine pools. Spermidine and spermine were
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significantly less affected by TBB. The observed polyamines depletion was in dose dependent
manner. Taken together our data highlights a new role of CK2 in the cell signalling, which is
fulfilled by controlling the ODC activity. The implication of CK2 in the regulation of ODC is
during keratinocytes autocrine differentiation and is not mediated by c-Myc.

Contract Nr.26/2009 Involvement of protein kinase CK2 in the signal

transduction regulation of keratinocyte differentiation
LEADING SCIENTIST: Prof. Vanio lvanov Mitev, MD, PhD, DSc
RESEARCH TEAM:
e  Antonia Rumenova Isaeva, PhD
e  Assist. Prof. Silvia Georieva Kalenderova, MSc
ORGANIZATION UNIT: Dept. of Medical chemistry and biochemistry, Faculty of
Medicine
RESULTS (abstract):

Accumulating evidences implicate CK2 in almost each aspects of cellular
physiology and assign it a central place in the signal transduction regulation. Although, the
involvement of CK2 in cell signalling is vast-investigated, virtually nothing is known about its
contribution to signal control of keratinocytes differentiation. Thus, the aim of this study was
to investigate participation of CK2 in the signalling during keratinocytes autocrine
differentiation. To achieve this objective, CK2 activity in autocrine differentiating epidermal
keratinocytes was inhibited by 4, 5, 6, 7-tetrabromobenzotriazole (TBB) and activities of
major signal transduction regulators of keratinocytes differentiation — ERK1/2 and p38 MAPK
were examined. We have established that inhibition of CK2 activity induced reciprocal
changes in ERK1/2 and p38 MAPK functioning, without affecting theirs expression. ERK1/2
activity was strongly suppressed, while activity of p38 was increased. We have also found that
the activity of upstream and specific for p38 MAPK kinase MEK3/6 was also stimulated by
TBB. The used concentration of TBB did not affect keratinocytes viability. These original
results clearly demonstrate the participation of CK2 in the signal transduction pathway
controlling MEK3/6, p38 MAPK and ERK1/2 in the used model system.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Isaeva A, V Mitev. CK2 is acting upstream of MEK3/6 as a part of signal control of

ERK1/2 and p38 MAPK during keratinocytes autocrine differentiation. Zeitschrift

fur Naturforschung C (submitted).

Contract Nr.23/2009 Study of diurnal rhythms of depressive state in kainate

model of epilepsy in normotensive and spontaneously hypertensive rats
LEADING SCIENTIST: Prof. Alexander G. Stoynev, MD, PhD, DSc, Dept. of
Pathophysiology, Faculty of Medicine, MU - Sofia.
RESEARCH TEAM:

. Petya Markova, research assistant, Dept. of Physiology

e  Daniela Pechlivanova, research fellow, PhD, Institute of Neurobiology, BAS

e Jane Tchekalarova, research fellow, PhD, Institute of Neurobiology, BAS
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ORGANIZATION UNIT: Dept. of Pathophysiology, Faculty of Medicine, MU - Sofia
RESULTS (abstract):

Our previous data showed that normotensive Wistar (WIS) and spontaneously
hypertensive rats (SHRs) with developed chronic stage of kainic acid (KA)—induced epilepsy
displayed different diurnal patterns of locomotor and exploratory activity and lower level of
anxiety versus controls. The main focus of this study was to reveal strain-specific diurnal
variations in spontaneous recurrent seizures (SRS) and depressive-like behavior in WIS and
SHRs during the chronic stage of KA model of temporal lobe epilepsy (TLE). Rats were night
and day video monitored to detect SRS at 3 and 4™ month after KA-induced status
epilepticus. Epileptic WIS and SHRs showed progressive increase of SRS and higher seizure
frequency during the light phase. KA-treated WIS rats exhibited depressive-like behavior
during the light phase while SHRs during the night phase as concerns the sucrose preference
and responses in forced swim test. Control and KA-treated WIS rats showed higher anxiety in
comparison with hypertensive rats during both phases of the light/dark cycle, as concerns
inhibitory avoidance in T-maze test. Control WIS rats had higher level of anxiety compared to
SHRs (light phase) and KA-treated WIS (dark phase), as concerns escape latency. This study
suggests that WIS and SHRs develop depressive-like behavior during the chronic phase of KA
model of TLE, with strain-dependent differences in its diurnal variation.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Tchekalarova J, D Pechlivanova, C Atanasova, P Markova, A Stoynev. Study of
diurnal rhythms of depressive state in kainate model of epilepsy in normotensive
and spontaneous hypertensive rats. Comptes Rendus de L'Academie Bulgare des
Sciences, 2010 (in press).

e  Tchekalarova J et al. Study of diurnal variation in depressive-like behavior of
Wistar and spontaneously hypertensive rats in kainate model of epilepsy. 7" FENS
Forum of European Neuroscience, Amsterdam, July 3-7, 2010. Ref.: FENS Abstr.,
vol.5, 106.44, 2010

Contract Nr.3/2009 Correlation between obstructive sleep apnea syndrome

and depressive symptoms
LEADING SCIENTIST: Assoc. Prof. Ognian Borisov Georgiev, PhD, Head of Clinic of
Pulmonology, UH “Alexandrovska”, MU - Sofia
RESEARCH TEAM:
. Prof. Vihra Krumova Milanova, DSc, Clinic of Psychiatry, UH “Alexandrovska”
e  Assoc. Prof. Daniela Stoichkova Petrova, PhD, Clinic of Pulmonology, UH
“Alexandrovska”
e  Assist. Prof. Tsanko Lilyanov Mondeshki, Clinic of Internal Medicine, UH
“Alexandrovska”
e Assist. Prof. Radoslav Goergiev Bilyukov, Clinic of Internal Medicine, UH
“Alexandrovska”
ORGANIZATION UNIT: UH “Alexandrovska”, Clinic of Internal Medicine, Clinic of
Pulmonology
RESULTS (abstract):

280



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

Our results show that there is a complex association between OSA and depression.
This could be explained by the influence of several factors, that are characteristic for OSA —
body-mass-index, arousal index, sleep fragmentation and intermittent overnight hypercapnia.
The main pathophysiological mechanism of OSA - intermittent hypoxemia, estimated by the
desaturation index or the duration of sleep with saturation under 90% are not statistically
significant for the development of depressive episodes. According to our data the role of
overnight intermittent hypercapnia is of greater importance. A larger cohort of patients is
however needed in order to confirm these preliminary results. The study of the pathogenetic
and pathophysiological mechanisms, determining the association OSA/ depression, would be
of importance for the early diagnosis, adequate treatment and improvement of the quality of
life.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. R Bilyukov, Ts Mondeshki, O Georgiev, D Petrova. “Depressive symptoms in
patients with obstructive sleep apnea”. “Thoracic Medicine” 2011, Vol. 3, Issue 1.
. Ts Mondeshki, R Bilyukov, D Petrova, O Georgiev. “The influence of intermittent
overnight hypercapnia and sleep fragmentation on the depressive symptoms in
obstructive sleep apnea patients”. “Thoracic Medicine” 2011, Vol. 3, Issue 2.

Contract Nr.9/2009 Phenotype characteristic of an isolated population
LEADING SCIENTIST: Anelia Tzolova Kuncheva- Beleva, MD, Ph.D. student, Dept. of
Psychiatry, UH “Alexandrovska”, MU - Sofia
RESEARCH TEAM:

. Prof. Vihra Krumova Milanova, MD, PhD, Dept. of Psychiatry, UH

“Alexandrovska”

. Assist. Prof. Radka Petrova Kaneva, PhD, MMC; Dept. of Chemistry and

Biochemistry

e Tanya Nikolaeva Hristova, MD, Ph.D. student, Dept. of Psychiatry, UH

“Alexandrovska”

ORGANIZATION UNIT: Psychiatric Clinic, UH “Alexandrovska”
RESULTS (abstract):

50 patients and 100 first degree relatives from an isolated population were
clinically tested. 85% were ambulatory patients, 15% were hospitalized. 40% have affective
disorders, 10% have been diagnosed with schizophrenia. 8% of the patients have bipolar
affective disorder type 1, 20% have bipolar affective disorder type 2 and 52% have recurring
depression. The average age of those included in the study is 46 years. The majority were
women — 72%, compared to 28% men. With regard to education, two groups can be discerned.
50% had 8th grade education and 50% had high-school education, regardless of the diagnosis.
Equally represented are those who have families and those who live alone. Fewer of the
patients were employed — 24%, compared to 50% of the unemployed. Those who are bipolar
have a family history of mental ilines more frequently than the others. All patients with
bipolar affective disorder have a relative with a mental disorder. Most of the patients had
recurring depression (52%), bipolar affective disorder (28%) and schizophrenia (20%). The
relative proportion of the affected patients in the cohort between those in eutimal state and
those with an acute episode was 1:3. Current depression and mania/hypomania were equally
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represented. Depressive episodes dominated in 75% of the affected patients, manic episodes
dominated in 7 percent. The suicidal attempts were 15% among all tested. All of them were
observed in patients with recurring depression. Equally represented are the affected patients
with a phased development of the disease and those with alternating process — 51% and 49%
respectively. In half of the patients with schizophrenia, the development of the disease is
characterized by attacks, while in the other half it is characterized by graduated attacks. The
clinical remissions are full in 60% of the studied patients with affective disorders and in 40
percent of those with schizophrenia. 13 percent of the patients have up to 3 occurrences of the
disease, while 87% have over 3 episodes. 49% have been admitted in a psychiatric facility up
to 3 times, a smaller portion have been hospitalized between 4 and 10 times. With regard to
the duration of the disease, 32% have between 10 and 20 years of history of the disease, 40%
have less that 10-year history and 28% have over 20-year history. In 6 of the tested individuals
with an affective disorders, the diagnosis was determined according to axis1. Based on axis 2,
a personal disorder was determined in only 5 of those tested. In 53 percent of those tested,
there was somatic comorbidity — endocrinal pathology and arterial high blood pressure. 49%
have general functioning level between 80 and 60, according to GAF. 41 percent have serious
tightening of the general functioning level, measured over 80 points on 100 point scale. The
disrupted psychosocial functioning is correlated to an early start or ghe disease in active age,
the presence of observable sub-syndromes during remissions and cognitive disturbances in
acute phases as well as periods without acute episodes. The results are preliminary and need a
larger sample to validate the data.

Contract Nr.15/2009 Nuclear matrix and intermediate filaments (NM-IF) in
mouse oocytes and cumulus cells
LEADING SCIENTIST: Assoc. Prof. Dimitrina Kirilova Dimitrova, MD, PhD
RESEARCH TEAM:

e  Assist. Prof. Maya Dyankova Markova, PhD

e Assist. Prof. Ralitsa Stefanova Zhivkova, PhD

e Assist. Prof. Stefka Metodieva Delimitreva, PhD

e  Assist. Prof. Venera Pantaleeva Nikolova
ORGANIZATION UNIT: Dept. of Biology, Faculty of Medicine, MU - Sofia
RESULTS (abstract):

Cytokeratins and vimentin showed identical distribution pattern. In extracted
metaphase | and metaphase 1l oocytes, collapse of intermediate filaments (IF) was observed,
probably due to cortical layer breakdown. However, at GV stage there was no visible
difference between extracted and unextracted oocytes, showing that at this stage connections
to the processi maintain the whole structure stable. F-actin colocalized with IF completely.
These cytoskeletal structures were observed in three compartments: 1) Bright and discrete
cortical layer underlying the oolemma; 2) fibrillar structures corresponding to processi of
cumulus cells through zona pellucida; 3) in the germinal vesicle, associating with the most
condensed chromatin around the karyosphere. At the border between the cumulus processi and
the oocyte, microfilaments and IF formed ring-like structures. After transition to metaphase I,
the following changes were observed: IF, while remaining connected to the metaphase
chromosomes, concentrated around the meiotic spindle. Microfilaments dissociated from
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chromosomes and formed the actin cap anchoring the spindle beneath the oolema from
metaphase | to fertilization. The cortical layer of IF and microfilaments was preserved during
metaphase | and 1. When NM-IF fraction was used as antigen for ELISA, one of 4 sera of
infertile women tested positive.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e Markova M et al. Cytoplasmic intermediate filaments in mammalian gametes
(review). Andrologia (Sofia), 19, 2010, No. 3, 14-17.
e  Zhivkova R et al. Localization of cytokeratin and vimentin in maturing mouse
oocytes. The Cytoskeleton in Development and Pathology — FEBS/EMBO Lecture
Course in conjunction with European Cytoskeletal Forum and Swedish Association
for Cytoskeletal Research, Stockholm, Sweden, 19 — 24. 06. 2010, p. 115.

Contract Nr.57/2009 Study on the association between the polymorphisms in
the interleukin-10 gene (IL-10) gene and the development of dermatomyositis

in the Bulgarian population

LEADING SCIENTIST: Assist. Prof. Lyubomir Assenov Dourmishev, PhD, Dept. of

Dermatology and Venerology, UH “Alexandrovska”
RESEARCH TEAM:

® Assist. Prof. Radka Petrova Kaneva, PhD, Dept. of Medical Chemistry and
Biochemistry, Molecular Medicine Centre

e Zornitsa Gancheva Kamenarska, Mag. Pharm, PhD, MMC

e Rumyana Ivanova Dodova, PhD student, MMC
ORGANIZATION UNIT: Dept. of Dermatology and Venerology, UH “Alexandrovska”
RESULTS (abstract):

This was a case-control study aiming to investigate the association of five
polymorphisms in the I1L-10 gene (—1082G/A, —592C/T, -3575A/T, -2763C/A u -2849G/A)
with the etiology of adult dermatomyositis in Bulgarian patients. The cohort consisted of 27
patients with adult dermatomyositis, 27 with system lupus erythematosus and 60 healthy
unrelated controls who matched the patients on terms of age, gender and ethnicity. The
genotype 1L-10 -3575 TT [p=0.0455, OR 2.54, 95%Cl 0.96-6.69] and the T-allele [p=0.0696,
OR 1.98, 95%CI 0.87- 4.48] showed association with both dermatomyositis and SLE. The
association is stronger in men with SLE [T-p=0.062, OR6.5, 95%CI 0.74- 56.99/ TT-p=0.100,
OR 6.86, 95CI 0.66-71.72] and thermatomyositis [T-p=0.057, OR 4.5 95%CI 0.87- 23.3/ TT-
p=0.105, OR 4.57, 95%CI 0.72-29.13] than in women. The IL-10 -1082G/A did not show
association with dermatomyositis or SLE. Genotypes which contain the -592A allele are more
frequent in patients with SLE than in the controls which shows tendency for assiciacion of the
A-allele with SLE [p=0.066, OR 2.26, 95%CI 0.89-5.72]. The association is stronger in
women with SLE [p=0.031, OR 3.25, Cl 1.08-9.82] than in men.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Petrova M. Study of the association between the polymorphisms in the interleukin-

10 gene (IL-10) and the development of dermatomyositis and systemic lupus

erythematosus in Bulgarian patients. Master thesis, Sofia, 2010.
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. Dourmishev L. Juvenile dermatomyositis: etiopathogenesis, clinical forms, therapy
and prognosis. MEDINFO 2010; (in press).

. Dourmishev L. 19 Congress of the EADV, Gothenburg, October 5-10 2010 —
participation in sister societies sessions of the European Immunodermatology
Society and European Society of Cutaneous Lupus Erythematosus

Contract Nr.54/2009 Analisis of large genomic deletions, insertions and
rearangements in BRCA1 and BRCA2 genes in bulgarian patients with familial
breast canser

LEADING SCIENTIST: Assist. Prof. Atanaska Velichkova Mitkova, PhD
RESEARCH TEAM:

e Assist. Prof. Radka Kaneva, PhD, Dept. Of Medical Chemistry and Biochemistry
Prof. Vanyo Mitev, MD, PhD, DSc, Dept. of Medical Chemistry and Biochemistry
Ivo Kremensky, MD, PhD, National Genetic Laboratory, UH of OBGYN
Rumyana Dodova, PhD student, Dept. of Medical Chemistry and Biochemistry
Svetla Nikolova, PhD student, Dept. of Obstetrics and Gynaecology
Assoc. Prof. Svetlana Christova, MD, PhD, Center of Clinical Pathology,
UH*Alexandrowska”

e  Assist. Prof.  Alexandrina Vlahova, MD, Center of Clinical Pathology,

UH*Alexandrowska”

e  Assist. Prof. Tihomir Dikov, MD, Center of Clinical Pathology,

UH*Alexandrowska”

e  Assoc. Prof. Atanas Jonkov, MD, PhD, Clinic of Common and Hepatic Surgery,

UH*Alexandrowska”

e  Assist. Prof. Theophil Angelov Sedloev, MD, Il Surgery Clinic,

UH*Alexandrowska”

ORGANIZATION UNIT: Faculty of Medicine, Dept. of Medical Chemistry and
Biochemistry
RESULTS (abstract):

The reasons of breast cancer in many studied families are large genomic deletions,
insertions and rearrangements in BRCA1/2 genes. In the present study we performed MLPA
analysis of large genomic BRCA1/BRCA?2 alterations in 100 breast cancer patients fulfilling
the BCLC criteria for BRCA mutation carriers. The frequency of the large genomic alterations
was 8%, which was in consistency with previous studies in other populations. Four genomic
alterations were found in the BRCA1 gene (4%): del BRCAL ex 11A in patient with both breast
and ovarian cancer; del BRCA1 ex 13 in a women with early onset and family history of breast
and prostate cancer; dup BRCAL ex 14-15 and dup BRCAL ex 20 in two patients with family
history of breast cancer. The observed BRCA2 mutations were also 4 (4%): del BRCA2 ex 3B
in a patient with family history of breast cancer; del BRCA2 ex 25-27 in a yang women with
early onset and family history; dup BRCA2 ex 9 and dup BRCA2 ex 27, respectively, in two
women with early onset. In conclusion, combination of MLPA with the conventional methods
for mutation screening will assist the discovery of all spectra of mutations in Bulgarian breast
cancer patients.
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SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Dodova R, Mitkova A, Caulevska M, Vlahova A, Dikov T, Sedloev T, Jonkov A,
Kremensky I, Christova S, Mitev V, Kaneva R. Association of polymorphisms and
mutations in BRCAL gene with breast cancer risk in Bulgarian familial cases.
European Association for Cancer Research Conference, 26-29 June 2010, Oslo,
Norway. Abstract book.

* The obtained results are of significant importance and will be published after
conformation of the large genomic deletions/insertions with other independent method,
witch is beyond the aim of the current project

Contract Nr.32/2009 Molecular characteristics of Fragile-X Syndrome in
Bulgaria. Introduction and comparison of the two diagnostic approaches — the
classical Southern blot analysis and the modern PCR/MS-MLPA methods
LEADING SCIENTIST: Assist. Prof. Bilyana Georgieva Georgieva, PhD
RESEARCH TEAM:
e  Prof. Vanyo Mitev, MD, PhD, DSc, Dept. of Medical Chemistry and Biochemistry,
e  Assist. Prof. Albena Todorova, PhD, Dept. of Medical Chemistry and
Biochemistry
e  Assoc. Prof. Radka Tincheva, MD, Dept. of Pediatrics, Clinic of Endocrinology,
diabetes and genetics
e  Assist. Prof. Daniela Avdjieva, MD, Dept. of Pediatrics, Clinic of Endocrinology,
diabetes and genetics
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Medical Chemistry and
Biochemistry
RESULTS (abstract):
In the present project were introduced DNA methods for diagnostics of Fragile-X
Syndrome (FXS). FXS is the most common inherited disorder leading to mental retardation in
men. The disease is caused by CGG expansion and hypermetilation in the promoter of the
FMR1 gene, localized on the X-chromosome. The optimized diagnostic methods include
Southern blot/hybridization on genomic DNA and techniques based on the polymerase chain
reaction (PCR). The PCR protocols include some original optimizations of the team. One of
the PCR protocols uses high betaine concentration, the other utilises deaza-dGTP. The PCR
products in the first test are controlled by agarose gel electrophoresis. The size of the (CGG)n
repeat is measured precisely by capillary electrophoretic on automated sequencer. The second
procedure includes amplicons separation in acrylamide gel, followed by Southern transfer and
hybridisation with DIG-labeled (CAG)s-probe. The modern MS-MLPA (methylation-sensitive
multiplex ligation-dependent probe amplification) method estimating the metylation in the
promoter of the FMR1 gene was introduced. This method permits not only hypermethylation
assessment, but also detection of large deletions/duplications along the FMR1 gene. Four FXS
families and 10 unrelated female premutation carriers were analyzed by the optimized
methods. The introduced diagnostic methods permit fast, easy and precise diagnostics of FXS,
which allows an adequate genetic counselling, prophylaxis and prenatal diagnostics of the
disease in the FXS families.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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e  Todorov T, Todorova A, Georgieva B, Mitev V. A unified rapid PCR method for
detection of normal and expanded trinucleotide alleles of CAG repeats in
Huntington chorea and CGG repeats in Fragile X syndrome. Molecular
Biotechnology 2010; 45(2):150-4. (doi: 10.1007/s12033-010-9260-y).

e  Todorov T, Todorova A, Avdjieva D, Dimova P, Angelova L, Tincheva R, Mitev
V. Molecular Basis of mental retardation in a sample from Bulgaria. Genet
Counseling 2010 (in press).

e Todorov T, Todorova A, Avdjieva D, Dimova P, Angelova L, Tincheva R and
Mitev V. Clinical/molecular data of mental retardation in Bulgaria. Balkan Journal
of Medical Genetics 2010 (in press)

e Todorov T, Todorova A, Avdjieva D, Dimova P, Tincheva R and Mitev V.
Molecular genetic testing of mental retardation in Bulgaria. Eur J Hum Genet
2010;18(Supplement 1), pp.328, P12.128. European Human Genetics Conference
2010, June 12-15, 2010, Gothenburg, Sweden

Contract Nr.55/2009 Screening for unbalanced submicroscopic aberrations of
subtelomeric and interstitial chromosomal regions in patients with idiopathic
mental retardation
LEADING SCIENTIST: Assoc. Prof. Alexej Slavkov Savov
RESEARCH TEAM:

e  Prof. lvo Marinov Kremensky, MD, PhD

. Prof. Emil Georgiev Simeonov, DSc, UH “Alexandrovska”, Pediatric clinic

e  Assoc. Prof. Veneta Sashova Chamova-Bojinova, MD, PhD, UH of Neurology
and Psychiatry “St. Naum”, Clinic of pediatric neurology
Assoc. Prof. Silvia Asenova Shopova, PhD, UH “Alexandrovska”, Pediatric clinic
Irena Mesholam Bradinova, MD, PhD,
Assist.Prof. Radoslava Vasileva Vazharova, MD
Maria Borisova lvanova, PhD, chemist,
Ivanka Petkova Sinigerska, chemist,
Svetla Todorova Nikolova, PhD student
Stoyan Najdenov Bichev, biologist,
Momchil Antonov Nikolov, PhD student
Venceslav Rumenov Atanasov, PhD student, MU - Sofia, Dept. of Obstetrics and
Gynecology
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Obstetrics and Gynaecology,
UHOG “Maichin dom”, National Genetic Laboratory
RESULTS (abstract):

Aim of our study was introduction of MLPA as an alternative of FISH for
detection of CNV’s into workup of patients with idiopathic mental retardation (MR) and birth
defects. Clinical data and DNA samples of 120 patients with idiopathic MR have been
collected. A cohort of 30 patients with varying degree of MR / DD with a clinical score of >5
according to the checklist established by De Vries at al., 2001 was screened for interstitial and
subtelomeric imbalances using MLPA. Deletions / duplications of chromosomal regions
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targeted by MLPA analysis were found in 10 patients. In this pilot study we screened our
patients for known disease related microdeletion /duplications using MLPA kit P245-A2.
Screening for subtelomeric rearrangements was performed using P070-B1. DNA from normal
male and female subjects was used as negative control. Individuals previously characterized
with microdeletions (del1p36) and trisomies (trisomy 21, trisomy 13) were first analyzed by
MLPA using P245-A2 and P070-B1 and subsequently used as positive controls. MLPA data
analysis was performed using Coffalyser software (MRC Holland). All detected aberrations
were verified in a second experiment. MLPA using P245-A2 revealed 3 aberrations - 2
deletions and 1 duplication. MLPA using P070-B1 revealed aberrations in 7 patients - 6
deletions and 1 duplication.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Oral presentation - R Vazharova, | Bradinova, S Bichev, A Savov, E Simeonov, |
Kremensky. Introduction of MLPA method for screening for microdeletion /
microduplication in MR patients, 11 National Conference of GP and Paediatricians
with International participation, Sunny Beach, Bulgaria, 22-24 May 2010, Abstr.
Book - p 27;

e  Poster - RV Vazharova, S Bichev, | Bradinova, E Simeonov, V Bojinova, |
Kremensky.  P02.124 - Screening for common submicroscopic deletions /
duplications in Bulgarian MR/DD patients, European Human Genetics Conference
2010, Gothenburg, Sweden - June 12 - 15, 2010

Contract Nr.43/2009 Study of the role of hepatocyte nuclear factor 1 beta

(HNF1p) for development of congenital anomalies of kidney and urinary tract
LEADING SCIENTIST: Olga Jivanova Beltcheva, PhD
RESEARCH TEAM:

e  Assist. Prof. Anelia Hristova Boueva, MD, PhD, Dept. of Paediatrics

e  Stoyan Naidenov Bichev, PhD student, UHOG “Maichin dom”

e  Stanislava Ivanova Dimitrova, MSc, MMC

e  Assist. Prof. Radka Petrova Kaneva, PhD, Dept. of Med. Chemistry and

Biochemistry

. Prof. Ivo Marinov Kremenski, MD, PhD, DSc, UHOG “Maichin dom”
ORGANIZATION UNIT:
RESULTS (abstract):

The congenital anomalies of the kidney and urinary tract (CAKUT) are considered
the major cause for renal insufficiency in children. One of the most common causes for
CAKUT is defects in the Hnflp gene, which codes for a transcription factor with role for
kidney embryogenesis. It is known that 16% to 30% of the children with renal hypodysplasia
carry HnflBmutations. The present study was the first attempt for elucidating the genetic basis
of CAKUT in Bulgaria. Fourteen children with various diagnoses, namely bilateral multicystic
disease, bilateral hyperechogenicity, hypoplasia, agenesis, were recruited. We implemented
two methods for Hnf1p mutation screening, MLPA for detection of gross rearrangements and
direct sequencing for identification of point mutations. We did not find mutation in any of the
14 affected children, despite the fact that, based on the data for Hnflp mutation prevalence,
we expected to identify genetic variants in 2-4 cases. The reason for that might be either a) the
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relatively small number of patients enrolled in the study or b) the limited role of Hnflp for
CAKUT pathogenesis in Bulgarian population. In order to answer to that question we would
need to expand our study by enrolling additional patients.

Contract Nr.33/2009 Molecular characteristics of male infertility in Bulgaria
LEADING SCIENTIST: Assist. Prof. Albena Parvanova Todorova, PhD
RESEARCH TEAM:
e  Prof. Vanyo Mitev, MD, PhD, DSc, Dept. of Medical Chemistry and Biochemistry
e  Andrey Kirov, PhD student, Dept. of Medical Chemistry and Biochemistry
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Medical Chemistry and
Biochemistry
RESULTS (abstract):

In the present project were introduced DNA methods for diagnostics of group of
genetically caused diseases with azoospermia and oligoasthenoteratozoospermia as a clinical
manifestation. A group of genes and one genetic region, which are known to be linked with
male ingertility, was studied:

AZF region in Y chromosome.

The gene, coding synaptonemal complex protein 3 (SYCP3 gene).

The gene, coding ubiuitin-specific protease 9 (USP9Y gene)

The gene, coding gonadotropin-releasing hormone receptor (GnRHR rena).
The gene, coding luteinizing hormone, beta polypeptide (LHB rena).

The gene, coding follicle-stimulating hormone, beta polypeptide(FSHB rena).

The PCR based methods in use were optimized. In part of them we use primers,
which are design by the research team during the progress of the project. All amplification
conditions were optimized. The information from the project together with information from
other sources were analysed and we design an algorithm which will lead to fast and precise
diagnostic in case of male infertility. This will allow appropriate genetic counceling of these
men. In addition this study shows that the frequencies of the detected genetic rearragments are
lower than the average world frequencies — AZF microdeletion on Y chromosome — 6,67% in
our study (average world frequency is between 10 and 20%), genetic rearrangements in LHB
gene — 2,67% (greatly variable frequencies in other countries — 5,57% in USA, 24,1% in
Finland) — the reference frequencies source is OMIM. This deviations are probably due to the
relatively small studied group and the highly genetically heterogenous Bulgarian population.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS: LHB gene mutations in
Bulgarian patients with hypogonadism and azoospermia. — manuscript in preparation

oA wWNE

Contract Nr.52/2009 Analysis of candidate genes in a region showing linkage
with hereditary partial epilepsy-

LEADING SCIENTIST: Teodora Evgenieva Goranova, PhD

RESEARCH TEAM:

e  Assist. Prof. Radka Kaneva, PhD, Dept. of Medical Chemistry and
Biochemistry
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. Prof. Ivailo Tournev, MD, PhD, UH Aleksandrovska, Dept. of Neurology
e  Prof. Vanyo Mitev, MD, PhD, DSc, Dept. of Medical Chemistry and
Biochemistry

e  Dora Angelicheva, PhD, Dept. of Medical Chemistry and Biochemistry
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Medical Chemistry and
Biochemistry, Centre of Molecular Medicine.

RESULTS (abstract):

Epilepsy is the most common brain disorder in human. Previous study of a family
with epilepsy showed linkage with 5q31-32. The aim of the current study was to analyze three
candidate genes in this region on RNA level - SPRY4, FGF1, KCTD16. We conducted RT-
PCR and cDNA sequencing of the most common alternative transcripts of these genes. We
also performed sequencing on DNA level of SPRY4 for the whole family. Analysis of SPRY4
revealed 10 known and 3 unreported before polymorphisms. None of them, however, showed
association with the epilepsy. Most of them are positioned in the 3’UTR of the gene and
possibly exert a regulatory role on its expression. As a result of the RNA level analysis we
detected expression of 2 of the most common alternative forms of SPRY4 for 2 controls and
no expression for affected individuals. FGF1 showed expression for one of the controls and
was absent in affected individuals. The lack of expression in affected members could be
associated with their disease. The third gene, KCTD16, did not show expression either for
affected individuals, or controls. This result could be due to the low level of expression of the
gene in blood. The results have to be confirmed by analysis of more patients.

Contract Nr.44/2009 Determination of MSH6 germline mutation frequency
among patients whose endometrial cancers bear a somatic MSH6 mutation
LEADING SCIENTIST: Darina Konstantinova
ORGANIZATION UNIT: Dept. of Medicinal chemistry and biochemistry
RESULTS (abstract):
Exon one of the KRAS gene was examined for among 108 endometrial tumor
samples. PCR and direct sequencing were implied. Eighteen of the samples (16.7%) showed a
mutation. Sequencing of the MSH6 gene among those samples did not reveal a germline
mutation. The distribution of mutations in the KRAS gene depending on tumor characteristics
was examined. Higher frequencies were detected among endometrioid vs nonendometrioid
samples.
Results were presented in the following paper:
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Konstantinova D, Kaneva R, Dimitrov R, Savov A, lvanov S, Dyankova T,
Kremensky 1, Mitev V. Rare Mutations in the PIK3CA Gene Contribute to
Aggressive Endometrial Cancer. DNA Cell Biol. 2009 Oct 19.

Contract Nr.60/2009 Influence of different fatty acids on the structura and

organization of of rafts-domains
LEADING SCIENTIST: Ekaterina Marinova Nikolova, PhD
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RESEARCH TEAM:
. Prof. Vanio Ivanov Mitev, MD, PhD, DSc
Antonia Roumenova Isaeva, biologist
Prof. Diana Hristova Petkova, DSc
Galya Marcheva Staneva, PhD
Tanya Todorova Markovska, biologist
. Raina Ivanova Georgieva, biologist
ORGANIZATION UNIT: Dept. of Medical Chemistry and biochemistry, Faculty of
Medicine, MU - Sofia
RESULTS (abstract):

Fatty acids are very important for cell functions because they influence membrane
structure and function. The investigations of the incorporation of short chain fatty acids in
fibroblast cells cultured in three — dimensional matrix show two different molecular
mechanisms depended of the structure of fatty acid. Palmitic acid is incorporated by simple
diffusion while oleic acid uses saturable transport processes. These two mechanisms protect
cells from excess amount of these fatty acids and allow optimal cellular functions keeping
natural membrane properties. The incorporation of DHA in cells depends on the fatty acid
concentration in the media, but not on the incubation time for the spontaneous incorporation of
fatty acid in special domains on membrane surface. Investigation with GUV and DSC of three
component mixture of PC with oleic acid or DHA: sphingomyelin and cholesterol show
formation of domains even at temperatures near to the physiological in the presense of DHA
in PC molecule
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Damyanova R, Markovska T, Mitev V, Staneva, G, Petkova D. Uptake of fatty acids by
fibroblasts cultured as three — dimensional matrix. Comp RenA. Bulg. Acad Sci, 63,
2010 (in press)

Contract Nr.24/2009 Investigation of the content and origin of homocysteine in

wine and other fermentation products
LEADING SCIENTIST: Silvia Georgieva Kalenderova
RESEARCH TEAM:
e  Silvia Georgieva Kalenderova, Dept. of Chemistry and Biochemistry
e  Prof. Vanyo Ivanov Mitev, MD, PhD, DSc, Dept. of Chemistry and Biochemistry
e  Bistra Rosenova Benkova, Dept. of Chemistry and Biochemistry
e Antonia Rumenova Isaeva, Dept. of Chemistry and Biochemistry
ORGANIZATION UNIT: Dept. of Medical chemistry and biochemistry
RESULTS (abstract):

Elevated concentrations of homocysteine are associated with different pathological
conditions. Current data indicate that high alcohol consumption is associated with elevated
plasma homocysteine concentrations. The possible mechanisms for this effect of red wine or
other alcohol beverages on plasma homocysteine concentrations are still unclear. Moreover,
the presence of this thiol compound in wine has not been investigated. It is well known that
various volatile sulfur compounds and nonvolatile thiol-containing compounds undergo
metabolizing processes during fermentation of grape musts. And, it is not wrong to mention
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that homocysteine is a key metabolite in sulfur metabolism in yeast and it could explain the
possibility of its presence in the final product of fermentation process - wine. Actually, the
literature is lacking information about the homocysteine content in wine and there are no
literature reports for possibility of homocysteine resorption from alcohol beverages. Whether
it may contribute to plasma homocysteine has not been studied yet. In this study we
investigated the content of Hcy in wine samples. This compound was quantified using HPLC
method based on previously developed in our laboratory procedure for measurement of Hey in
human plasma samples. The reduction of Hcy disulfides forms was carried out using TCEP
and N-(2-acridonyl)maleimide (MIAC) was used as fluorescent derivatizing reagent. The
concentration of homocysteine in 36 different Bulgarian red and white wines was studied. The
obtained results clearly indicate the availability of Hcy in wine. The statistical analysis of
obtained data do not shows any correlations between the homocysteine concentration and
grape vine sort or geographic origin. The obtained Hey concentrations are at LIM.I™ levels and
it is not clear whether this content could affect the total plasma homocysteine. It is of interest
additional studies on the possible resorption of this cardiovascular risk factor by human
organism to be performed. The possible impact of wine Hcy content on the plasma levels of
this compound is important to be investigated.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Benkova B, Lozanov V, Ivanov IP, Stoev G, Yordanova N, Milchova M,
Kalenderova S, Mitev V, Quantitation of homocysteine content in wine. European
Food Research and Technology, 230, 2009, 361.

Contract Nr.17/2009 Application of urinary L-dopa, catecholamines and their

metabolites in diagnostics of Parkinson’s disease
LEADING SCIENTIST: Lyudmila Vladimirova Mateva
RESEARCH TEAM:
. Prof. Vanio Mitev, MD, PhD, DSc, Dept. of Medical chemistry and biochemistry
e Assist. Prof. Stafan Petrov, Dept. of Medical chemistry and biochemistry
ORGANIZATION UNIT: Dept. of Medical chemistry and biochemistry
RESULTS (abstract):

The catecholamines and metanephrines play an important role in information
transmission and regulation of metabolism in the body. Quantitative analysis of
catecholamines, metanephrines and L-DOPA are important for early diagnostic of Parkinson’s
disease. We report the use of liquid chromatography with fluorescence detection to determine
plasma and urinary concentrations of catecholamines, metanephrines and L-DOPA. Plasma
and urinary catecholamines, metanephrines and L-DOPA in healthy volunteers were compared
with concentrations in patients with Parkinson’s disease and were reached to relevant
conclusions. In general concentrations of norepinephrine (3 times less in plasma and 30% less
in urine samples), dopamine(8 times less in plasma and 10 times less in urine samples) and L-
DOPA (6 times less in plasma and 10 times less in urine samples) in plasma and urine samples
of patients with Parkinson’s disease are decreased.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Mateva LV, Petrov SS, Mitev VI. Simultaneous determination of free DOPA,

Catecholamines and Metanephrines in plasma and urine for early diagnosis of
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Parkinson decease. Article is send to publish in Journal of Liquid Chromatography
& Related Technologies in May 2010

Contract Nr.14/2009 Microstructural genomic aberrations in idiopathic
azoospermia and oligospermia in peripheral blood and sperm- investigations
by CGH-DNA microarray
LEADING SCIENTIST: Assist. Prof. Ralitza Stefanova Zhivkova, PhD, Dept. of Medical
biology
RESEARCH TEAM:

e  Assist. Prof. Vera Ilieva Damyanova, Dept. of Medical biology
Assist. Prof. Savina Petrova Hadjidekova, Dept. of Medical genetics
Vesela Borisova Nikolova, PhD, biologist, Dept. of Obstetrics and gynecology
Desislava Valentinova Nesheva, biologist, Dept. of Medical genetics
Prof. Draga Ivanova Toncheva, MD, PhD, DSc, Dept. of Medical genetics

e Assoc. Prof. Ilia Tzvetanov Vatev, PhD, Dept. of Medical biology
ORGANIZATION UNIT: Dept. of Biology, Faculty of Medicine
RESULTS (abstract):

Genome disbalances are related to different types of infertility and they play a role
in the treatment of human infertility. Comparative genome hybridization (CGH) combined
with microchips is a modern high resolution technique for all human chromosomes
investigations. We analysed the genome disbalances in 10 blood samples of men with an
idiopathic oligoastenozoospermia or azoospermia using CGH and microchips for the whole
human genome. We obtained microaberrations with 1-2 changes in each of specimens. In the
aberrant regions 2-16 of clones were affected and significant for the size of the changed
regions (0,5 — 16 Mb). Our data showed that the most frequent changes were Y-
microaberrations affecting genes in Y chromosome related to the normal spermatogenesis and
maturation of the spermatozoa. In addition to the Y-microaberrations, we obtained some
affected chromosomal loci - 3026.32 deletion accompanied by 14ql1.1 deletion, 9q12
deletion, 5g35.1 amplification, 7p22.3 amplification and 17q12-17g21.2 amplification, which
is group of genes responsible for the production of proteins and enzymes involved in the cell
cycle regulation and posttranslational protein modification. Gene aberration in a gene
responsible for the zona pellucida binding protein 2 (ZPBP2) synthesis was registered. This
gene plays a role during spermatogenesis and fertilization. Our results displayed the
significance of CGH and microchip analysis as a perspective scientific field of investigations
with a clinical appliance.

Contract Nr.11/2009 Investigation on the role of human polyomaviruses (BK

and JC) for development of primary brain tumors

LEADING SCIENTIST: Prof. Ventzeslav Asenov Bussarsky, PhD, DSc
Dept. of Neurosurgery, Faculty of Medicine, MU - Sofia Sofia

Clinic of Neurosurgery, St. Ivan Rilski University Hospital, Sofia, Bulgaria
RESEARCH TEAM:
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Prof. Ventzeslav Asenov Bussarsky, PhD, DSc, Dept. of Neurosurgery

Dilyan Valentinov Ferdinandov, Clinic of Neurosurgery, UH “St. Ivan Rilski”

Iliya Dimitrov Tsekov, Molecular Virology Laboratory, NCIPD, Dept. of Virology
Antonia Dimitrova Petrova, Molecular Virology Laboratory, NCIPD, Dept. of
Virology

ORGANIZATION UNIT: Dept. of Neurosurgery, Faculty of Medicine

RESULTS (abstract):

This investigation is first of its kind for Bulgaria. Systems for detection of
polyomavirus JC and BK were designed, optimized and probated. The used technologies were
SYBR Green, LUX and Tagman real-time PCR. Half of the samples from patients with
glioblastoma (n=40) were LT positive. Among the astrocytoma group (n=20) and the
oligodendroglioma group (n=12) 35% and 33.3% were positive, respectively. Among the
other groups LT was amplified in: 2 out of 3 olgoastrocytomas; 3 out of 5 gangliogliomas; 2
out of 5 medulloblastomas; 1 out of 3 pineocytomas; however in none of the 5 tested
ependimomas. All positive samples had a late threshold cycle with an increase of the
fluorescence that varied between 36 and 50. NCCR among most of the samples was not
amplified as only 21 were positive and moreover their starting copy number varied in the
range of 10-1000 sequences. In 8 of the samples both LT and NCCR were detected. Presence
of polyomaviral sequences along with features indicative of non productive viral infection
support the potential role of JCV as a factor in induction/promotion of primary brain tumours.
The results are a data base which can serve future studies in the field.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Tsekov ID et al. SYBR Green Based Real-Time PCR Assay for Detection of
Polyomavirus JC. Problems of infectious and parasitic diseases 37, 2009, 15-16.

e  Tsekov ID et al. Design and Evaluation of New Light-Upon-Extension (LUX)
Real-Time PCR Primer System for Detection of Polyomavirus Hominis 2 (JC
Virus) in Clinical Samples. Biotechnol & Biotechnol Eq. 23, 2009, 1360-1363.

e  Kalvatchev ZN et al. Effective Light-Upon-Extension Real-Time PCR Primer
Systems for Rapid Detection of Human Viruses. Laboratory medicine 41, 2010, Ne
3, 150-155. (IF=0.309)

e  Tsekov ID et al. Involvement of Polyomavirus JC in the Process of
Neurooncogenesis. Compt Rend. Acad Bulg Sci, (in press).

e  Tsekov ID et al. Prevalence of JC polyomavirus genomic sequences from the large
T-antigen and non-coding control regions among Bulgarian patients with primary
brain tumours. Clinical Neurology and Neurosurgery (under peer-review).

e  Tsekov ID et al. Role and significance of HPov for development of brain
neoplasm. 19" Annual Assembly of IMAB ,,Infections and Cancer”. Golden Sands,
Bulgaria, 7-10 May, 2009.

e  Ferdinandov DV et al. Association of JC Virus DNA Sequences with Various
Primary Brain Tumors. X1V World Congress of Neurological Surgery, Boston,
USA, August 30-Sept. 4, Abstracts Book p. 29; CO3.

e  Tsekov ID et al. Altered infection with JC virus as a premise for in vivo malignant

transformation of glial cells. The EANS Annual Meeting 2010, Groningen, The
Netherlands, March 25-27, Abstract 504.
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Contract Nr.21/2009 Role of nitric oxide, produced by neuronal nitric oxide
synthase in the regulation of fast oscillations of arterial blood pressure and

Heart rate in spontaneously hypertensive rats
LEADING SCIENTIST: Petya Pavlova Markova
RESEARCH TEAM:

e  Assist. Prof. Rene Dimitrova Mileva-Popova, Dept. of Physisology

. Ivan Konstantinov Chakalov, student

. Deyan Miroslavov Popov, student

e Orlin Orlinov Pavlov, student

ORGANIZATION UNIT: Dept. of Physisology, Faculty of Medicine, MU - Sofia
RESULTS (abstract):

The experiments were carried out on conscious normotensive (Wistar rats, n=10)
and spontaneously hypertensive rats (SHR, n=10). The selective inhibition of neuronal nitric
oxide synthase (nNOS) was performed by 7-Nitroindazole (7-NI) in a dose 2 mg/kg/h, applied
i.v. Application of 7-NI did not change mean values of arterial blood pressure and heart rate in
the both groups. In normotensive Wistar rats, nNOS inhibition provoked a decrease of
sympathetic mediated fluctuations in heart rate and alters sympatho-vagal balance. Only high
frequency spectral power in systolic arterial blood pressure spectrograms was influenced by
nNOS inhibition in Wistar rats. In difference of normotensive Wistar rats in SHR, inhibition
of nNOS did not affect variations of heart rate and sympatho-vagal balance, but increased
power of oscillations of arterial blood pressure. The nitric oxide produced by nNOS plays
important role in generation of fast oscillations in heart rate, mediated mainly by the
sympathetic nerve activity, as well as, in maintenance of sympaho-vagal balance in
normotensive Wistar rats. In SHR, nitric oxide produced by nNOS modulates fast oscillations
in arterial blood pressure. The synthesized by nNOS nitric oxide regulates cardiovascular
variability by different mechanisms in normotensive and spontaneously hypertensive rats.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Markova P, R Girchev, B lliev, D Popov. Heart rate variability during nNOS
inhibition in spontaneously hypertensive rats. Submited for approval in Trakia
Journal of Sciences

e  Markova P, R Girchev, B lliev, D Popov. Heart rate variability during nNOS
inhibition in spontaneously hypertensive rats. Anniversary Scientific Conference
15 Years Trakia University, Stara Zagora, 21.05.2010, p.6

. lliev B, D Popov, S Ognyanova. Influence of nitric oxide produced by nNOS on
sympatho-vagal balance in conscious rats, IX International Congress of Medical
Sciences, Sofia, Bulgaria, 13-16. 05. 2010, Tribuna medica, Vol. LXII, Suppl.
1/2010, Abstract book p.76 - awarded 3" place, preclinical poster section.

e  Popov D, B lliev, S Ognyanova, O Pavlov. The sympathetic mediated oscillations
of systolic arterial blood pressure in spontaneously hypertensive rats during
selective nNOS inhibition, IX International Congress of Medical Sciences, Sofia,
Bulgaria, 13-16. 05. 2010, Tribuna medica, VVol. LXII, Suppl. 1/2010, Abstract
book p.40 - awarded 2™ place, preclinical oral session.

. Popov D, B lliev. Blood pressure and heart rate variability during selective nNOS
inhibition in conscious rats. Submitted for participation in 21% European Students’
Conference, Berlin, Germany, 13-17. 10. 2010.
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Contract Nr.51/2009 Analysis of polymorphic variants in candidate genes
associated with prostate cancer
LEADING SCIENTIST: Assist. Prof.Radka Petrova Kaneva, PhD,
RESEARCH TEAM:

e  Assist. Prof. Atanaska Mitkova, PhD, Dept. of Medical Chemistry and
Biochemistry, CMM
Prof. Vanyo Mitev, MD, PhD, DSc, Dept. of Medical Chemistry and Biochemistry
Prof. Chavdar Slavov, UH “Alexandrovska”, Urology clinic
Elenko Popov, MD, UH “Alexandrovska”, Urology clinic
Prof. Ivo Kremenski, PhD, UHOG “Miachin dom”, NGL, MMC
Olga Jivanova Beltcheva, PhD, MMC
Momchil Nikolov, Dept. of Medical Chemistry and Biochemistry, MMC
Bogomila Cherkelova, Dept. of Obsterics and Gynecology, NGL
Svetlana Hristova, PhD, UH “Alexandrovska”, Center of clinical Pathology
Alexandrina Vlahova, UH “Alexandrovska™, Center of clinical Pathology

e  Tihomir Dikov, UH “Alexandrovska”, Center of clinical Pathology
ORGANIZATION UNIT: Dept. of Medical Chemistry and Biochemistry
RESULTS (abstract):

Prostate cancer (PC) is a polygenic disease for which many loci with little effect
have been found. We have performed replicative case control study by genotyping with
TagMan® method a group of 190 patients with PC and 195 controls in order to confirm
correlation between susceptibility to PC and SNPs in 7921, 8924, 10ql1, 11p15, 12913,
19gq13. We have not found association of rs6465657(7q21), rs1447295(8q24),
rs902774(12q13), rs266849 and rs2659056(19q13) with PC. The genotype T/C of
rs10993994(10qg11) have tendency for association and the allele T shows one and a half time
increased risk for lymph node metastasis in patients (p=0.046). Analysis of rs7920517 on
10911 showed that the genotype G/A leads to two fold increased PC risk, and the allele A in
homozygous individuals is protective. The polymorphisms rs6983267 and rs10505477 in 8q24
are statistically significantly associated with development of PC with high Gleason score. In
consent with the literature data rs7127900 in 11p15 is also associated with PC in Bulgarian
patients. Heterozygous carriers have two fold increased risk (p=0.015) and the genotype G/G
is protective and the result is statistically significant. The current analysis confirms the
association of the loci 824, 10g11, 11p15 with PC in Bulgarian men. For elucidation the role
of the identified loci in PC etiology, more extended study is needed.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Eeles RA et al. Identification of seven new prostate cancer susceptibility loci

through a genom-wide association study, Nature genetics, Vol 41, Number 10,

October 2009, p. 1116-1123

e  Kachakova DL et al. Polymorphic variants in CYP1BL1 linked with increased risk
for prostate cancer in Bulgarian patints, European Human Genetics Conference,

Gothenburg, Sweden, june 12-15, 2010, p.189-190

. Kachakova DL et al. Association study of polymorphic variants in chromosome
locus 8924 linked with prostate cancer in Bulgarian patients, 21-st Meeting of the

European Association for Cancer Research, Oslo, Norway, june 26-29, 2010, p.220
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. Popov EP et al. Role of genetic polymorphisms in SRD5A2 gene in progression of
prostate cancer, IX International Congress of Medica Sciences, Sofia, Bulgaria,
may 13-16, 2010, p.65

e  Popov EP et al. Prostate cancer risk association with SNP polymorphic variants of
CYP1B1 gene in the Bulgarian population, 25" Anniversary Congress of the
European Association of Urology, Barcelona, Spain, april 16-20, 2010, p. 242

e  Slavov CK et al. Role of genetic polymorphism in SRD5A2 gene in progression of
prostate cancer, 30™ Congress of the Societe Internationale d’Urologie, november
1-5, 2009

Contract Nr.22/2009 Effect of nonselective nitric oxide synthase inhibition on
urine and plasma concentrations of prostaglandin E, and prostaglandin F,, in
spontaneously hypertensive rats

LEADING SCIENTIST: Assist. Prof. Yuri Penkov Nyagolov

RESEARCH TEAM:

e  Petya Pavlova Markova, biologist, Dept. of Physiology

e  Veselina Kirilova Vuchidolova, biochemist, Dept. of Physiology

. Georgi Stefanov Lyutov, medical student,

e  Elica Rashkova Gerova, medical student

e  Krasimira Orlinova Atanassova, medical student

ORGANIZATION UNIT: Dept. of Physiology, Faculty of Medicine, MU - Sofia
RESULTS (abstract):

The present study was designed to investigate renal PG-E; and PG-F,a excretion in
Wistar rats and in spontaneously hypertensive rats (SHR) during nonselective NO-synthase
inhibition by N“-Nitro-L-Arginine methyl ester (L-NAME). Experiments were carried out on
18 conscious Wistar rats and 18 SHR. L-NAME (10 mg/kg) was applied as bolus in the
femoral vein. Arterial blood pressure was registered directly in the femoral artery. Urine was
collected by implanted bladder catheter. Urine PG-E, and PG-F,0. concentrations were
determined by ELISA methods. Urine flow rate did not differ between Wistar rats and SHR.
Urine concentrations excretions of PG-E, and PG-F,a in SHR were significantly higher in
comparison to Wistar rats. L-NAME application led to significant increase of arterial blood
pressure in both groups. The urinary flow rate was increased in Wistar rats and SHR. The
NOS inhibition provoked increase of PG-E, urinary concentration and excretion both in
Wistar rats and SHR. The NOS inhibition did not change urine concentration and excretion of
PG-F,a in Wistar rats. However, in SHR the NOS inhibition led to decrease of PG-F,a
concentration but increase of its urine excretion.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Nyagolov YP, P Markova, V Vuchidolova, K Atanassova, R Girchev. The effect of
nonselective nitric oxide synthase inhibition on urine prostaglandin E, and
prostaglandin F,, excretion in spontaneously hypertensive rats - Submited,
Comptes rendus de 1’ Acade'mie bulgare des Sciences.

e  Atanassova K, B lliev, D Popov, E Gerova. The effect of nitric oxide synthase
inhibition on urine prostaglandin F2a in spontaneously hypertensive rats, IX
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International Congress of Medical Sciences, Sofia, Bulgaria, 13-16 May, 2010,
Tribuna medica, Vol. LXI1, Suppl. 1/2010, Abstract book p.77 - awarded 1™ place,
preclinical section - poster session.

. Pavlov O, K Atanasova, D Popov, B lliev. Renal prostaglandin E2 excretion during
nonselective nitric oxide synthase inhibition in Wistar rats IX International
Congress of Medical Sciences, Sofia, Bulgaria, 13-16 May, 2010, Tribuna medica,
Vol. LXII, Suppl. 1/2010, Abstract book p.41 - awarded 1 place, preclinical
section - oral presentation

Contract Nr.20/2009 Molecular-genetic and biochemical investigations on the
neuraminidase and type iii effector proteins produced by clinically important
strains of Pseudomonas aeruginosa
LEADING SCIENTIST: Tanya Vasileva Strateva, MD, PhD
RESEARCH TEAM:
e  Assist. Prof. Tanya Vasileva Strateva, MD, PhD, Dept. of Medical Microbiology
e Assist. Prof. Tomislav Simeonov Kostyanev, Dept. of Medical Microbiology
e  Yulia Stoyanova Marteva-Proevska, MD, Laboratory of Clinical Microbiology
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Medical Microbiology
RESULTS (abstract):

A total of 218 clinically important Pseudomonas aeruginosa strains, including
cystic fibrosis (CF) isolates (n=42) and problematic nosocomial non-CF isolates (n=176), was
studied to evaluate the prevalence of type Il effector proteins (ExoS, ExoU, ExoT and ExoY)
as well as neuraminidase-encoding genes and to analyze the values in respect to the patient
groups, infection site and antimicrobial resistance. The following frequencies in all studied
strains were established: exoS — 60.1%, exoU — 31.7%, exoT — 100%, exoY — 86.2%, and nanl
(encoding neuraminidase) — 21.1%. The part of P. aeruginosa strains harboring either the exoS
(49.5%) or the exoU (20.6%) gene was higher (P<0.001) than that of isolates containing both
genes (9.1%). The prevalence of nanl was significantly higher (P<0.01) in CF isolates
(38.1%) than that in non-CF isolates (17.0%). Moreover, the nan1* CF P. aeruginosa strains
were isolated only from patients with recurrent pulmonary exacerbations and poor clinical
status (n=6). The gene dissemination varied according to the infection localization in non-CF
patients. Two genes (exoU and nanl) revealed a higher spread (P<0.001) among multidrug-
resistant (MDR) than in non-MDR nosocomial strains (42.6% vs. 18.7% and 26.7% vs. 4.0%,
respectively). All P. aeruginosa strains containing the nanl produced an extracellular
neuraminidase with enzyme activity from 1.25 to 10.25 U/ml measured quantitatively by the
Aminoff’s biochemical method. In conclusion, the dissemination of nanl in CF isolates was
moderate and correlated with the lower proportion of patients with lung exacerbations. The
molecular-genetic detection of this gene may be used as an indirect measure of CF pulmonary
disease evolution. The P. aeruginosa type Il secretion system is present in nearly all studied
isolates but the individual isolates from distinct infection sites differ in their effector
genotypes. The ubiquity of type 11 effector proteins-encoding genes among clinical isolates is
consistent with an important role for this system in P. aeruginosa pathogenesis.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
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. Strateva T et al. Prevalence of the type Il effector proteins-encoding genes in
clinical isolates of Pseudomonas aeruginosa. Probl Inf Parasit Dis 2009; 37, Ne 2:
p. 21-24.

e Strateva T et al. Neuraminidases produced by cystic fibrosis isolates of
Pseudomonas aeruginosa: gene distribution, enzyme activity and clinical
importance. Probl Inf Parasit Dis 2009; 37, Ne 2: p. 25-27.

e  Strateva T et al. Distribution of the type Il effector proteins-encoding genes
among nosocomial Pseudomonas aeruginosa isolates from Bulgaria. Ann
Microbiol 2010; 60, Ne 3: in press. Published online ahead of print on 12 June 2010

. Mitov I, R Gergova, T Strateva. Antibiotic resistance and virulence factors in
opportunistic Gram-negative bacteria (oral presentation). 1% Southeast European
Conference of Chemotherapy and Infection incorporating 20" Jubilee Annual
Assembly of IMAB. Varna, Bulgaria, 6-10 May, 2010. Journal of IMAB — Annual
Proceeding; Volume 16, Book 1-C, 2010, Part C “Infections — clinical and
microbiological aspects™: p. 12-13.

e  Petrova G, P Perenovska, V Ulevinov, T Strateva, N Ulevinov. Immunoglobulin
levels, cytology and microbiologic investigations of broncho-alveolar lavage in
children with cystic fibrosis (poster). 14™ International Congress of Immunology.
Kobe, Japan, 22-27 August, 2010.

Contract Nr.8/2009 Evaluation of new virulence factors and evolution of the
antibacterial resistance in Helicobacter Pylori in Bulgaria
LEADING SCIENTIST: Assoc. Prof. Dr. Lyudmila Boyanova Georgieva, PhD, DSc
RESEARCH TEAM:

e Assist. Prof. Daniel Valentinov Yordanov, Dept. of Medical Microbiology

e  Assist. Prof. Rumiana Donkova Markovska, PhD, Dept. of Medical Microbiology

e  Galina Miliova Gergova, MD, Dept. of Medical Microbiology
ORGANIZATION UNIT: Dept. of Medical Microbiology, Faculty of Medicine
RESULTS (abstract):

Long-term trends in antibiotic resistance can predict future changes in resistance
patterns. Clarithromycin resistance rate (19.4%) in H. pylori in 2007-2009 was higher than
that in 1990-1995 (6.2%). MICqy of erythromycin in 1990-1995 was 142.2-fold lower than that
of clarithromycin in 2007-2009. Quinolone resistance increased 7.7-fold with a 5-fold increase
in MICq. The MICsq's of metronidazole and tetracycline decreased 4-fold during the period.
The primary resistance was associated with patients' age and national antibiotic use. The
resistance showed many long-term changes, with a more rapid evolution for clarithromycin
than for the other antibiotics. The increased ciprofloxacin resistance was found only by
extending the study period to 20 years. Both cagE and vacA i genes of H. pylori are important
virulence factors. Ulcer patients exhibited higher prevalence of strains with cagA®*, cagE",
vacA il, cagA*/cagE" and vacA sla/il genotypes than the rest. The cagE gene, alone or in
combinations, was associated with the age and sex. There were differences in the prevalence
of vacA alleles between treated and untreated patients and in the prevalence of vacA il allele
between places of residence. Testing of both cag genes is recommended to detect better the
more virulent strains. Virulent cagE™* and cagA*/cagE™ genotypes showed strongest (p <0.001)
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association with the diseases, and are good markers for strain virulence and the prognosis of
the infection. Unlike vacA sl and s2, vacA i alleles showed differences according to the type
of disease. Presence of non-virulent vacA genotypes can be associated with a higher risk for
eradication failure, therefore, a stringent control of patients’ compliance, especially in this
group, is recommended.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

Boyanova L, Nikolov R, Gergova G, Evstatiev |, Lazarova E, Kamburov V,
Panteleeva E, Spasova Z, Mitov |. Two-decade trends in primary H. pylori resistance
to antibiotics in Bulgaria. Diagn Microbiol Infect Dis. 2010 (in press).

Boyanova L, Yordanov D, Gergova G, Markovska R, Mitov |. Association of iceA
and babA genotypes in Helicobacter pylori strains with patient and strain
characteristics. Anton Leeuw Int J G. 2010 (in press).

Yordanov D, Boyanova L, Markovska R, Gergova G, Mitov I. Distribution of the
main virulence factors in Helicobacter pylori strains according to the patients’
characteristics. (Report). 8" National congress of clinical microbiology and infections
of the Bulgarian Association of Microbiologists. Plovdiv, 22-25 April, 2010.
Boyanova L, Yordanov D, Gergova G, Markovska R, Mitov I. Association of iceA
and babA genotypes in Helicobacter pylori strains with patient’ and strain’
characteristics. (Report). 8" National congress of clinical microbiology and infections
of the Bulgarian Association of Microbiologists. Plovdiv, 22-25 April, 2010.

Contract Nr.18/2009 Microbiological characterization of Haemophilus

influenzae strains isolated as causative agents of community-acquired

infections
LEADING SCIENTIST: Prof. Lena Petrova Setchanova, MD, PhD
RESEARCH TEAM:

Prof. lvan Gergov Mitov, MD, PhD, DSc, Dept. of Medical Microbiology
Vessela Ouzounova-Raykova, MD, Dept. of Medical Microbiology
Tomyslav Kostyanev, MD, Dept. of Medical Microbiology

Yuliya Marteva-Proevska, UH “Alexahdrovska”

ORGANIZATION UNIT: Dept. of Medical Microbiology, Faculty of Medicine
RESULTS (abstract):

Haemophilus influenzae is one of the leading bacterial causes of

community-acquired invasive and respiratory diseases in children and adults. H.
influenzae serotype b (Hib) conjugate vaccine was adopted in Bulgaria since the year
2002 and obligated in our Immunization schedule since the year 2010. The aims of
this study were: 1) to determine different capsular types by PCR genotyping among
clinical invasive and respiratory strains H. influenzae and 2) to analyze the
antimicrobial susceptibility of this strains before the introduction of Hib conjugate
vaccine in our country. A total 178 H. influenzae strains were collected between 1994
and 2010 from all aged patient groups: 53-cerebrospinal fluid (CSF), 8-blood, 63
sputum, 8 ear fluid specimens, and 46 upper respiratory tract (URT) samples. The
strains were isolated from patients with invasive and community-acquired respiratory
tract infections. Serotyping was done by a coagglutination test and by molecular PCR
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capsular genotyping. Susceptibility testing was performed by a broth microdilution
assay. Beta-lactamase production was determined by the chromogenic cephalosporin
test with nitrocephin. Most of the isolated H. influenzae strains were from children
under 5 years of age (58.2%). Overall, 61 strains belonged to serotype b (34.5%) by
the means of PCR capsular typing, 1 strain was type f, and 115 isolates (65.0%) were
non-typeable (non-encapsulated) H. influenzae (NTHi). Among the infants and
children with meningitis or other invasive infections, aged 2 month to 5 years, all
strains, except one, were serotype b. In respiratory tract infections (pneumonia, otitis
media, sinusitis and people with chronic pulmonary diseases) the most common were
NTHi strains (96.5%) in both groups children and adults.

By the means of broth microdilution MIC testing to 13 antimicrobials of 176 H.
influenzae strains, the isolates were found to be antibiotic nonsusceptible in the
following order: amoxicillin (25.6%), tetracycline (18.8%), chloramphenicol (17.6%),
cefaclor (7.4%), azithromycin (4.0%), cefuroxime sodium (2.8%), cefixime (1.7%)
and rifampin (1.1%). Overall, the prevalence of beta-lactamase production was
19.9%. But, it was much higher for invasive strains - 36.1%, and it was less frequent
in respiratory tract isolates - 11.3%. The rate of B-lactamase production in CSF
isolates has not changed for the last 10 years. By current CLSI, 2008 breakpoints 10
strains (5.7%) were B-lactamase-non-producing ampicillin resistant (BLNAR strains)
and all were the isolates from respiratory samples. PCR capsular genotyping method
has to be performed for all non-b-type strains. The implementation of Hib vaccine in
our country will be accompanied by a reduction in invasive diseases in children
caused by H. influenzae type b, but it is not useful in preventing infections caused by
non-typeable H. influenzae strains.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Kostyanev T, L Setchanova, V Ouzounova-Raykova, Y Proevska, | Mitov.
Microbiological characterisation of Haemophilus influenzae strains isolated
from patients with invasive and respiratory diseases. 20-th Annual Assembly
of IMAB, 6-9 May, 2010, Varna, Bulgaria, Abstracts 1st SEECCh&I part
Medicine. POSTER SESSION 3:INFECTIONS - CLINICAL AND
MICROBIOLOGICAL ASPECTS.

e  Kostyanev T, L Setchanova, V Ouzounova-Raykova, Y Proevska, | Mitov.
Microbiological characterisation of Haemophilus influenzae strains isolated
from patients with invasive and respiratorydiseases. Online Journal of IMAB
(J of IMAB), Annual Proceeding (Scientific Papers) 2010, Volume 16, Book
1-C, Part C - INFECTIONS - CLINICAL AND MICROBIOLOGICAL
ASPECTS. http://www.journal-imab-bg.org/ (in press)

Contract Nr.47/2009 Epidemiology typing and molecular genetic investigation
of resistance mechanisms and virulent factors among clinically significant
strains E.coli u K.pneumoniae, ESBL producers in three hospitals in Sofia
LEADING SCIENTIST: Assist. Prof Rumyana Donkova Markovska, Dept. of Microbiology
RESEARCH TEAM:

. Dobrinka Kirilova lvanova, Microbiology laboratory, Il HAT - Sofia
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e Assoc. Prof. Boyka Kirilova Markova, PhD, Head of Microbiology laboratory, UH
JAlexandrovska”

e Assoc. Prof. Magdalena Ivanova Leseva, PhD, Microbiology laboratory, HATUM
“N.l.Pirogov”

ORGANIZATION UNIT: Dept. of Microbiology, Faculty of Medicine RESULTS
(abstract):

In the three clinical centers were determined CTX-M and SHV-type ESBLs, with
predominant type beta-lactamase was CTX-M-15. In second town hospital and HATUM
“N.l.Pirogov”was revealed other type ESBL — TEM - 139. Producers of new for the country
types ESBLs were approved - CTX-M-1 and CTX-M-14. The results of phylogenetic analyses
of ESBL producing clinical isolates E. coli showed that over 60% of the strains were from
pathogenic group B2 and expressed more of the investigated virulent factors - fim H (79.7),
fyu A (83.1), int A (72.0) ups (55.9) u tra T (76.3). The RAPD analyses of clinical isolates
E.coli, based on resistotype, type of ESBLs, RAPD and ARDRA, phylogenetic typing and
expression of virulent factors allow differentiating five main clones (E1-E5). The RAPD
analyses of clinical isolates K. pneumoniae, based on resistotype, type of ESBLs, RAPD and
ARDRA, phylogenetic typing and expression of virulent factors allow differentiating seven
main clones (K1-K7). Clonal dissemination and plasmid transfer of plasmids that code genes
for ESBLs allow for inter and intra hospital dissemination of ESBL-producing strains E.coli u
K. pneumoniae in Sofia hospitals. Carbapenemase producers among Enterobacteriaceae
strains were not determined.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Markovska R, Schneider I, Keuleyan E, Sredkova M, Ivanova D, Markova B,
Kostyanev T, Mitov |, Bauernfeind A. Continuous spread of E.coli producing
extended-spectrum lactamases CTX-M-3 and CTX-M-15 in Bulgaria from 2002 to
2009 . 20th European Congress of Clinical Microbiology and Infectious Diseases
Vienna, Austria, 10 - 13 April 2010 P1255

Contract Nr.12/2009 Synthesis, chemometric and pharmacologycal
investigation of new platinum and palladium complexes with potential
cytotoxic activity
LEADING SCIENTIST: Assist. Prof. Adriana Georgieva Bakalova, PhD
RESEARCH TEAM:
e  Assoc. Prof. Darvin Slavchev Ivanov, PhD, Dept. of Chemistry
e Assoc. Prof. Rossen Buyukliev, PhD, Dept. of Chemistry
e  Assist. Prof. Georgi Zvetanov Momekov, PhD, Dept. of Pharmacology,
Pharmacotherapy and Toxicology
. Pharmacist Maya Petrova Kavlakova. PhD student, Dept. of Chemistry
. Zvetelina Antonova lvanova, student
ORGANIZATION UNIT: Dept. of Chemistry, Faculty of Pharmacy
RESULTS (abstract):
Two new Pt(ll) and Pt(IV) complexes with 3-amino-o-tetralonspiro-5’-
hydantoin(ATSH) and four Pd(ll) complexes with 5-methyl-5-(4-pyridyl)hydantoin(MPX)
and 3-amino-5-methyl-5-(4-pyridyl)-hydantoin(AMPH) were synthesized and investigated.
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All compounds were characterized by chemical and contemporary physicochemical methods
for analysis. The most probable schematic structures were proposed. In the Pt(Il) u Pt(IV)
complexes with 3-amino-a-tetralonspiro-5’-hydantoin(ATSH) the coordination mode of the
ligand with metal is proved. The coordination here is realized by nitrogen atom from amino
group. The obtained Pd(Il) complexes with MPX and AMPH were compared with Pt(Il)
complexes with the same ligands. The comparative analysis shows that the structures and the
coordination mode of the ligands with platinum and palladium do not differ. Here the
coordination is realized by the nitrogen atom from pyridine ring. The complexes with one and
the same chemical formula cis-[MeL,Cl,], where Me is platinum or palladium but L is the
organic ligand were obtained. The cytotoxic activity of the palladium complexes was
commensurate with those of platinum compounds. All platinum and palladium complexes
were investigated for antimicrobial activity. The results presented that only the complex
[Pd(AMPH),Br,].H,O shows pronounced atimicrobial activity.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Varbanov H et al. Synthesis of palladium(ll) complexes with 3-amino-5-methyl-5-
(4-pyridyl)-hydantoin: cytotoxic and antimicrobial investigations - Transition Met.
Chem. 35, 2010, 457-461.

e  Bakalova AG et al. Synthesis and cytotoxicity in vitro of new Pt(Il),Pt(1V), Pd(Il)
and Pd(IV) complexes with 5-methy-5(4-pyridyl)hydantoin and its ethyl and
propyl derivatives. Challenges in Inorganic and Materials Chemistry (ISACS3),
Hong Kong, China, 20-23 July 2010.

Contract Nr.31/2009 Synthesis and characterization of new derivatives of
pyridoxal isonicotinoylhydrazone (PIH) and salicylaldehyde benzoylhydrazone
(SBH) and their metal complexes as potential anti-tumor agents.
Pharmacological investigation of the new compounds
LEADING SCIENTIST: Assoc. Prof. Darvin Slavchev Ivanov, PhD, Dept. of Chemistry
RESEARCH TEAM:

e  Assist. Prof. Boriana Ivanova Nikolova-Mladenova, Dept. of Chemistry

e  Assist. Prof. Georgi Tsvetanov Momekov, PhD, Dept. of Pharmacology,

Pharmacotherapy and Toxicology

e  Assoc. Prof. Rossen Todorov Buyukliev, PhD, Dept. of Chemistry
ORGANIZATION UNIT: Dept. of Chemistry, MU- Sofia
RESULTS (abstract):

A new hydrazone — 3-methoxy-salicylaldehyde isonicotinoylhydrazone (mSIH)
and 6 new complexes of 3-methoxy-salicylaldehyde-4-hydroxybenzoylhydrazone (mShBH)
and 3-methoxy-salicylaldehyde isonicotinoylhydrazone (mSIH) with metal ions Zn(ll), Co(ll)
and Ni(ll) ) were synthesized. The chemical structure of the compounds was determined by
elemental analysis, IR and NMR-spectroscopy. The structures and the chemical bonds of the
obtained complexes were interpreted on the basis of a comparison of their spectral data with
those of the free ligand. All these analyses suggest that 3-methoxy-salicylaldehyde-4-
hydroxybenzoylhydrazone and 3-methoxy-salicylaldehyde isonicotinoylhydrazone act as
tridentate-ligands and coordinate through carbonyl oxygen, azomethine nitrogen and phenolic
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oxygen atoms forming a chelate ring. The compounds are studied with the Density functional
theory at the B3LYP level and 6-31G(d) basis set, in order to optimize their geometry and
calculate quantum-chemical properties. To evaluate the reactivity of the donor atoms in
complex formation reactions the electrostatic potentials of their deprotonated forms were
calculated.

The ligand m-SIH proved to be the most the most active cytotoxic agent against 6 human
leukemic cell lines. The calculated I1Cs, values revealed that m-SIH proved to be equipotent or
more active than cisplatin, and far more active than another utilized anticancer drug
melphalan. The data obtained give us reason to conclude that in view of their pronounced
cytotoxic effects hydrazone and its metal complexes necessitate further more detailed
pharmacological assessment.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Boriana Nikolova-Mladenova, Nenko Halachev, Rumjana lankova, Georgi
Momekov , Darvin lvanov “Synthesis, characterization, theoretical calculations
and pharmacological investigations of new salicylaldehyde benzoylhydrazone
derivates.” European Journal of Medicinal Chemistry (in press)

Contract Nr.2/2009 Biology of propagation and seed germination of protected
medicinal plants of fam. Asteraceae (Arnica montana L. and Leontopodium

alpinum Cass.) and fam. Caryophyllaceae (Gypsophila trichotoma Wend.)
LEADING SCIENTIST: Assoc. Prof. Ekaterina Krasteva Kozuharova
RESEARCH TEAM:

e  Assist. Prof. Vessela lvanova Balabanova-Bozushka
ORGANIZATION UNIT: Dept. of Pharmacognosy and botany, Faculty of Pharmacy
RESULTS

During the first vegetation season of Arnica montana the following periods were traced:
latent; virginal with four stages: germination, juvenile, immature and mature. The plants grew
slowly in the aerial part in their first vegetation season, but they intensely developed the
rhizome being perennial plant. Adaptation of arnica to altitude 1450 m a.s.l. in Mt. Vitosha is
successful. The climatic and soil conditions are suitable for the growth of Arnica montana
since the conditions are as close as possible to the wild. The growth of Arnica montana at
altitude 544 m a.s.l. was slowly and the death rate was high. The seedlings of Leontopodium
alpinum are rather sensitive to the environment conditions and the cultivation is jeopardized. It
is necessary additional research work to establish in details the critical factors. At this stage of
knowledge it is clear that the low temperature and shot light period have negative impact on
the germination. The flowers of Gypsophila trichotoma are self compatible but as a rule they
do not self-pollinate spontaneously because the generative organs are isolated in the space. ca
camochBMecTiME, The cross pollination is actively accomplished by small bees members of
the families Colletidae u Halictidae. The observed visitors belong to species known as
polycentric — they are generalist not specialized to a particular plant species. The activity of
the bees was high as well as the fruit and seed set. The successful adaptation of the seedlings
ex-situ reveals that the species is prospective fro cultivation. In addition the polylectic
pollinators is a additional precondition for a success in the cultivation.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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. Kozuharova E, A Gogala. Reproductive biology of Gypsophila trichotoma Wend.
(Caryophyllaceae) - endangered plant species for the Bulgarian flora. Compt. rend.
Acad. Bulg. Sci., 63, 2010 - in press

e  Balabanova V, A Vitkova. Peculiarities in ontogenesis of Arnica montana L. in
Bulgaria. Compt Rend Acad Bulg Sci. 63, 2010 - in press.

e  Balabanova V, A Vitkova. Peculiarities in ontogenesis of Arnica montana L. in
Bulgaria. 6™ Conference on medical and aromatic plants of southeast European
countries, Antalya, Turkey, 18-22 May, 2010, Phcog. Mag., 120. — poster

Contract Nr.13/2009 Optimization of the elicitor’s influence and
transformation by Ri-plazmid on the production of biologically active
substances with antioxidant and cytotoxic activity
LEADING SCIENTIST: Prof. lliana lonkova, DSc
RESEARCH TEAM:
e  Stefan Zvetkov Ninov
Iskra Antonova Antonova
Georgi Zvetanov Momekov
Deasislava Emilova Milanova
Romana Vladkova Vutova
Penijo Mihalev Georgiev
Deljan Veselinov Mateev
Georgi Dimitrov Popovski
e  Valeri Emilov Zvetanski
ORGANIZATION UNIT: Faculty of Pharmacy, Dept. of Pharmacognosy and botany
RESULTS (abstract):

Hairy root cultures were induced from leaf explants of Linum thracicum ssp.
thracicumby infection with Agrobacterium rhizogenes. Methyl jasmonate (MeJA) treatment
increases the levels of plant secondary metabolites, including ariltetraline lignans, which are
considered to be the main active compounds in Linum thracicum ssp. thracicum. This study
was concentrated on the production of ariltetralin lignans in hairy roots cultures of Linum
thracicum ssp. thracicum, transformed by Agrobacterium rhyzogenes, LBA 9402 by exposing
them to different concentrations (50-200 uM) of methyl jasmonate (MJ) during the culture
period. The lignans podophyllotoxin (PTOX) and 6-methoxypodophyllotoxin (MPTOX) are
the main constituents in Linum thracicum ssp. thracicum. Lignan content increased two fold
by elicitation of MJ, however, the fresh weight, dry weight and growth ratio was strongly
inhibited by increasing MJ concentrations. The highest total lignans yield was obtained with
150 pM MJ treatment. These results suggest that MJ elicitation is beneficial for lignan
accumulation in the hairy roots cultures of Linum thracicum ssp. thracicum. The
antiproliferative action of the extracts from cell cultures was tested by MTT against malignant
cell lines with etoposide as a positive control. The extract from Linum thracicum (Griseb.)
Degen ssp. thracicum showed a moderate cytotoxicity to all tested cell lines. It was found by
DPPH that different fractions with flavon-C-glycosides and lignans of suspension cultures of
Linum thracicum ssp. thracicum have moderate radical scavenging activity.
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SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. lonkova I, I Antonova, G Momekov. Effect of methyl jasmonate on production of
ariltetralin lignans in hairy root cultures of Linum thracicum ssp. thracicum,
Proceedings of 6th Conference on Aromatic and Medicinal Plants - CMAPSEEC,
Antalya April 18-22, 2010 Turkey, 536-543

. lonkova I, I Antonova, G Momekov, (2010), Effect of methyl jasmonate on
production of ariltetralin lignans in hairy root cultures of Linum thracicum ssp.
thracicum, Proceedings of 6th Conference on Aromatic and Medicinal Plants -
CMAPSEEC, Antalya April 18-22, 2010 Turkey, Poster PP-408, Abstract p.S167
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MEDICO-CLINICAL AREA

Contract Nr.42/2008 Effect of Melatonin on the Antioxidant Defense System in
Patients with Epilepsy

LEADING SCIENTIST: Assoc. Prof. Pencho Nikolov Kolev, MD

RESEARCH TEAM: Martin Nikolaev Markov, MD

ORGANIZATION UNIT: UH ‘St. Naum’

RESULTS (abstract):

There is evidence that the formation of free radicals or the decreased activity of
antioxidant systems can cause some forms of epilepsy and can increase the risk of repeating
epileptic seizures. There are series of studies on effects of different antioxidant agents on the
frequency of the epileptic seizures and on oxidative stress in the organism. A major role in
these processess is given to the hormone melatonin. The aim of our study was to investigate
the effect of melatonin on the activity of GPx, as a marker of the antioxidant defense system in
the organism in patients with epilepsy. To achieve this aim we studied 3 groups of patienys
with epilepsy, with partial and SGTCS, taking VPA, CBZ or combination of VPA+CBZ ang a
group of healthy controls. The levels of GPx were determined before and after a one month
course with 3mg per day melatonin. The results show lower levels of GPx in the patients with
epilepsy, compared with the healthy controls, before therapy with melatonin. After one month
of therapy there is a statistically significant increase in the levels of GPx in the patients with
epilepsy, more marked in the groups of patients on VPA and VPA+CBZ, compared to the
group on CBZ. In the 3 groups of epilepsy patients the increase of the GPx level is statistically
significant in the patients with duration of the disease less than 5 years and frequency of
partial seizures below 3 per month. There is no linear connection between the levels of GPx
and the levels of VPA or CBZ. These results show the benefit of early periodic add-on
melatonin to the therapy of epileptic patients
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Markov M, Kolev P. Effect of Melatonin on the Antioxidant Defense System in

Patients with Epilepsy. Journal of Clinical Medicine.

Contract Nr.43/2008 Depersonalisation / Derealisation and perceptive features

in vestibular patients
LEADING SCIENTIST: Prof. Ognian Ivanov Kolev, PhD
RESEARCH TEAM:

. Ivo Sashkov Asenov, MD

e  Spaska Olegova Georgieva-Zhostova, MD, PhD student

. Prof. Katerina llionova Stambolieva, BAS
ORGANIZATION UNIT: Medical Faculty, Dept. of Neurology
RESULTS (abstract):

The aim of this study was to identify the prevalence of

depersonalisation/derealisation symptoms in vestibular patients compared to healthy subjects.
Experimentally to prove the connection between depersonalisation/derealisation and vestibular
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disease a caloric vestibular stimulation was held. Methods: 21 healthy subjects and 39 patients
with peripheral vestibular dysfunction took part in the study. They all completed 1) a health
screening questionnaire; 2) The Human Anxiety and Depression Scale (Snaith & Zigmond,
1994); 3) the 28 — item depersonalisation/derealisation inventory of Cox and Swinson (2002).
Experimental prove of vestibular induced depersonalisation/derealisation was assessed in all
subjects during caloric irrigation of the labyrinths. Results: The frequency and severity of the
symptoms in vestibular patients was significantly higher than in controls. In controls the most
frequent experiences were “time seems to pass very slowly”, “difficulty in concentrating”,
“déja vu”. In contrast, except dizziness, the most frequent reported symptoms were “feel as if
walking on shifting ground”, ,,feel spacey” or “spaced out”, “feel confused or bewildered”.
Apart from dizziness, caloric stimulation provoked depersonalization/derealisation symptoms
which healthy subjects experienced before. Patients reported that the experiences were similar
to those induced by the vestibular disease. Conclusion: Depersonalisation/derealisation
symptoms scored by questionnaire are both different in quality and frequency in vestibular
patients, who reported more experiences of derealisation than healthy subjects. Caloric
stimulation provokes similar derealisation symptoms. Derealisation occurs in vestibular
patients because their distorted vestibular signals mismatch with other sensory inputs and
create an incoherent frame of spatial references and that makes the patient feel detached or
separated from the physical world.

Agreement Ne2/2008 to Contract Nr.4/2007 HLA 11 genetic polymorphism in

patients with antiphospholipid syndrome
LEADING SCIENTIST: Marta Petrova Baleva
RESEARCH TEAM:
. Prof. Fani Georgieva Martinova, Hospital Pirogov
e  Assoc. Prof. Regina Jack Djerasi, Dept. of Nephrology, UH Alexandrovska
e  Assoc. Prof. Maria Petrova Todorova, Dept. of Pathophysiology
e Assis.Prof. Milena Nikolova, Dept. of Nephrology, UH Alexandrovska
ORGANIZATION UNIT: UH Alexandrovska
RESULTS (abstract):

The etiology and pathogenesis of the antiphospholipid syndrome (APS) are
complicated and basically unknown. There is some scarse data for the correlation between
APS with a certain haplotype. The main obstacles and limitations for the genetic studies in
patients with APS are due to the selection of the patients, the influence of the concomitant
medications, the activity of the disease, the geographic and racial differences. From that point
of view the multicentric, multinational studies are of great significance and will elucidate the
problems in antiphospholipid syndrome. In patients with antiphospholipid syndrome and
systemic lupus or pulmonary embolism we found mainly HLA DRB1*03 and DQB1*02.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Baleva M, F Martinova. Antiphospholipid syndrome and HLA. Rheumatology

(Bulg), 16, 2008, 1-2, 14-16.

. Baleva M, F Martinova, V Popova, B Kiperova. R Djerasi, M Nikolova.

HLADRB1 and HLA DQBL1 in patients with antiphospholipid syndrome and

systemic lupus. Med. Rev, 2009 (in print)
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Contract Nr.2/2008 T- SPOT — TB method for precise diagnostic of
tuberculosis and latent tuberculosis
LEADING SCIENTIST: Svetlana Atanasova Velizarova
RESEARCH TEAM:

e  Assist. Prof Albena Ivanova Spasova, UN “St. Sofia”

. Kalinka Lazarova Penkova, MD, Hospital “Malinov”

. Daniela Nikolova Baltadjieva, MD, Hospital “Malinov”
ORGANIZATION UNIT: University clinic for lung diseases in children.
RESULTS (abstract):

For IP in University Children's Clinic for Pulmonary diseases studied 135 children

age 0 to 18 years. Of these, 88 were suffering from tuberculosis. LTBI with 38 children and 9
control group. Children were tested with tuberculin skin test of Mantuox, T SPOT TB test and
blood test. In all children was the availability or rips of BCG scar, contact with TB patients
and culture conformed status - presence or absence at children. All these indicators are
reported in correlation with the proposed immunological tests. In the age of 0-3 years the
number of children reacted TST>15mm. was 47.2% and a positive T SPOT TB were 61.1%,
the two tests gave almost identical results. In age from 4-7 years the number of TST>15mm.
was 64%, a positive T SPOT TB of 84%. In this case, the T SPOT TB give better results. In
the group followed over 8 years TST>15. were 68% and positive T SPOT TB 80%, which also
showed its better diagnostic skills. Best results were in extrapulmonare forms of TB where T
SPOT TB was positive in all forms with only two children and it was negative with severe
forms of tuberculosis. In children with latent tuberculosis infection, tuberculin test of Mantuox
give better results than T SPOT TB.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Velizarova SA. T-SPOT - TB method for accurate diagnosis of TB disease and latent TB

infection survey. Bulg Med J vol.1 2007 Ne 2
e  Velizarova S A. Modern diagnosis of tuberculosis in children T SPOT TB - other

dithernative Bulgarian Medical Journal 2009 Ne 4 In press

e  Velizarova SA. T-SPOT - TB - the other alternative Modern diagnostic problems of
tuberculosis Association of Pediatric Pneumology - second national symposium.
Ribaritsa 22-23.11.2008.

e  Velizarova S A. T-SPOT - TB in the diagnosis of tuberculosis in children - the other
alternative poster-P48. 5 Congress of Interndtifnal Union againts tulerculosis and lung
diseases. Dubrovnik 27-30 05.2009

e  Velizarova SA, Baltadjieva D, DD Dimitrova, Naumova H. To what extent T-SPOT.TB
could be used in the diagnosis of tuberculosis in children exposed to TB infection? 2nd
European congess Immunology Berlin 13-16 09.2009

Contract Nr.47/2009 Immunohistochemical and genetical investigations of
neuroendocrine lung tumors (typical carcinoid, atypical carcinoid, large cell
neuroendocrine carcinoma, and small cell lung carcinoma), a comparison with
clinico-pathological factors

LEADING SCIENTIST: Assist. Prof. Yanina Georgieva Slavova, MD, PhD

308



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

RESEARCH TEAM:

. Prof. Danail Borisov Petrov, PhD, DSc, UH ,,St. Sofia”, Dept. of Thoracic surgery

e Assist. Prof. Vladimir Iliev Djambazov, UH ,,St. Sofia”, Dept. Of Thoracic surgery

e  Assist. Prof. Tihomir Iliichev Dikov, UH “Alexandrovska”, Dept. of general and
clinical pathology

e  Prof. Sevdalin Slavov Nachev, PhD, DSc, Laboratory of general and clinical
pathology, UH ,,St. Ivan Rilski”;

. Prof. lvo Marinov Kremenski, PhD, DSc, National genetic laboratory, MMC, UH

,,Maichin dom”;

ORGANIZATION UNIT: Medical faculty, UH of pulmonary diseases ,,St. Sofia”
RESULTS (abstract):

Specimen from surgical resections of 147 patients who underwent radical operation
for lung neuroendocrine tumors were investigated: typical carcinoid (TC) — 69 cases, atypical
carcinoid (AC) — 12, large cell neuroendocrine carcinoma (LCNEC) — 6, and small cell lung
cancer (SCLC) - 60. The histological type, pTNM stage and immunohistochemical expression
of Chromogranin A, Ki-67, CD99 and EGFR were analyzed. The carcinoids were
predominantly in 1% stage — 48 (59.3%). In SCLC the 3" A stage cases were predominant — 29
cases (48.3%). The neuroendocrine differentiation of all the tumors was proved by using
Chromogranin A. 100% of the tumor cells in carcinoid tumors express Chromogranin A. In
20% of SCLC clonality of the expression of the marker was observed. The mean values for the
Ki-67 were as follows: for TC — 1.6%, AC — 9.9%, SCLC — 67.6% and for LCNEC — 63.5%.
The expression of CD99 was observed in 67 (45.5%) cases. 29 of them were carcinoid tumors
and in the larger part (20 cases) CD99 was expressed in 100% of the tumor cells. In these
cases the proliferative index Ki-67 was 2%. In SCLC expressing CD99 Ki-67 was 65.7%
while in those negative for CD99 it was 76.8% (p=0.05). From 147 cases in 29 (19.7%) EGFR
expression was established: in 11 carcinods (13.5% of all 81 carcinoids),15 SCLC (25% of all
60 SCLC), and 3 LCNEC (50% of all 6 LCNEC). The examination of EGFR will help for the
adequate application of the tyrosine kinase inhibitors and the individual approach for the
treatment of every single patient.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Petrov DB, EP Goranov, VT Stanoev, YG Slavova, DT Kostadinov, VI Vlasov.

Long-term results after surgical treatment of bronchial carcinoid tumors. Modern

medicine, 60, 2009, Ne3, 13-20.

. Petrov DB, EP Goranov, VT Stanoev, YG Slavova, DT Kostadinov. Long-term
results after surgery for bronchial carcinoid tumors. ERS 20th annual congress,

Barcelona, Spain, 18-22 september 2010.

Agreement Ne4/2008 to Contract Nr.20/2006 Evaluation of the cardio-vascular
risk of young men aged 17-20 y according to some adipocytokines,
prothrombogenic and proinflammatory factors
LEADING SCIENTIST: Assoc. Prof. Maria Koleva Todorova, MD, PhD
RESEARCH TEAM:
. Assoc. Prof. Konstantin Nicolov Ramshev, MD, PhD, Dept. of Cardiology and
Clinic for Intensive Care, Military Medical Academy
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. Prof. Marta Baleva, MD, DSc, Laboratoryof Immunology, UH “Alexandrovska”

e  Prof. Alexander Georgiev Stoynev, MD, DSc, Dept. of Pathophysiology,

e Assoc. Prof. Zdravko Kamenov, Clinic of Endocrinology, UH “Alexandrovska”

e  Zorka Ramsheva, MD, Laboratory of Enzymology, Military Medical Academy,

ORGANIZATION UNIT: Dept. of Pathophysiology
RESULTS (abstract):

Ninety one young men aged 17-20 years were included in the study. They were
divided in two groups according to their BMI: a group with BMI<25 and a group with
BMI>25. Height, weight, BMI, waist/hip ratio and the % fat mass were measured. Resistin
and antiprothrombin antibodies of IgA, 1gG and IgM isotype were determined.

Results and conclusions:

e A tendency for an increase of the young men with overweight and obesity at the
age 17-20 years is observed.

e  There was no significant difference of the resistin levels between the two groups.
Although the insulin resistance in the overweight subjects was significantly higher,
there was not significant correlation between resistin and insulin resistance.

e  The positive correlation between the resistin levels and hsCRP makes it possible to
assume that resistin is involved in the state of subclinical inflammation.

e All antiprothrombin antibodies are in normal range Evidently the absence of a
significant difference between the two groups shows that increased body weight in
young individuals (17-20 years) does not significantly affect the autoantibody
production.

. In the group with BMI>25 antiprothrombin 1gG antibodies significantly and
positively correlated with obesity, insulin resistance and leptin levels. These
correlations require further studies on the role of obesity and insulin resistance on
immunological disturbaces, associated with coagulation disorders and
cardiovascular risk in more advanced age and state of obesity.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Todorova M, Z Ramsheva, K Ramshev, M Baleva, Z Kamenov, L Alexiev. Serum
lipids, uric acid and leptin/adiponectin ratio in clinically healthy normal weight and
overweight young men, aged 17-20 years. The Journal of men’s health and Gender,
2009; vol 6, 1, 63-69.

e  Todorova M, Baleva M, Kamenov Z, Ramshev K, Ramsheva Z, Alexiev L,
Stoynev A. Body weight — related differences between free testosterone,
adiponectin and insulin resistance in young men, aged 17-20 years. 10" congress of
European Society for Sexual medicine, Lisabon, 2007, abs. P-01-002, p. 45

e  Todorova M, M Baleva, Z Kamenov, Z Ramsheva, K Ramshev, L Alexiev.
Inflammatory markers in clinically healthy overweight/obese and normal weight
male subjects aged 17-20 years. Joint Meeting of the European (ESSM) and
International (ISSM) societies for Sexual Medicine. Brussels, Belgium, 7-11
December 2008. PD-059, p.23.

. Ramsheva Z, M Todorova, M Baleva, K Ramshev, Z Kamenov, L Aleksiev.
Metabolic and hormonal changes in overweight young men aged 17-20 years. IV
National Conference of Clinical Laboratory, Varna, 5-7 June, 2008, p. 65.
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Contract Nr.27/2008 Adiponectin and insulin sensitivity in patients with
pheochromocytoma

LEADING SCIENTIST: Atanaska Petrova Elenkova

RESEARCH TEAM:

. Assist. Prof. Maria Kostadinova Yaneva, DM, UH “Acad. Ivan Penchev”

e  Assoc. Prof. Georgi Georgiev Kirilov, DM, UH “Acad. Ivan Penchev”

. Zdravka Pencheva Abadjieva, Senior Researcher, UH “Acad. Ivan Penchev”

. Lilia Dakovska; laboratory doctor; UH “Acad. Ivan Penchev”

ORGANIZATION UNIT: UH “Acad. Ivan Penchev”, Zdrave 2 St., Sofia
RESULTS (abstract):

Glucose metabolism  disturbances are relatively common feature in
pheochromocytoma patients. Decreased insulin secretion due to the inhibitory effect of
supraphysiological plasma catecholamine concentrations was considered to be the main cause
for pheochromocytoma-associated diabetes mellitus. However, data from animal and clinical
studies have suggested that catecholamines can induce insulin resistance. More recent trials
support the hypothesis that catecholamines inhibit adiponectin secretion. Objective: The aim
of the present study was to evaluate the relationship between adiponectin levels and insulin
sensitivity in patients with endocrine hypertension due to pheochromocytoma comparing them
to these in patients with essential hypertension and healthy subjects. Design and methods:
three groups of subjects were enrolled in the study: 26 patients with pheochromocytoma, 30
normal-weight patients with essential hypertension and 31 healthy subjects. Adiponectin
levels were determined by radioimmunoassay (RIA). Results: Serum adiponectin
concentrations were significantly lower in patients with pheochromocytoma compared to these
in normal-weight hypertensive patients and healthy controls. Postoperative adiponectine levels
were significantly higher then preoperative despite of the increased BMI in
pheochromocytoma patients. In contrast to previous studies, we did not find a significant
difference between circulating adiponectin levels in normal-weight patients with EH and
healthy subjects. There was a significant negative correlation between adiponectin serum
concentrations and preprandial glucose and insulin levels and HOMA as a marker of insulin
sensitivity. Conclusions: Hypoadiponectinemia in pheochromocytoma patients may represent
a possible pathogenic factor for the development of carbohydrate metabolism disturbances in
these patients.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. A Elenkova, J Matrozova, S Zacharieva, G Kirilov, K Kalinov. Adiponectin —a
new “player” in the pathogenesis of carbohydrate metabolism disturbances and
increased cardiovascular risk in patients with pheochromocytoma. Endocrinologia;
2008; vol.XIII; 2: 65-74

e A Elenkova, J Matrozova, S Zacharieva, G Kirilov, K Kalinov. Adiponectin — a
possible factor in the pathogenesis of carbohydrate metabolism disturbances in
patients with pheochromocytoma. received for consideration in “Cytokine”
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Contract Nr.13/2008 Endocrine problems in patients with homozygote beta
thalassaemia
LEADING SCIENTIST: Assist. Prof. Iva Hristova Stoeva, MD, PhD

RESEARCH TEAM:
e  Assoc. prof. Valentin Ivanov Vasilev, MD, PHD, Military Medical Academy,
Sofia

. Dr Denka Hristova Soyanova, University Pediatric Hospital, Sofia; National
Center of Children Oncohaematology, Sofia, since September 2009
. Dr Mirella Hristova Rangelova, National center of Transfusion Hemotherapy
e  DrJulia Stefanova Stajkova, University Pediatric Hospital
e  Assist. Prof. Dinko Soyanov Zahariev, , University Pediatric Hospital, Sofia
ORGANIZATION UNIT: University Pediatric Hospital Sofia
RESULTS (abstract):
Aim: Transversal study focused on the frequencies of endocrine disturbancies in Bulgarian
patients with  homozygous form of beta thalassemia; Material and methods: Seventy four
patients (aged 18.8 + 7.88 yrs, med 16.67, range 4.93-38.31) were included in the study.
Methods: Anamnesis, parental and midparental height, auxology indices, physical
examination with pubertal staging (Tanner), hormonal analysis of TSH, fT4,T3, fT3, LH,
FSH, E2, Testosterone, DHEA-S, TAT, MAT, image studies (wrist X- ray for bone age
according Greulich&Pyle), thyroid ultrasound. The control group consisted of 125 probands
(comparison age specific hormonal parameters). Results: endocrine disorders/dysfunctions in
significant number-59 of the patients; The pituitary-gonadal function was most often affected-
in 43,24%, followed by short stature (SDSh > -2) in 28,4%, thyroid dysfunction in 9,45% and
impaired glucose homeostasis in 6,76% of the patients. The secretion of DHEA-S was
significantly lower in all the patients with thalassemia, even before the appearance of any
other endocrine dysfunctions. An algorithm for appropriate follow up and early diagnosis of
possible endocrine complications is proposed. Conclusions: The low DHEA-S levels could be
possibly associated with the increased cardiovascular risk and premature aging in the patients.
Apart of the well known critical periods for successful complex therapeutic activities, a new
“window” covering the age of adrenarche (6-9 yrs) came into focus.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e Xl National Congress in Pediatrics, 16-18 October, 2009, Plovdiv “First esultsts in
Exjade Therapy in Bulgaria”- poster, Work group of Bulgarian Medical Society of
Clinical and Transfusion Hematology
. Forthcoming Annual Congress of European Society of Paediatric Endocrinology
2010, Prague

Contract Nr.48/2008 Comparison of conditions for insertion of LMA-ProSeal
and LTS-I1 as alternatives for difficult intubation
LEADING SCIENTIST: Georgiev Silvi, MD, PhD
RESEARCH TEAM:
. Georgiev Silvi, MD, PhD
. Mladenov Bogdan, MD

312



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

ORGANIZATION UNIT: Dept. of Anaesthesiology and Intensive Care; UH “Maichin
dom”
RESULTS (abstract):

Laryngeal Mask Airway-ProSeal and Laryngeal Tube Suction-1l are supraglottic
airway devices allowing gastric drainage, were compared in prospective study for airway
management. Sixty patients undergoing gynaecological surgery were randomized in two
groups of 30 each. After induction of general anaesthesia (bispectral index monitoring-BIS),
two devices were inserted and correct placement, and airway leak pressure were verified. Ease
of insertion, quality of airway seal, risk of gastric insufflation after insertion of gastric tube
were investigated. There were no differences in patient characteristics data for both groups.
Both devices were inserted at first time. Time until delivery of the first tidal volume for LMA-
ProSeal and LTS-II was 20,4 + 2,8 and 19, 2 + 3,6 sec. No gastric insufflation, gas loss or
signs of regurgitation were detected. Placement of a gastric tube was successful in 93,3% (28
patients) in group | and in 100% in group Il. Patients were questioned for sore throat and
dysphagia after removal of devices. Sore throat was stated in 3,3%/0% (LMA) after 8/24h,
dysphagya in 3,3%/0% (LMA) and 6,6%/3,3% (LTS). We observed two cases of tongue
edema and cyanosis in group Il. Both devices provide a secure airway. No differences
concerning handling or quality of airway seal were detected between LMA-ProSeal and LTS.
We conclude that both can be used also for difficult intubation cases.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e Accepted for “Anaesthesiology and intensive care”, 2009, 4.

Contract Nr.29/2008 Investigation of the prevalence of C. trachomatis among
young girls without any kind of symptoms or complains about their sexual
system
LEADING SCIENTIST: Dr. Vessela Vaskova Ouzounova-Raykova
RESEARCH TEAM:
e  Assist. Prof. Daniel VValentinov lordanov
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Microbiology
RESULTS (abstract):

The laboratory diagnosis of chlamydial infections can be accomplished by: direct
detection of the microorganism (DIF), specific antigens, or nucleic acids; isolation and
detection in cell culture; detection of specific antibodies. Diagnostic methods with a reliable
sensitivity and specificity are the cell culture method and the DNA amplification methods.
The investigation of the prevalence of Chlamydia trachomatis among asymptomatic young
girls started with isolation and detection in cell culture with specific antibodies MAbs 202D7
together with PCR detection. Chlamydia trachomatis was detected in 1 asymptomatis young
girl from the 100 tested ones (1%) compared with the 3 positive symptomatic ones (10%)
applying the cultivation on McCoy cells. The achieved results from the two different PCRs
were as follows — 1 positive (1%) from the asymptomatic group and 4 positive (13,3%) from
the symptomatic group with the two PCR methods. There is a difference in the sensitivity of
the two applied methods but in all cases our results for the prevalence of C. trachomatis
correspond to the results published by other investigators for the prevalence of the bacterium
in symptomatic patients in different countries where it varies between 6 and more than 20%.
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SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Ouzounova-Raykova V, lordanov D, Mitov I, Ouzounova |. “Prevalence of
Chlamydia trachomatis as serious pathogen of the reproductive system among
young sexually active girls without genital complains”. 13 World Congress on
Human Reproduction, Venezia, March 5-8, 2009

Contract Nr.8/2008 Gingival tissue IL-1p and PGE, gene expression levels in
patients with chronic periodontitis before and after additional use of non-
steroidal anti-inflammatory drug (nsaid) in nonsurgical periodontal treatment
LEADING SCIENTIST: Assoc. prof. Christina Popova, PhD
RESEARCH TEAM:

e A. Mlachkova Dept of periodontology

e M. Kicheva- BioSystems
ORGANIZATION UNIT: Faculty of Dental Medicine, Dept. of Periodontology
RESULTS (abstract):

The understanding of the pathogenesis of periodontitis has evolved from a purely
plaque-associated disease to the current thinking, which places a renewed emphasis on the
host’s response to the bacteria. It is well known today that the etiology of periodontal diseases
is a bacterial infection but it is the host’s reaction to the presence of subgingival bacteria that
mediates tissue destruction in the development of the disease. While it is apparent that dental
plaque is essential for the initiation of the inflammatory reaction, the severity and pattern of
the disease are not explained solely by the amount of plague present. Recently we have come
to believe that the production of pro-inflammatory mediators from gingival tissues aggravate
the destruction of soft and hard periodontal tissues whose clinical expression is the severity of
periodontal disease. The aim of this project was to evaluate the modification of the
inflammatory and destructive host response in non-surgical therapy of chronic periodontitis
combined with non-steroidal anti-inflammatory agent Aulin compared to conventional
periodontal therapy alone by IL-1B u PGE, gene expression levels measurements in the
gingiva of patients with chronic periodontitis before and after treatment. The scientific concept
is that additional use of non-steroidal antiinflammatory drug (NSAID) in non-surgical
periodontal therapy may inhibit the synthesis of important proinflammatory cytokines like IL-
1B and PGE; and in result may reduce the rate of bone resorbtion in chronic periodontitis and
this approach can made the therapy more effective. The complete status of every patient from
the control and test group was registered as an initial diagnosis as well as after the complete
cause-related therapy (re-evaluation) including hygienic, gingival and periodontal condition.
Patients’ initial periodontal status was measured by accepted clinical parameters: Pl (plaque
index), PBI (papillary bleeding index), probing depth (PD), clinical attachment level (CAL),
width of attached gingiva (AGW), gingival recession (R), furcation lesions (F) (Hamp
classification 1975) and tooth mobility grade (1 to 3). Re-evaluation was performed on the 6th
week from the beginning of the treatment with the same clinical parameters — HI, PBI, PD,
CAL, AGW, R, F and tooth mobility grade. Examination of prostaglandin E, (PGE;) and
interleukin - 1p (IL-1B) gene expression levels in gingival tissue of chronic periodontitis
patients before and after non-surgical periodontal therapy, solely or plus additional host
modulatory therapy with preferential cyclooxygenase-2 (COX-2) inhibitors (Aulin) was
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performed by contemporary accurate method for tracing gene expression levels of IL-1f and
PGE; in gingival tissue of periodontal patients - TagMan Real-Time PCR. A statistic analyzis
was performed to the received clinical measurements. The results demonstrate that both of
applied treatment approaches lead to significant changes in the most of the clinical parameters.
Statistically significant differences were found between test and control group considering PD
<3 mm, PD 3-5 mm, CAL 3-4 mm u CAL > 5 mm. At the end of the treatment a higher
percentage of periodontal pockets with <3mm depth in experimental group was established.
The same is the situation about periodontal pockets with 3-5 mm depth. Differences in the
reduction of the deep periodontal pockets (PD <5 mm) were not found probably due to the
initial small percentage of thouse periodonal sites. Significant differences between test and
control group in the measurements of clinical attachment loss CAL 3-4 mm and CAL> 5 mm
were found. At the end of investigated treatment a higher reduction in the clinical attachment
loss (CAL) 3-4 mm and enhanced attachment gain in sites with CAL> 5 mm was demonstrate
in experimental group. The comparative analysis of the collected data confirms advantage to
the examine therapy with additional Aulin administration in attaining the improvement in
clinical periodontal parameters — it was demonstrate more favorable healing in patient with
additional Aulin in the nonsurgival therapy. The change in expression levels of IL1 § and PGE
(ddCt) between two groups of patients was compared. On one hand in 42% of the patients,
treated with aulin, an inhibition of the IL1 B was registered. On the other hand in 37% of the
patients, treated with aulin, an inhibition of the PGE was registered. It can be noticed that the
inhibition of PGE expression is higher than that of IL1 B. It is logical concerning the fact that
PGE influence the IL1 expression, as a previous stage in the mediator chain of the inflamatory
process. In the patients, treated with aulin, the expression of IL1 B and PGE had much lower
level of inhibition.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Popova Chr, A Mlachkova, M Kicheva. TagMan RT— PCR method for gingival
tissue IL-1B and PGE; gene expression levels assessment in patients with chronic
periodontitis. In press. “Problems of dental medicine”.

e Popova Chr, A Mlachkova. Effectiveness of additional therapy with NSAID
(Aulin) on distribution of shallow and deep periodontal pockets in patients with
chronic periodontitis (pilot study). Journal of IMAB, Annual Proceeding
(Scientific P31apers), 2009, book 4, 55-57, online publication.

e  Popova Chr, A Mlachkova. Effectiveness of additional therapy with NSAID
(Aulin) on distribution of shallow and deep periodontal pockets in patients with
chronic periodontitis (Pilot study).19-th Assembly of IMAB, Varna-Bulgaria, 7-10
May 2009, p.6, Poster.

Contract Nr.12/2008 Comparative research of two types of hand steel
instruments and two engine rotary nickel-titanium systems on standardized
simulated root canals with round and irregular vertical section
LEADING SCIENTIST: Assist. Prof. Kalin Kirilov Shiyakov
RESEARCH TEAM:

e Assist. Prof. Sevda Mihaylova Jancheva, Dept. of Conservative Dentistry
ORGANIZATION UNIT: Faculty of Dental Medicine, Dept. of Conservative Dentistry
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RESULTS (abstract):

Flexmaster and Hero Shaper are better than K-Flexofile (Ballanced Force
technique) and K-file (Step Back technique) at maintaining the original curvature of the root
canals with round vertical section. The canal deformations after preparation are of the same
type but different in degree. The deformation of the original curvature of the round canal
increases as follows: Flexmaster, Hero Shaper, K-Flexofile, K-file. The deformation of the
internal coronal part of the curvature is greater than that of the external apical part, excluding
the Ballanced Force technique (K-Flexofile). K-files also lead to the greatest deformation of
the original curvature of canals with irregular vertical section, compared to the other
instruments. The machine rotary instruments straighten the curvature of the irregular canal
more than that of the round canal. K-Flexofile (Ballanced Force technique) leads to the least
straightening of the curvature of irregular canals. The zones most difficult for instrumentation
are the side narrow walls of the slit-like section of the canal. The better these walls are
instrumented, the greater the straightening of the coronal part of the curvature is. K-files lead
to the best preparation of the side zones of the irregular canal and straighten the most the
curvature. These effects decrease with Flexmaster, Hero Shaper u K-Flexofile consequently.
The irregular vertical section of the root canal is a challenge for each of the four groups of
instruments and techniques. Eight instruments of Hero Shaper, two of Flexmaster and two K-
Flexofiles fractured during the study. Each of the rotary systems lead to the formation of two
false canals. K-files lead to the formation of five ledges, followed by four ledges of Hero
Shaper and one of Flexmaster.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Shiyakov K, S Yantcheva. Comparative study of two hand instrumentation
techniques with steel files and two types of engine nickel-titanium files on
standardized simulated curved root canals. PART | — canals with round vertical
section, Dental medicine 2010, 92, 1, 19-23

. Comparative study of two hand instrumentation techniques with steel files and two
types of engine nickel-titanium files on standardized simulated curved root canals.
Part Il - canals with fissure-like vertical section

Adgreement Ne6/2008 to Contract Nr.5/2007 Research of oral biomarkers —
Toll-Like receptors 2 and 4 (TLR2 and TLR4) and SIgA, biomarkers for
innate immunity and oral secretory immunity in childhood
LEADING SCIENTIST: Assoc. Prof. Maya Rasheva Rashkova, MD, PhD
RESEARCH TEAM:
e Prof. Dr. Milena Dimitrova Peeva, PhD, Dept. of Pediatric Dentistry
e  Prof. Dr. Marta Baleva, PhD, Laboratory for clinical immunology
e  Assist. Prof. Albena Parvanova Todorova, PhD, Genetic Medico-Diagnostic
Laboratory Genica
e  Tihomir Parvanov Todorov, MSc, biologist, Genetic Medico-Diagnostic
Laboratory Genica
e Andrey Vetsislavov Kirov MSc, biologist, Genetic Medico-Diagnostic Laboratory
Genica
. Assist. Prof. Dr. Nina Toneva
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ORGANIZATION UNIT:Dept. of Pediatric Dentistry, FDM

RESULTS (abstract): We try to estimate the overall oral risk factors and this include genetic
screening for 4 mutations in TLR2 and TLR4 genes, which were previously report to be with
high frequency in case of chronic microbial infections and measurement of SIgA
concentration as biomarkers for the condition of oral immunity. We use a group of 90 children
in age between 7 and 16 y. — 30 children with pharyngotonsilitis, 60 health children — 30 of
them are with health gingiva and 30 are with dental plaque-induced gingival diseases. We use
ELISA kit (,Salivary secretory IgA KIT” na Salimetrics,.c — USA) to measure IgA-S
concentration in saliva and DNA purification, PCR and restriction reaction for TLR2 and
TLR4 specific mutations screening. The results shows concentration of SIgA -
44,93+32,24ug/ml and doesn’t effect directly the dental plaque-induced gingival diseases.
SIgA concentration can be used in research for effects of different local oral antigens.
Nevertheless, we found only 1 heterozygous mutation (Arg753GIn) in TLR2 gene in 1 child
with frequents pharyngotonsilitis. The TLR2 and TLR4 mutations screening can be used in
practice as a common test for predisposition to not only oral infections but to all microbial
infections.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Rashkova M, N Toneva. M Belcheva, M Peneva. Oral Candida — A Marker of the
Influence of the General Physical Status on Oral Medium in Children up 1 year of
age. OHDMBSC, Constance, Romanie, 2008, VI, 3, 35-41;

e  Rashkova M, N Toneva M Belcheva, M Peneva. Oral colonisation with Candida of
New Born Children — Risk Factors Associated with Pregnancy and Delivery.
OHDMBSC,Constance, Romanie, 2008, VII, 4, 12-16;

e Rashkova M, M Baleva, M Peneva, N Toneva, G Jegova. Secretory
immunoglobulin A (SIgA) and dental caries of children with different diseases and
conditions influencing oral medium- Journal of IMAB (Online)2009, Book 2, part
Dentistry (Oral and Dental Medicine), 6-9;

e Rashkova M, M Baleva, Toneva N, Jegova G. Secretory immunoglobulin A
(SIgA) and periodontal status in children with diseases and conditions influencing
the oral environment - Journal of IMAB (Online)2009, Book 2, part Dentistry
(Oral and Dental Medicine), 36-40;

e  Rashkova M, M Baleva, M Peneva, N Toneva, M Belcheva, K Koprivarova, P
Perenovska. Secretory Immunoglobulin A (S-IgA) and the Oral Risk
Markers:Quality of Saliva, Dental Biofilm, Oral Candida and Lactobacillus spp.
OHDMBSC,2009,VIIl, 3, 11-18;

e Rashkova M, M Baleva, N Toneva, M Peneva, P Perenovska, K Koprivarova.
Secretory immunoglogulin A (S-1gA) in the Saliva of children withType 1
Diabetes, Asthma, Systemic Health and Systemic Health but Wearing Removable
Orthodontic Appliances- OHDMBSC, 2009,VIII 2, ,16- 24;

e Rashkova M, Baleva M, Toneva N, Jegova G. Secretory immunoglobulin A
(SIgA) and periodontal status in children with diseases and conditions influencing
the oral environment -19-th Annual Assembly of IMAB “Infections and Cancer”7
— 10 May 2009, Varna-Bulgaria

. Rashkova M, M Baleva, M Peneva, N Toneva, G Jegova. Secretory
immunoglobulin A (SIgA) and dental caries of children with different diseases and
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conditions influencing oral medium- 19-th Annual Assembly of IMAB“Infections
and Cancer”7 — 10 May 2009, Varna-Bulgaria

Agreement Ne1/2008 to Contract Nr.48/2007 Comparative SEM evaluation of
dentin of primary and permanent teeth. Tooth tissue alteration after
demineralization, deproteinization and application of current adhesive system

generation

LEADING SCIENTIST: Assist. Prof. Natalia Christova Grancharova

ORGANIZATION UNIT: Faculty of Dentistry, Dept. Pediatric dentistry

RESULTS (abstract): By our study we have obtained following results. The dentin of
primary teeth is significantly more vulnerable after acid etching with different concentration
of acid agents in comparison with permanent teeth. Dentin etching of primary teeth with 35%
phosphoric acid for 7 seconds leads to complete removal of smear layer. In this sense, etching
procedure shortened to half of time, recommended from producers for permanent teeth is
suitable for clinical practice. All investigated adhesive systems refer quite differently
depending on the kind of tooth structure- enamel or dentin, primary or permanent tooth, and
their chemical composition. Deproteneization of demineralized in advance dentin leads to far
much corroded surface in comparison with that we have after etching only-funnel shaped
dentin channels and wide open secondary tubules on peri- and intertubular dentin and removed
collagen. Application of adhesive systems IV. and V. generation — one bottle on demineralized
and deproteinezed dentin leads to formation of hybrid layer with resin tags. These resin tags
are shorter, but thicker and with more expressive funnel shape in compare with these formed
only after dentin demineralization. These characteristics assume the expectation for achieving
more effective bond adhesion after demineralization and deproteneization of dentine substrat.
Application of VI. and VIl generation adhesive systems leads to formation of interdiffusion
resin-dentin (primary teeth) zone with different characteristics of adhesive layer, hybrid layer
and resin tags. These characteristics differ significantly from the same characteristics of
interdiffusion resin-dentin by the permanent teeth. There are differences between the
morphological characteristics of the interdiffusion resin-dentin by the application of the same
adhesive system on samples of primary and permanent teeth. The compliance with the exact
application protocol of the corresponding adhesive system, specified by the manufacturer, is
essential in order to achieve the optimum degree of bonding. The specific chemical features of
the adhesive system influence the micromorphological characteristics of the interdiffusion
zone, and the consequences of this are the established morphological differences between the
examined adhesive systems. These systems do not create a completely sealed interdiffusion
zone between the composite and dentine both in primary and in permanent teeth in vitro.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Gateva N. “Comparative SEM evaluation of surface dentin alteration of primary
and permanent teeth after acid etching” — Problemi na dentalnata medizina
XXXI1V/2008; part 1, p.71-84

e  Gateva-Grancharova N, K Glockner. Differences in adhesion in primary and
permanent teeth — in vitro SEM study. Stomatologie 2009; 106: 1-6
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. Gateva N. SEM characterization of resin-dentin interface in primary and permanent
teeth — in vitro study of four self-etching adhesive systems — mox meuar B
Savremenna stomatologia, 2010, XXXXI; |
Gateva-Grancharova N. In vitro SEM characterization of tooth-resin interface in
primary and permanent teeth using total etch adhesive systems Scientific session,
Plovdiv, Bulgaria, 30.X.2008

Contract Nr.50/2009 Molecular diagnostic of surditas
LEADING SCIENTIST: Prof. Kuncho Velev Kunev, MD, PhD, DSc
RESEARCH TEAM:

. Diana Petrova Popova

e  Jowka Lubenova Spiridonova

. Sonya Vrbanova Nikolova

. Radka Petrova Kaneva
ORGANIZATION UNIT: Dept. of ORL; UMBAL “Tzariza Joanna”, Faculty of Medicine,
MU - Sofia
RESULTS (abstract): Fifty-nine patients were enrolled in the study as 48 of them were
diagnosed with profound hearing loss, 6 with severe hearing loss and 5 with normal hearing.
The latter had siblings diagnosed with profound hearing loss. The auditory function was
analyzed with the help of the following methods: pure tone audiometry, tympanometry,
reflexometry, brainstem evoked potentials, otoacoustic emissions, ASSR, CT and MRI. DNA
was isolated from blood samples taken from every patient and genetic analysis was conducted.
Preanalytical and analytical processing of the biological material was made. After variance of
some parameters optimal conditions for amplification and PCR reaction were achieved.
Additionally the method for direct sequencing was optimized. The primers for the sequencing
reaction were the same that were used for the PCR amplification along with an additional pair
of internal primers. All PCR products were sequenced for both chains, in order to detect the
normal and the mutant allele of the patients that are heterozygote carriers of the mutation
35delG. 34% (20 patients out of 59) were determined as homozygote carriers of the 35delG
mutation and 15% (9 patients) as heterozygote carriers. From those 20 patients carrying the
homozygote mutation 35delG, 16 are Bulgarian; two belong to the Turkish ethnicity; one
patient comes from a mixed marriage between ethnical Turkish female and Bulgarian male
and another one who comes from a mixed marriage between an ethnical Bulgarian female and
Albanian male. In one of the heterozygote carriers of the 35delG mutation a second mutation
was found — 312del14, which leads to the development of suruditas. In another Bulgarian
patient the recessive mutation Trp24X (W24X) was found but in heterozygotic state.
Furthermore in a third patient we found two different mutations in heterozygotic state - p.
Leu90Pro (L90P) and - p. Ile121Asn (not published till now). We speculate that these two
mutations have lead to his profound hearing loss. The Argl27His (R127H) mutation was
found in a patients from the Roma ethnicity in heterozygote state. The investigation of
genotype variants in patients with hearing loss and the association of those variants with the
level of hearing loss can be helpful for future genetic consultations of those patients and the
prognosis of their disorder.
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Contract Nr.10/2009 Association study between neurocognitive impairments
and DISC1 gene in patients with Bipolar Affective Disorder
LEADING SCIENTIST: Prof. Vihra Krumova Milanova, MD, PhD
RESEARCH TEAM:
e  Assist. Prof. Radka Kaneva, PhD, Dept. of Chemistry and Biochemistry
e  Tanya Hristova, MD, PhD student, Dept. of Psychiatry, UH “Alexandrovska”
e Anelia Kuncheva-Beleva, MD, PhD student, Dept. of Psychiatry, UH

“Alexandrovska”

. Olga Beltcheva, Ph.D, biologist, MMC

. Mina Angelova, P.D. student, MMC
ORGANIZATION UNIT: Psychiatric Clinic, UH “Alexandrovska”, G. Sofiiski 1 St., 1431
Sofia, Faculty of Medicine, MU — Sofia
RESULTS (abstract):

The objective of the present study is the association between neurocognitive
functioning and DISC1 gene polymorphisms in patients with Bipolar Affective disorder. 71
bipolar individuals, including inpatients from Psychiatric Clinic of UH “Alexandrovska”and
out-patients, with mean age of 46, and a group of 63 healthy controls, matched by sex and
ethnos, have been studied. DNA has been extracted from all subjects after obtaining informed
consent. In the region of DISC1 gene 3 coding polymorphisms (rs3738401, rs6675281,
rs821616), a synonymous exchange in exon 3 (rs980989) and an intron polymorphism
(rs821577) in the region of DISC1 gene have been studied and genotyped by TagMan™
probes and RT-PCR analyses followed by statistical analysis of the data by SPSS.

A correlation between clinical, personality, neurocognitive characteristics and
psychosocial functioning of Bulgarian cohort of bipolar patients has been found. A
statistically significant association between rs3738401 genotype distribution and results from
the Stroop test, a measure for cognitive flexibility and adaptive behavior. The data support the
hypothesis that there is an association between certain polymorphisms in candidate gene for
BAR - DISC1 and specific neurocognitive impairments (executive functioning, verbal
fluency) in bipolar probands. The results are preliminary and need a larger sample to validate
the data.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Hristova TN. Association between neurocognitive impairments and DISC1 gene.

IX International Congress of Medical Sciences, 13-16 May, Sofia, Bulgaria

Contract Nr.48/2009 Clinical and genetic markers for an early diagnosis of the

Dementia with Lewy bodies and Parkinson’s disease with dementia
LEADING SCIENTIST: Prof. Latchezar Dintchov Traykov, MD, PhD, DSci
RESEARCH TEAM:

e  Assos. Prof. Margarita Radoslavova Raycheva, PhD, UH “Alexandrovska”
Shima Mehrabian, MD, UH “Alexandrovska”
Mariya Ivanova Petrova, MD, UH “Alexandrovska”
Yavor Emiliyanov Zhelev, UH “Alexandrovska”
Viara Valentinova Kirkova, UH “Alexandrovska”
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ORGANIZATION UNIT: UH “Alexandrovska”, Clinic of Neurology
RESULTS (abstract):

The main purpose of the first part of our research was to determine the clinical
profile of Parkinson’s disease patients with very mild and mild dementia in order to find
specific markers for progress in these early stages of dementia development. The development
of very mild Parkinson’s disease with dementia (PDD) is related to deterioration of attention
and executive functions, as well as to the appearance of deficits in verbal fluency, language,
visual-spation abilities, memory (with the impairment of retrieval). The progress of dementia
with the development of early PDD is related to the augmentation of the number of people
with more widespread deficit, and also with the increase of the deficit of memory and
executive functions in a group in all. The aim of the second part of this research is to compare
the clinical profile of early stage of the Dementia with Lewy bodies (DLB) and PDD in order
to find features for early differentiation of both diseases. Relative to PDD patients, DLB
group showed significant deficits in tests for the evaluation of different aspects of attention
and executive functions, including concept-formation and inhibitory control and also strategic
searching. In conclusion, we adopted the complex of highly sensitive neuropsychological
methods for diagnosis of the earliest stage of cognitive decline in PD patients. We determined
the quantitative and qualitative cognitive markers that are critical for the transition from very
early to early dementia in PD, as well as for the differential diagnosis with DLB.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e Kirkova V, Traykov L. Neuropsychological assessment of individuals with
subjective cognitive impairment. Bulgarian Neurology, 2010, 10, 3, 94-98.

e  Petrova M, Traykov L. Risk factors for the development of cognitive impairment
and dementia in Parkinson’s disease. Bulgarian Neurology, 2010, 10, 3, 98-102.

e  Petrova M, Raycheva M, Mehrabian S, Zhelev Y, Angov G, Traykov L.
Relationship between depression and cognitive deficits in Parkinson’s disease
patients with mild cognitive impairment. Bulgarian Neurology, 2010, 10, 3, 122-
125.

e  Petrova M, Raycheva M, Penev L, Grigorova O, Traykov L. Specificity of the
cognitive profile in Parkinson disease patients with very mild and mild dementia.
Bulgarian Neurology, 2010, 10, 3, 126-130.

e  Petrova M, Raycheva M, Penev L, Grigorova O, Zhelev Y, Traykov L. Cognitive
differences between the earliest stages of cognitive impairment and dementia in
Parkinson’s disease. Bulgarian Neurology, 2010, 10, 4 (noy neuar).

. Petrova M, Raycheva M, Traykov L. Relationship between predominant motor
subtype and cognitive deficits in Parkinson’s disease patients with mild cognitive
impairment. Bulgarian Neurology, 2010, 10, 4 (mox neuar).

e Ml Petrova, MR Raycheva, LD Traykov. Neuropsychological differences between
Parkinson’s disease patients with very mild and mild dementia. In: 62nd AAN
Annual Meeting, April 10-17, 2010, Toronto, Canada. Neurology, Suppl 2,
Volume 74, Number 9, p. A73.

. M Petrova, M Raycheva, Y Zhelev, L Traykov. Cognitive defferences between the
earliest stages of cognitive impairment and dementia in Parkinson’s disease, In:
14th Congress of the European Federation of Neurological Societies. 25-28 Sept
2010, Geneva, Switzerland. Eur J Neurol. 2010.
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Contract Nr.7/2009 NK cells and antiphospholipid antibodies in normal and
pathological pregnancy
LEADING SCIENTIST: Prof. Marta Petrova Baleva, MD, PhD, DSc
RESEARCH TEAM:
e  Prof. Todor Chernev Atanasov, MD, PhD, DSc, Clinic of Pathologic Pregnancy,
UHOG “Maichin dom”, Faculty of Medicine, Dept. of Obstetric and Gynecology
e  Assoc. Prof. Zivka Cocheva Karagjozova, UHOG “Maichin dom”, Dept. of
Obstetric and Gynecology
. Elena Elefterova Vikentieva, PhD student, UH “Alexandrovska”, Clinic of Clinical
Immunology
e  Maria Christova Christova, PhD student, UH “Alexandrovska”, Clinic of Clinical
Immunology, Dept. of Clin Lab. and Clin immunology
ORGANIZATION UNIT: UH “Alexandrovska”
RESULTS (abstract):
1gG antibodies to cardiolipin and beta-2-glycoprotein | in patients with recurrent
abortions are statistically elevated compared to female with normal pregnancy (p < 0,001).
There are no difference between IgM anti-cardiolipin and anti-beta-2-glycoprotein | between
the two groups. 1gG and IgM antibodies to annexin V are not increased in patients with
recurrent abortions, but 5/50 (10 %) have high values of these antibodies. Our preliminary
results support the thesis that antibodies to cardiolipin and beta-2-glycoprotein | are the major
criteria for the diagnosis of Antiphospholipid syndrome in patients with recurrent abortions. In
healthy women without reproductive failures the mean percent of NK cells as a part of
lymphocytes is 11 + 5 %, and as absolute count — 0,20 + 0,10 G/I. There is an elevation of this
percent in patients with recurrent abortions - 20 + 5%, and the difference is statistically
significant (p < 0,001). In the course of the normal pregnancy the percent and the absolute
count of NK cells decrease.

Contract Nr.30/2009 Investigation of a risk for impairment of carbohydrate
metabolism during the pregnancy
LEADING SCIENTIST: Prof. Ivo Marinov Kremensky, MD, PhD
RESEARCH TEAM:
e  Prof. Alexey Slavkov Savov, PhD
. Katya Nikolaeva Todorova, MD
e  Mariana Petrova Genova, MD
e  Alexander Nikolaev Doganov, MD
ORGANIZATION UNIT: UHOG “Maichin dom”, MU-Sofia
RESULTS (abstract):

The aim of this project is to introduce methods for investigation of genetic
polymorphisms in several genes discussed as regulators of carbohydrates methabolsim.
Evaluation of the role of the genetic factors for impairment of glucose metabolism is based on
association study of the polumorphism in KCNJ11, Ob/Leptin and Calpain 10 genes. An
elevated risk for gestational diabetes was found in association with — 2548 G/A polymorphism
in Ob/Lept gene. The frequency of the risk genotype (A/A) is comparable with this reported
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for other European populations. There is no association found for E23K (rs5219) in the KCNJ
11 gene and investigated clinical groups. The g7920indel32bp polymorphism in the Calpain
10 gene can be considered as a risk factor for diabetes mellitus type 1.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. “Genetic factors related to predisposition for development of gestational diabetes
during the pregnancy” Msc. Thesis Sofia 2010

Contract Nr.46/2009 High resolution screening for imbalanced genomic
aberrations in children with congenital malformations
LEADING SCIENTIST: Prof. Draga lvanova Toncheva, MD, DSc
RESEARCH TEAM:
e  Assist. Prof. Savina Petrova Hadjidekova, MD, Dept. of Medical Genetics
e Assist. Prof. Ivanka Istalianova Dimova, MD, PhD, Dept. of Medical Genetics
e  Assist. Prof. Daniela Mircheva Avdjieva, MD, Section of Clinical Genetics, Clinic
of Endocrinology, Diabetes and Genetics, University Pediatrics Hospital “Queen

Evdokia”

. Blaga Borisova Rukova, molecular biologist, Dept. of Medical Genetics

e  Desislava Valentinova Nesheva, molecular biologist, Dept. of Medical Genetics
ORGANIZATION UNIT: Faculty of Medicine, Dept. of Medical Genetics
RESULTS (abstract):

Ten patients with malformative syndromes of unclear etiology were selected for
high-resolution array-CGH genome screening. We have used genomic array CytoChip
(BlueGnome, Cambridge, UK), covering the entire genome at a median 565Kb, a resolution
optimized to detect pathogenic imbalances while minimizing polymorphisms. A second
method - FISH with BAC clone — was performed on interphase and metaphase from cultured
lymphocytes for accurate confirmation of CytoChip result. Molecular karyotyping provides
etiological diagnosis in 4 malformative patients with rare chromosomal diseases. In the first
case 4q monosomy was combined with partial trisomy 6. The second patients showed pure
17q duplication - dup(17)(q24.2g25.1). In the third case we found a 9.288Mb deletion of
(6)(925.3927) locus and in the last patient we established 3.88Mb duplication encompassing
(1)(p36.32p36.23) region. In 40% the aberrations were considered causal to the phenotype.
Some of this defects could only be detected by microarray assays, stressing once again the
power of this tool in detecting cryptic rearrangements. This research demonstrates how
valuable the microarray analysis is for studying patients with nonspecific clinical findings and
illustrates the ability of this methodology to interrogate many regions in one experiment.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

®  Hadjidekova S, Avdjieva-Tzavella D, Dimova |, Rukova B, Nesheva D, Tincheva
R, Toncheva D. Molecular karyotyping provides etiological diagnosis in two
malformative patients with blurred chromosomal aberrations. Article is being
prepared for publication.

®  Hadjidekova S, Avdjieva-Tzavella D, Dimova |, Rukova B, Nesheva D, Tincheva
R, Toncheva D. High-resolution molecular karyotyping in 20 bulgarian patients
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with unclear malformative syndromes and/or developmental delay. Article is being
prepared for publication.

e  Hadjidekova S, Avdjieva-Tzavella D, Dimova I, Rukova B, Nesheva D, Tincheva
R, Toncheva D. (2010) Molecular karyotyping provides etiological diagnosis in
two malformative patients with blurred chromosomal aberrations. Eur J Hum
Genet 18(Supplement 1), pp.70, P02.051
European Human Genetics Conference 2010, June 12-15, 2010, Gothenburg,
Sweden

Contract Nr.16/2009 Analysis of the Carbohydrate Metabolism of Women with
High Diabetes Risk
LEADING SCIENTIST: Prof. K. Tzatchev, MD, PhD
RESEARCH TEAM:

. Katya Todorova, MD

e  Mariana Genova, MD
ORGANIZATION UNIT: Dept. of Clinical Laboratory and Clinical Immunology
RESULTS (abstract):
Gestational Diabetes Mellitus (GDM) is defined as glucose intolerance that is first recognized
during pregnancy in various degrees both at the beginning or during the pregnancy.
Comparatively prospective research of the type case/control monitoring the changes in
carbohydrate metabolism of healthy pregnant women and those who suffer from GDM.
During the study 87 women have been involved inclusive in this number — 75 who were
pregnant and 12 women who had already delivered their babies having suffered from GDM. In
the process of OGTT with 75 glucose have been determined levels of plasma glucose, immune
reactive insulin (IRI), proinsulin and leptin upon 0 and 60 minutes. There is a positive
correlation with the women who suffer from GDM between IRI at 0 and 60 min.(r=0,305; P=
0,001), between insulin and leptin at 0 min(r=0,65), IRl and leptin at 60 min (r=0,65);
P=0,001), between IRI and proinsulin at 0 and 60 min (r=0,7; P=0,001), correlation between
HOMA IR and HOMA B (r=0,569). Women with GDM have already got B-cell disfunction.
Part of them have relations with T13D. After delivered women with GDM have IRI at
decreased levels but it does not disappear. Thus it is possible that - functioning to become

normally despite the already existing B-cell defect.
results I st. Group- 1™ Mnd group- | I1I-rd group- 1V-th group-
n;=7 normal n,=56 -impaired | n;=13 with n,=11-6 weeks
OGTT OGTT GDM post partum
IRI -0' 6.33 10.93 16.52 7.27
IRI-60' 28.76 65.59 53.90 42.36
Leptin - 0' 1.81 8.19 7.23 6.23
Leptin-60' 3.04 8.88 5.46 10.23
Proinsulin -0' 3.07 3.04 6.68 5.85
Proinsulin-60' 17.93 12.61 23.95 20.41

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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. Genova MP, K Todorova, K Tzatchev. Level of leptin in pregnant women with risk
for diabetes. 18 — meeting of balkan clinical laboratory federation, Tupasa —
Anbanust 22-25.09.2010

. Todorova K, M Genova, K Tzatchev et al. Analysis of the Carbohydrate
Metabolism of Women with High Diabetes Risk. V™ National Congress of
Bulgarian Diabetes Association, 16- 18.05.2010, Varna

Contract Nr.27/2009 Sequence Analysis of the X-linked genes: NLGN4 and
NLGN3 and MECP2 in Children with Autism

LEADING SCIENTIST: Assist. Prof. Daniela Mircheva Avdjieva-Tzavella
RESEARCH TEAM:
e  Assist. Prof. Albena Parvanova Todorova, PhD, Dept. of Medical Chemistry and

Biochemistry, Faculty of Medicine

e  Prof. Radka Stefanova Tincheva, MD, Dept. of Pediatrics, University Pediatrics

Hospital
ORGANIZATION UNIT: Dept. of Pediatrics, University Pediatrics Hospital, Clinic of
Endocrinology, diabetes and genetics, Sofia
RESULTS (abstract):

Many studies have supported a genetic aetiology for autism. Neuroligins are cell-
adhesion molecules located at the postsynaptic side of the synapse. Mutations in two X-linked
neuroligin genes, NLGN3 and NLGN4, have recently been implicated in pathogenesis of
autism. In order to confirm these causative mutations in our autistic population and to
determine their frequency we screened 18 individuals affected with autism. Additionally we
investigated 2 children with autism for mutations in MECP2 gene. We identified one patient
with a point mutation in NLGN4 gene (¢.2360 C > T) that substituted a Met for Thr 787 and
three patients with identical polymorphisms in the same gene: ¢.933C>T, p.(Thr311Thr) in
combination with c.[1777C>T+1779C>G, p.(Leu593Leu)]. We found no mutations in
NLGN3 and MECP2 genes. These results indicate that mutations in these genes are
responsible for at most a small fraction of autism cases. In ongoing project was introduced
DNA method for molecular diagnostics of autism. The introduced diagnostic method permits
a precise diagnostics of autistic patients and their families, which allows an adequate genetic
counselling, prophylaxis and prenatal diagnostics of the disease.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Avdjieva-Tzavella D et al. Analysis of the genes encoding neuroligins NLGN3 and

NLGN4 in Bulgarian patients with autism. Prepared for submitting for publication

Contract Nr.28/2009 High Resolution Screening for Genomic Imbalances in
Children with Autism Spectrum Disorders
LEADING SCIENTIST: Prof. Radka Stefanova Tincheva, MD, PhD
RESEARCH TEAM:
e  Assist. Prof. Daniela Mircheva Avdjieva-Tzavella, MD, Dept. of Pediatrics,
University Pediatrics Hospital, Clinic of Endocrinology, diabetes and genetics

325



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

Assist. Prof. Savina Petrova Hadjidekova, MD, Dept. of Medical Genetics,
Assist. Prof. lvanka Istalianova Dimova, MD, Dept. of Medical Genetics
Blaga Borisova Rukova, biologist, Dept. of Medical Genetics

Desislava Valentinova Nesheva, biologist, Dept. of Medical Genetics

. Prof. Draga Ivanova Toncheva, MD, PhD, DSc, Dept. of Medical Genetics
ORGANIZATION UNIT: Dept. of Pediatrics, University Pediatrics Hospital, Clinic of
Endocrinology, diabetes and genetics, MU — Sofia
RESULTS (abstract):

Autism is a complex behaviorally-defined disorder of the immature brain, which is
characterised by a symptomatic triad associated with qualitative changes in social interactions,
defect in communication abilities, and repetitive and stereotyped interests and activities. Ten
patients with idiopathic autism were selected for high-resolution array-CGH screening for
genomic imbalances. We have used genomic array CytoChip (BlueGnome, Cambridge, UK),
covering the entire genome at a median 565Kb, a resolution optimized to detect pathogenic
imbalances while minimizing polymorphisms. A second method - FISH with BAC clone —
was performed on interphase and metaphase from cultured lymphocytes for accurate
confirmation of CytoChip result. Array-CGH revealed chromosome micro imbalances in three
patients from the study group. In the first case a cryptic amplification of 7p12.3 region was
found in seven years old girl with autism and dysmorphic features. FISH experiment with
BAC clone confirms the CytoChip result.The second case showed amplification of 17q11.2
region spanning 641,2 kbp and in the last patient we found deletion of 8p23.1 region spanning
382,7 kbp. These results clearly show that array comparative genomic hybridisation should be
considered to be an essential aspect of the genetic analysis of patients with syndromic autism.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. D Avdjieva- Tzavella, S Hadjidekova, B Rukova. Nesheva, E Simeonov, R
Tincheva, D Toncheva. Microarray based comparative genomic hybridisation
detects submicroscopic chromosomal duplications in patients with autism and
dysmorphic features.

Prepared for submitting for publication.

. D Avdjieva-Tzavella et al. Detection of genomic imbalances by arrayCGH in two
children with syndromic autism. European Human Genetics Conference 2010,
Gothenburg, Sweden, June 12 - 15, 2010,. European Journal of Human Genetics,
Volume 18, Supplement 1, June 2010., p.63, P02.024

Contract Nr.4/2009 Profile of salivary cortisol and assessment of the oral risk
medium of children with different diseases and conditions, affecting the
hormone levels (stress, diabetes, obesity, etc.)
LEADING SCIENTIST: Assoc. Prof. Maya Rasheva Rashkova, PhD, Dept. of Pediatric
Dentistry,
RESEARCH TEAM:

. Prof. Milena Dimitrova Peneva, MD, PhD, Dept. of Pediatric Dentistry

e  Assoc. Prof. Kalinka Koprivarova, PhD, Dept. of Pediatric medicine

e  Assist. Prof. Nina Toneva, Dept. of Pediatric Dentistry
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ORGANIZATION UNIT: Dept. of Pediatric Dentistry, Faculty of Dental Medicine
RESULTS (abstract):

The importance of cortisol in human body is defined by its participation in the
homeostasis of the most complex hormonal system - hypothalarous-pituitary-adrenal axis -
HPA which is of great importance to the immune system control and metabolism and is also a
key factor for the brain-body connection. All these cortisol influenced mechanisms in the body
processes are closely related to homeostasis in the oral medium. The purpose of this study is
to examine salivary cortisol as part of the assessment of the oral risk medium of children with
different diseases and conditions affecting the hormone levels (stress, diabetes, obesity, etc.).
The study was conducted in several directions. In order to examine the dynamics of salivary
cortisol under psychological stress, 71 children with different degrees of anxiety and other 30
children in stress situations were studied. The psychophysical condition was estimated with
the help of psychological tests for anxiety and somatization. A comparison study and analyses
of the oral environment was done, SIgA and salivary cortisol levels among children with
diabetes and obesity were compared to a group of healthy children (133 children).

ELISA methods for assessment of salivary cortisol, SIgA and “Saliva Check”- GC - saliva
assessment test were used. The oral status was also evaluated by using different indexes
(DMF-T, PSR, PBI). Saliva is an easily accessible body environment for non-invasive cortisol
study. Combined with appropriate psychological anxiety tests, the quantities of salivary
cortisol can be used as a marker of the stress impact on the human body. The cortisol in saliva
of healthy children with high and low anxiety is within the normal limits (0,107+ 0,551 pg/dl).
A tendency for higher values for children with high anxiety is observed. In stress situations the
level rises, and normalizes in a relaxed environment. Through the influence on the
carbohydrate and fat metabolism in the organism in combination with the dynamic cortisol
changes in stress situations, this hormone indirectly affects the oral environment with all
subsequent consequences (high cumulation of patches, high kariesogenic situation in the
mouth, etc.). The easy non-invasive method for cortisol evaluation in saliva allows continuous
hormone control of children at risk (with chronic stress, diabetes obesity, etc.).

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Rashkova M, P Kalchev, R Emilova, L Ribagin, Tz Doganova, | Stoeva. Cortisol
in saliva — a marker for increased anxiety in children. Journal of IMAB-Annual
(Online), 2010, 16, 2, 3-26.

. Rashkova M, N Toneva, P Kalchev, R Emilova, L Ribagin, S Targova, | Stoeva.
Cortisol in saliva, a marker for situational anxiety investigated with test "State-
Trait Anxiety Inventory" (STAI ) of Spielberger. Problems in dentistry XXXVI,
2010, Part 11 (in press);

e Rashkova M, N Toneva, S Targova, K Koprivarova, M. Konstantinova, Yu
Staykova. Study of cortisol in saliva and oral medium assessment in children with
diabetes. Problems in dentistry, XXXVI, 2010, Part II (in press).

e  Rashkova M, P Kalchev, R Emilova, L Ribagin, Tz Doganova, | Stoeva. Cortisol
in saliva — a marker for increased anxiety in children. (oral presentation) 20"
Jubilee Assembly of IMAB, 6-9 May, 2010, Varna, Bulgaria
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Contract Nr.41/2009 Exhaled nitric oxide (NO) among children with bronchial
asthma

LEADING SCIENTIST: Rada Markova Markova, MD
RESEARCH TEAM:
e Prof. Penka Perenovska, MD, PhD
ORGANIZATION UNIT: MU-Sofia, UH “Alexandrovska”, Dept. of Pediatrics
RESULTS (abstract):

In the clinical investigation 126 children with an exacerbation of bronchial asthma
were included. For all of the asthmatics the exhaled nitric oxide (FeNO) was evaluated in
combination with other clinical, laboratory and functional parameters. All patients were
distributed according to the severity of asthma attack, the systemic corticosteroid application,
presence or absence of family history, allergic rhinosinuitis, according patient’s sex and age,
duration of bronchial asthma and asthma — control medication. All received data was
documented in a patient card and was evaluated via statistical program SPSS. For the first
time in Bulgaria a systemic analysis of the FeNO values among asthmatic children was
performed and the results were compared with healthy controls (10 children) and patients with
cystic fibrosis (15 children).All the received data was analyzed: among asthmatics an
increased values of FeNO were detected and some correlations were found regarding patient’s
age, asthma duration, asthma-control medication and some other markers of the allergic
inflammation. For all asthmatics some serological and functional tests were performed.

Contract Nr.59/2009 Spinocellular carcinoma of the larynx and hypopharynx.
Genetic defects associated with carcinogenesis and biological behaviour of the
tumor
LEADING SCIENTIST: Assoc. Prof. lvan lordanov Chalakov, MD, PhD, UMBAL
,,Tsaritsa Yoanna - ISUL”
RESEARCH TEAM:
. Prof., Kunev, Kuncho Velev, MD, PhD, UMBAL ,,Tsaritsa Yoanna - ISUL”
e  Stanislav Hristov Jordanov, MD, PhD student, UMBAL ,,Tsaritsa Yoanna - ISUL”
e  Radka Petrova Kaneva, Assist. Prof., PhD, MMC
e Rumyana Ivanova Dodova, PhD student, MMC
. Ivan Nikolov Terziev, Assist. Prof., MD, UMBAL ,,Tsaritsa Yoanna - ISUL”
ORGANIZATION UNIT: UH,,Tsaritsa Yoanna - ISUL”, Dept. of ENT
RESULTS (abstract):

According to the result of our research,the inactivation of tumor supressor genes in
the process of carcinogenesis is realized not only through genetic mechanisms as deletions and
point mutations,but also through genetic promoter hypermethylation.The loss of genetic
expression due to transcription silencing of selected genes plays a pivotal role in the initiation
and progression of sporadic tumors,including cancer of larynx and hypopharynx.In the
present research participate 49 patients with clinically and histologically proven
laryngeal/hypopharyngeal tumor. Promoter hypermethylation of CDKN2A was found in 20
out all 49 patients, mostly in patients with initial stage of the desease (T1-T2), clinical stage I-
II, wich is in keeping with published scientific data. Moreover, hypermethylated CDKN2A
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was not found in nonsmoking patients. The given results are in accordance with the published
data and led us to the conclusion that hypermethylation of the aforementioned gene is possibly
due to carcinogens detected in cigarette smoke. Promoter hypermethylation of MLH1 was
found in 34 out of 49 observed patients (69,4%).0ur results about promoter hypermethylation
of MLH1 significantly surpass the results cited in other scientific publications(23-
47%).Correlation was detected between full promoter hypermethylation of MLH1 and heavy
habitual smoking and drinking-more than 40 cigaretts a day and alcohol more than 500ml
daily(p=0,04).These results confirm that carcinogen substances found in cigarette smoke and
alcohol damage the cell repair system. Our team did not detect an association between
promoter hypermethylation of MLH1and the following: T-stage of the tumor, presence of
lymph node metastases and clinical stage of the desease, wich is in accordance with data
published in previous researches.

Conclusions:

e CDKN2A, MLH1 and MGMT genes are frequent targets of methylation in
laryngeal carcinoma.

e  With advancing age promoter hypermethylation increases too and affects more
genes. CDKN2A gene takes part in the initial stages of laryngeal carcinogenesis.
MLH1 gene probably plays crucial role in development of laryngeal carcinoma in
bulgarian population. Promoter hypermethylation of MGMT gene is tipically seen
in adult patients with laryngeal carcinoma.

e  Methylation-specific PCR represents an effective and highly sensitive method for
detecting promoter hypermethylation in important tumor supressor genes as with
laryngeal/hypopharyngeal carcinoma.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Stancheva G, Goranova T, Jordanov S, Mitkova A, Chalakov |, Poptodorov
G, Kaneva R, Mitev V, Gabrovsky N, Kunev K. “Promoter hypermethylation
in Bulgarian patients with glial and laryngeal cancer”, 21st Meeting of
EACR, 26-29 June 2010, Oslo, Norway

. Master thesis — Reni Stoiova Cveova — SU “St. Kliment Ohridski” Sofia,
Biological Factulty, Genetic Dept./ Molecular Medicine Centre, MU - Sofia, 2
Zdrave str, Sofia — 1431 / title: Promotor hypermethylation of the CDKN2A,
MLH1, and MGMT genes in patients with laryngeal cancer.

Contract Nr.1/2009 Diagnostic value of cardiac and kidney biomarkers for
progression and gravity of cardiac and kidney dysfunction during cardio-renal
syndrome. Echocardiography assessment and comparison with the results
LEADING SCIENTIST: Prof. Assen Rachev Goudev, MD, PhD
RESEARCH TEAM:

. Milen Predovski, MD, UH “Tsarirsa Yoanna — ISUL”, Dept. of Cardiology

e  Vasil Vasilev, MD, UH “Tsarirsa Yoanna — ISUL”, Dept. of Nephrology

e Assist. Prof. Naydenka Zlatareva, MD, PhD, UH “Tsarirsa Yoanna — ISUL”, Dept.

of Cardiology
e  Elena Kinova, MD, PhD, UH “Tsarirsa Yoanna — ISUL”, Dept. of Cardiology

329



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

. Ilyan Bahchedjiev, MD, UH “Tsarirsa Yoanna — ISUL”, Dept. of Cardiology

e  Bojidar Krastev Krastev, MD, UH “Tsarirsa Yoanna — ISUL”, Dept. of Cardiology
ORGANIZATION UNIT: UH “Tsarirsa Yoanna — ISUL”, Dept. of Cardiology
RESULTS (abstract):
The term ‘cardiorenal syndrome’ (CRS) has increasingly been used in recent years without
well-accepted definition. The CRS can generally be defined as a pathophysiological disorder
of the heart and kidneys whereby acute or chronic dysfunction in one organ may induce acute
or chronic dysfunction in the other organ. Type | CRS reflects an abrupt worsening of cardiac
function (e.g. acute cardiogenic shock or decompensated congestive heart failure) leading to
acute kidney injury. Early detection of developing cardiac and kidney dysfunction by
assessment of biomarkers - NGAL, Cystatin C, Tpomonun |, BNP in patients with CRS or
patients with risk factors for CRS and comparing of the results with echocardiographic
parameters. Till now we have included sixty patients in the study. Clinical assessment and
conventional and PW-Tissue Doppler imaging echocardiography was performed. Peak
systolic, early diastolic and late diastolic velocities at the medial mitral annulus (Sm, E’m and
A’m) and lateral mitral annulus (SI, E’l and A’l), TAPSE, EF% were registered. The
biomarkers - NGAL, Cystatin C, Tponouun |, BNP were measured. During follow-up the
EF% was between 30% and 55%. Levels of biomarkers are as follow as: NT - BNP from 0.1
to 2195.09 pg/ml; Troponin | from 0.00 to 114.69 ng/ml; Lipocalin-2/NGAL from 0.5 to 25.4
ng/ml; Cystatin C from 0.05 to 2.54 mg/I. The other laboratory, clinical and echocardiographic
parameters are still on research. We expect to include in the study about 20 patients more.
Changes in LV diastolic function were detected in patients with preserved ejection fraction.
Assessment of cardiac and kidney biomarkers is advisable for early detection of organ
dysfunction during CRS.

Contract Nr.56/2009 Comparative analysis of protective effect of “vented
fibrillating heart”, compared to conventional myocardial protection in cardiac
surgery
LEADING SCIENTIST: Asoc. Prof. Dimitar Petkov, MD, PhD
RESEARCH TEAM:
. Prof. Gencho Nachev, MD, PhD, DSc
e Antoaneta Dimitrova
e  Vassil Papantchev, MD
ORGANIZATION UNIT: Dept. of Cardiac Surgery, UH “St. Ekaterina”
RESULTS (abstract):

Forty patients with ischemic hear disease without statistical significant difference
in demographical data, who DID NOT meet the exclusion criteria (other heart
disease;Ejection fraction < 35%; Age under 18 years; refusal from operation; renal failure;
severe COPD; liver failure; emergency operation; lack of cooperation or understanding from
the patient) were enrolled in the study. The patients underwent conventional CABG procedure
with CPB and were randomized according to method of myocardial protection used in to 3
groups as follows — group 1 (control 1, 10 pts) cristaloid cardioplegia, group 2 (control 2, 10
pts) blood cardioplegia; group 3 VFH (experimental group, 20 pts). In the postoperative
period 6 markers for myocardial damage were examined: tropnin T, H-FABP, CPK MB,
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ALAT, ASAT, lactat. Markers were examined as follows: after initiation of CPB and before
aortic cross clamp / starting the fibrilator (To), after removing of aortic cross clamp /
defibrillation (T1), 3 minutes latter (T2), after admission in ICU (T3); on 6" postopersative
hour (T4). Following parameters were also followed: ECG, clinical signs of heart failure,
echoCG, introp used, IABP. During the work on this project it was found that cristaloid
cardioplegic solution offers worst myocardial compared to blood cardioplegia na vented
fibrillating heart in patients requiring coronary revascularization. In patients, protected with
cristaloid cardioplegia the enzyme emissions were greater and the frequency of low cardiac
output syndrome, need of inotropes and implantation of IABP was greater (p<0.05).

Contract Nr.38/2009 Introducing of new imaging method of multimodal
diagnostic in patients with urolithiasis
LEADING SCIENTIST: Irena Dimitrova Kostadinova, MD, PhD
RESEARCH TEAM:
. Toshko Zlatev Petrov, PhD, Faculty of Medicine, UH“Aleksandrovska”, Clinical
centre of nuclear medicine and radiotherapy, Clinic of nuclear medicine.
e  Valeriya Hristova Hadzhiyska, Clinical centre of nuclear medicine and
radiotherapy, UH“Aleksandrovska”, Clinic of nuclear medicine.
e  Vasil Geprgiev Hadjidekov, PhD, Clinic of imaging diagnostic
. Ivelina Milcheva Choneva, Clinic of imaging diagnostic
ORGANIZATION UNIT: UH “Aleksandrovska”, Clinic of Nuclear Medicine
RESULTS (abstract):

A new multimodality imaging method for diagnosis of urolithiasis was introduced
for the first time in our country. The method was applied on 30 patients. By using the
combined method (DRS - SPECT/CT), urolithiasis and its complications was found in 24
(80%) patients and in 36 (60%) kidneys. With the low dose CT were detected 42
concernments, 30 of them in the kidney and 13 in the ureter. After performing DRS, a
different degree of impaired drainage was determined in 25 (42%) of the investigated kidneys.
Secondary sings of obstruction on CT were found in 15 (25%) of the kidneys. The diuretic test
showed: obstructive nephropathy in 15 of the kidneys (25%), non-obstructive nephropathy - in
11(18%), and intermediate reaction — in 8 (13%) of the kidneys. Our first experience in
appliance of SPECT/CT shows that this method provides complex diagnosis of urolithiasis
with not only functional but morphological information by using low dose CT technique for
imaging of the renal structures and accurate localization of the concrements. We could
conclude that the new method shortens the diagnostic process in patients with suspected
urolithiasis by performing single complex study.

Contract Nr.29/2009 Macroprolactinemia: clinical relevance, diagnostic and

therapeutic approach

LEADING SCIENTIST: Assist. Prof. Atanaska Petrova Elenkova, USHATE “Acad. Iv.
Pentchev”
RESEARCH TEAM:
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e  Assist. Prof. Mariya Kostadinova Yaneva, MD, PhD, USHATE “Acad. Iv.

Pentchev”, Clinic of Pituitary, Adrenal and Gonadal Diseases

. Asoc. Prof. Nikolai Stefanov Genov, USHATE “Acad. Iv. Pentchev”, Clinic of

Pituitary, Adrenal and Gonadal Diseases

e Asoc. Prof. Georgi Georgiev Kirilov, PhD, USHATE “Acad. Iv. Pentchev”,
Radioimmunological laboratory
. Asoc. Prof. Zdravka Pentcheva Abadzhieva, USHATE “Acad. Iv. Pentchev”,

Radioimmunological laboratory
ORGANIZATION UNIT: USHATE USHATE “Acad. Iv. Pentchev”

RESULTS (abstract):

The prevalence of macroprolactinemia among newly diagnosed prolactinoma
patients, detected by PEG-precipitation test was 2.7% and did not differ significantly from the
prevalence in age- and sex-matched healthy subjects (5%). Statistically higher prevalence of
macroprolactinemia among normoprolactinemic patients can be explained by the inverted
ratio of monomeric to high-molecular prolactin isoforms due to their different answer to the
treatment with dopamine agonists. Significant dependence of serum monomeric form and
macriprolactin levels on menstrual cycle and ovarian filliculogenesis was found not only in
subjects with true hyperprolactinemia but also in macroprolactinemic patients. In a few cases,
the presence of typical hyperprolactinemia-related clinical symptoms and their disappearance
after treatment with dopamine agonists suggests biological activity of macroprolactin
comparable with this of the monomeric prolactin isoform. Decrease of macroprolactin levels
after treatment with dopamine agonists suggests tumoral origin of the high-molecular prolactin
isoform in these rare cases. Conclusion: Although macroprolactinemia is considered to be a
benign condition, pituitary imaging, dopamine agonist treatment, and prolonged follow-up
may be necessary in certain cases. An individualized approach to the management of patients
with macroprolactinemia should be applied.

Contract Nr.19/2009 Clinical, molecular-virological and cerological study of
Crimean-Congo haemorrhagic fever (CCHF) in Bulgaria and evaluation of its
atipical forms
LEADING SCIENTIST: Assist. Prof. Lyubena Georgieva Andonova
RESEARCH TEAM:
e  Assoc. Prof. lva Christova, PhD, NCIPB
. Dr. Nikolay Kalvatchev, NCIPB
. Prof. Tatiana Tserveniakova, PhD, Hospital of Infectious Diseases “Prof. Ivan
Kirov ",
. Assos. Prof. Maida Tiholova, PhD, Hospital of Infectious Diseases “Prof. lvan
Kirov "
ORGANIZATION UNIT: Dept. of Infectious Diseases, Hospital of Infectious Diseases
“Prof. lvan Kirov", Sofia.
RESULTS (abstract):
Crimean-Congo hemorrhagic fever (CCHF) is a viral disease, often severe and
sometimes ending with lethality. The disease is ddescribed in about 30 countries, including
Bulgaria. Rapid and accurate diagnostic algorithm in suspected patients is essential for a

332



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

proper treatment of infection, favorable outcome and prevention of its spread. Molecular
techniques such as Polymerase Chain Reaction (PCR) and its modifications Conventional and
Nested RT-PCR were applied using our systems for the diagnosis of 10 patients with a history
and status suspected for this infection. Specific viral RNA was successfully amplified from
one patient. Parallel to the virological examinations were performed serological tests for
detection of specific IgM and IgG antibodies against the virus of CCHF by standart ELISA
kit. Serology showed a total of 4 positive reactions to IgG antibodies and 26 negative reactions
to IgM and IgG antibodies. Additional tests were done revealing 6 patients vaccinated and re-
vaccinated against CCHF and one patient recovered the disease. Molecular techniques used in
this study proved to be rapid, specific and sensitive, suitable for early detection of patients
suspected for CCHF. Introducing the immunosorbent test for routine diagnostics will
contribute to more accurate results. According to us this study confirms the advantage of
ELISA against CFA to prove specific antibodies against CCHF. It is done an alternative
suggestion for improving the differential diagnostic algorithm in patients suspected be infected
with the virus of CCHF.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Christova I, Di Caro A, Papa A, Castilletti C, Andonova L, Kalvatchev N, et al.
Crimean-Congo haemorrhagic fever, Southwestern Bulgaria Emer. Infec. Deseas.
2009, Vol.15, No. 6, June http://www.cdc.gov/eid/content/15/6/983.htm
e  Kalvatchev N, Andonova L, Baev M, Christova I, Tiholova M, Tcherveniakova T.
Case of Crimean-Congo haemorrhagic fever confirmed by real-time RT-PCR and
nested RT-PCR Meditsinski pregled 45, 2009, Ne 4, 87-91. In Bulgarian
. Maltezou C, Andonova L, Andraghetti R, Bouloy M, Ergonul O, Jongejan F, et al.
Crimean-Congo hemorrhagic fever in Europe: current situation calls for
preparedness. EuroSurveill.2010;15(10):pii=19504.
e  Kalvatchev N, Christova I, Pishmisheva M, Marinova M, Jeliazkova S, Andonova
L. Imunodiagnostics possibillities of CFA and ELISA methods for detection of
antibodies against Crimean-Congo haemorrhagic fever virus in human serum
Infectology 2010, Ne2. In Bulgarian In press
. Kalvatchev N, Christova I, Pishmisheva M, Marinova M, Jeliazkova S, Andonova
L. Diagnostic capacity of CFA and ELISA methods for detection of antibodies
against Crimean-Congo haemorrhagic fever virus in patiens serum Problems of
Infect. and Paras. Diseas., In press
. N Kalvatchev, L Andonova, M Pishmisheva, M Marinova, S Jeliazkova, |
Christova SEROLOGICAL STUDY AND ANALISIS OF CREAMIAN-CONGO
HAEMORRHAGIC FEVER IN BULGARIAN PATIENTS DOruonoruveckue,
SMHUIEMHUOJIOTHYECKUE U KIIMHUYECKHE acleKThl MH(EKIMOHHBIX Oone3neit, 15-17
Cenremspu 2010, r. Upkytck, Pycus.

Contract Nr.35/2009 Comparative study for the detection of Chlamydia
trachomatis among sexually active men applying PCR and using urethral swab
and first voided urine samples

LEADING SCIENTIST: Vessela Vaskova Raykova
RESEARCH TEAM: Daniel Valentinov Jordanov
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ORGANIZATION UNIT: Dept. of Medical Microbiology, Faculty of Medicine
RESULTS (abstract):

The aim of this study was to establish the prevalence of Chlamydia trachomatis
among sexually active men applying PCR and using urethral swab and first voided urine
samples as one of the most frequent causative agents of sexually transmitted diseases and
reason for the development of prostatitis, epididimitis and infertility. Using different primer
sets and PCR programs C. trachomatis was detected in 2 clinical samples — in 2 first voided
urines and in 2 urethral swabs. By applying the cell culture method and subsequently
immunofluorescence with monoclonal antibody MaB 202D7 C. trachomatis was established
in one urethral swab. This method is not suitable for the detection of the microorganism in
urine samples so the urine samples from our participants were not tested with this
methodology. We have found low prevalence of the uro-genital chlamydial infection among
the studied samples from health sexually active men and such with complains — 2,8%. 2,79%
was the prevalence of the infection among the patients with signs of prostatitis. Higher was the
prevalence of the infection among the patients with sterility problems — 4%. Our results are
close to those received from other research groups form the Balkans and our country.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Ouzounova-Raykova V, D Jordanov, | Mitov. (2010) The genital
chlamydial infection among the men population — one study of the Dept.

of Medical Microbiology, MU - Sofia. 8th congress of BAS, 22-25 april,

2010, Plovdiv, Bulgaria.

Contract Nr.40/2009 Noroviral infection in Bulgaria — clinical and molecular-

biological study
LEADING SCIENTIST: Maida Mihailova Mitova Tiholova MD, PhD
RESEARCH TEAM:

. Neli Stoianova Korsun MD, PhD

e  Rossitsa Igor Tchipeva MD

e  Toma Borisov Tomov MD

e  Zornitsa Valentinova Mladenova, biologist

. Nadia Petrova Naidenova MD
ORGANIZATION UNIT: Hospital of Infectious and Parasitic Diseases
RESULTS (abstract):

Infectious gastroenteritis is the most common infectious diseases worldwide.
Noroviruses are the most common etiologic agents of outbreaks of acute gastroenteritis in
developing as well as developed countries. The aim of the present prospective clinical and
molecular — genetic study is to analyse the distribution of norovirus infections among
hospitalized patients, that meet the clinic — epidemiological and clinical — laboratory criteria
for acute viral gastroenteritis, proved negative for bacterial diarrhea. Two hundred and two
patients from different ages and regions of the country (Sofia, Plovdiv, Pernik, Stara Zagora)
were followed up in the period 2009 — 2010. All the stool samples were tested with RT — PCR
for rotaviruses and noroviruses. 26 (13%) of the samples were positive for noroviruses and
129 (64%) — for rotaviruses. The total number of etiologically proved gastroenteritis is 155 or
77%. This high number demonstrates the significance of the application of molecular —
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genetic methods in cases of viral gastroenteritis. The results of the genotype examination
revealed that group GlI is the most common pathogen, which is the globally moist distributed
group. No significant differences were found in distribution in groups, concerning clinical
differences: body temperature, intensity of vomiting and diarrhea. Such was observed only for
duration of illness.

Contract Nr.45/2010 Cone beam computed tomography in the measurement of

bone loss in periodontitis and periodontal regenerationassessment
LEADING SCIENTIST: Assoc. Prof. Christina Lazarova Popova, PhD
RESEARCH TEAM:

e  Assist. Prof. Denislav Kosyov Emilov, Dept. of Periodontology

e Assist. Prof. Kamen Georgiev Kotsilkov, Dept. of Periodontology

e Assist. Prof. Dimitar Todorov Yovtchev, Dept. of Imaging and Oral diagnostic

ORGANIZATION UNIT: Faculty of Dental Medicine, MU — Sofia
RESULTS (abstract):

This study showed no statistically significant differences in the registration of the
depth of bone defects compared with intraoperative measurements and statistical significance
of measurements of computed tomography compared with intraoperative measurements for
the same parameter. Data obtained by us show statistical reliability of measurements of the
bite-wing X-rays compared with intraoperative measurements on parameters of bone loss.
There are no reliable statistics on the angle of infraosseous defects in comparison with
measurements on the two radiographic methods. These results correspond with the aim to
compare parameters of bone defects from the bite-wing and computed tomography in
accordance to intraoperative measurements. From all registered periodontal bone defects 63
(49.7%) were undergoing regenerative periodontal therapy. These bone defects were
compared using the parameters reduction of bone loss / bone fill by considering bite-wing and
CBCT. Registration of the results of regenerative periodontal therapy in patients investigated
with both radiographic methods showed similar values of gain of bone fill. The results of
filling defects located vestibular and lingual is likely to be reported only by CBCT.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Chr Popova, D Emilov, K Kotsilkov, D Yovchev. Diagnosis of lingual / buccal
periodontal bone defects with cone-beam computed tomography. Dept. of
Periodontology. Dept. of Imaging and Oral Diagnostic. Faculty of Dental
Medicine, MU - Sofia - Sofia. 10th Scientific congress of BZS, 18-20 June Burgas.
2.

e D Emilov, K Kotsilkov, Chr Popova, D Yovchev. Evaluation of periodontal bone
defects and furcation involvement with cone beam computed tomography. Dept. of
Periodontology, Dept. of Imaging and Oral Diagnostic, Faculty of dental medicine
Sofia, 20th Jubilee Annual Assembly of IMAB, 6-9 May 2010, Varna.

Contract Nr.6/2009 Apical seal of root canals using adhesive root canal sealers
LEADING SCIENTIST: Jasmina Valentinova Mironova
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RESEARCH TEAM:

e  Assis. Prof. Radosveta lvanova Vasileva

e Assis. Prof. Krasimira Genova
ORGANIZATION UNIT: MU - Sofia, Faculty of Dental Medicine
RESULTS (abstract):

To determine apical microleakage of root canals, filled with adhesive root canal
sealers are used the bacterial leakage method and dye penetration method. For bacterial
leakage method was used 40 extracted single-root teeth, divided into four groups: two
experimental (15 canals each) and two control groups - positive control (5 canals) and
negative control (5 canals). The results showed greater microleakage on the teeth filled with
Gutta-percha /AH 26/. During 63 days of observation, six of canals filled with Gutta-percha
showed bacterial leakage, compared with five canals obturated with Resilon. (During 63 days
of observation we detect bacterial leakage at six of canals filled with Gutta-percha and at five
of canals filled with Resilon). Gutta-percha have earlier microleakage (on the 6th day),
compared with Resilon (on 15th day). Positive controls showed microleakage on the 15th
hour. The negative controls didn’t have the microleakage during the investigation. There was
statistically significant difference in the leakage between Resilon(Epiphany) and Gutta-percha
/AH 26. For the dye penetration method we used 20 extracted single-root teeth, divided in two
groups of 10 specimens each (first with Resilon and second with Gutta-percha). Both
experimental groups showed bacterial leakage without statistically significant difference
between them. Results showed higher microleakage for teeth obturated with Resilon /
Epiphany.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Mironova J, R Vasileva. Apical hermetization of root canals using adhesive root
canal sealers 15-th BaSS Thessaloniki  22-25 April 2010, 194 — poster
presentations

e  Mironova J, R Vasileva. Bacterial leakage in adhesive root canal sealers 20-th
Jubilee Annual Assembly of IMAB 6-9 May 2010 Bulgaria, 27 - oral presentations

e  Mironova J, R Vasileva, K Genova. Bacterial leakage in adhesive root canal sealers
Problems of Dental Medicine XXXV1/2010r, I-st, (in press)

Contract Nr.39/2009 Comparison study of influence of ozone in one- or two-
appointment treatment of periapical lesions and oral mucosa lesions
LEADING SCIENTIST: Prof. Angelina llieva Kisselova—Yaneva, MD, PhD
RESEARCH TEAM:
e Angela Zdravkova Gusiyska, MD, Dept. of Conservative Dentistry
e  Radost Velikova Velikova, MD, Dept. of Imaging Diagnostic and Oral Diagnostic
. Mariana Petrova Cekova — Yaneva, MD, Dept. of Imaging Diagnostic and Oral
Diagnostic
ORGANIZATION UNIT: Faculty of Dental Medicine, MU — Sofia
RESULTS (abstract):
Apical periodontitis is an inflammatory disorder of periradicular tissues caused by
microbial infection within the root canal system of the affected tooth, in combination with
periapical osteolysis. The antimicrobial effect of the ozone applied to dentistry is rarely
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discussed. Ozone showed effectiveness on microbial species found in the oral cavity and in the
treatment of periapical and mucosal lesions. The basic aim of this project is to achieve healing
and probably bone regeneration in periapical lesions, using an additional method of root canal
decontamination in clinical protocol. Our results present good healing process in periapical
zone in both groups — one- or two-appointment for non-surgical root canal therapy. We
recognize good radiographic healing in 3-rd month and sufficient bone restitution at 6-th
month after ozone therapy. Our good clinical results were confirmed with negative
microbiological and focal infection tests. Microbiological tests performed twice — at the
beginning and before obturation of root canal system, through a sample of endodontic space,
showed contamination in 92.9% of clinical cases. Good clinical results were confirmed with
negative microbiological samples in 97.2% and focal diagnostic tests. Immunological study
that we conducted was performed both before and 6 months after endodontic treatment carried
out. Cytokines IL-4 and IL-10, which are the main inflammatory cytokines measured in
patients with chronic periapical lesions, according to the results obtained can be used as
diagnostic markers. Our positive clinical results are insufficient for definitely suggesting any
possible mechanisms expanding healing processes. Advancement of scientific knowledge on
the genesis, pathologic nature and clinical behavior of periapical lesion and its successful
treatment in various clinical trials are being to favour non-surgical approaches in one- or two-
appointments. These findings are promising for the use of ozone in endodontic treatment of
periapical lesion.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Gusiyska A, A Kisselova. Clinical application of ozone therapy in endodontic
practice - Part I. Problems of Dental Medicine. Vol. XXXV, 2009, book I, 61 — 71.
e  Gusiyska A, A Kisselova. Clinical application of ozone therapy in endodontic
practice - Part 1l. Problems of Dental Medicine. Vol. XXXV, 2009, book II, 31 —
41.
e  Gusiyska A, A Kisselova. Clinical application of ozone therapy in teeth with
periapical lesions. 19-th Annual Assembly of IMAB 7-10.05.2009,Varna-Bulgaria/
Oral presentation - Abstract book-11/.
e  Gusiyska A, A Kisselova. Ozone therapy in endodontic treatment of chronic apical
periodontitis
10th Biennial Congress of EAOM and the World Workshop, Central Hall
Westminster, London - 21th to 25th September 2010. /Reference code - Angelina
Kisselova 28May1931/.

Contract Nr.5/2009 Apical extrusion of debris, irrigant and bacteria in various
techniques for handling of infected root canals and comparative analysis of the
treated root surface by CBCT (Cone Beam Computer Tomography)
LEADING SCIENTIST: Assist. Prof. Elka Nikolaeva Radeva
RESEARCH TEAM:

. Assoc. Prof. Radosveta lvanova Vasileva, PhD

. Assist. Prof.Rosen Vasilev Borisov

. Assist. Prof.Marieta Dimitrova Belcheva
ORGANIZATION UNIT: Faculty of Dental medicine
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RESULTS (abstract):

The highest mean for the weight of the dry substance occurs in the case of the “step
back” technique — 0.400 mg; next comes the hybrid technique — 0.343 mg; last comes the
treatment of the root canal with ultrasound and endosonic files — 0.185 mg. There is a
significant difference between the means for the “step back” technique and for the treatment
of the root canal with ultrasound and endosonic files, as well as between the hybrid technique
and the treatment of the root canal with ultrasound and endosonic files. The highest mean for
the irrigant is found in relation to the “step back” technique — 0.433 mg, the hybrid technique
comes next with 0.381 mg, and the treatment of the root canal with ultrasound and endosonic
files comes last — 0,200 mg. There is a significant difference between the means for the “step
back” and hybrid techniques and the other three techniques, as well as between the “crown
down” technique and RaCe Ni-Ti files on the one hand, and the treatment of the root canal
with ultrasound and endosonic files on the other. The highest mean for the time of treatment
occurs in the case of the “step back” technique — 13 min, followed by the hybrid technique —
10.2 min; the “Crown down” technique and the RaCe Ni-Ti files come last — 8.3 min. There is
a significant difference between the means for the “step back” technique and all the other
techniques, as well as between the hybrid technique, the two “crown down” techniques and
the treatment of the root canal with ultrasound and endosonic files. The comparative analysis
of the results from the microbiological study in the two groups (treatment with “step back”
and SS K-files vs. “Crown down” technique and Ni-Ti K3 files), shows a greater quantity of
bacteria — 1.10° CFU/ml — coming out of the apex in the case of the treatment using the
manual technique. The quantity of extruded bacteria in the machine treatment group equals
1.10°CFU/ml. The highest median microbial number of bacteria coming out of the root canal
apexes has been observed in the manual treatment group (“step back” technique). For the first
time in Bulgaria, the treated root surface has been studied using CBCT (Cone Beam Computer
Tomography). The study has determined that the most even widening down the length of the
root canal, following its conic shape, has been achieved by using K3 nickel-titanium files. In
the case of the Ni-Ti RaCe file, an almost double widening has been observed in the vestibule-
lingual direction. With the ,,step back” technique the resulting widening is even down the full
length of the root canal, but there is an increase in the distance to the anatomical apex. With
the hybrid technique, there is almost a doubling of the width of the root canal after the
treatment. In the case of ultrasonic treatment, the enlargement of the upper one-third of the
root canal is insufficient and the conic shape is lost; there is also an increase in the distance of
the apical narrowing from the anatomical apex.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Radeva EN, RI Vassileva, MD. Belcheva. In vitro study of apically extruded
bacteria after two instrumentation techniques. 15-th Congress of the Balkan
Stomatologycal Society, Thessaloniki, Greece, 22-25 April 2010, pp.154

. Radeva EN, RI Vassileva. Comparative In vitro Study of Apically Extruded Debris
and Irrigant following use Conventional and Rotaty Instrumentation Techniques.
20 th Annual Assembly of IMAB, Varna, Bulgaria, 6-9 May 2010

. Radeva EN, RI Vassileva, M. D. Belcheva. In vitro study of apically extruded
bacteria through foramen apicale after two instrumentation techniques for handling
root canals. J. of Dental Medicine, 93, 2010, 2 (in press)
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Contract Nr.42/2009 Investigation of salivrya changes and risk of dental caries
in asthmatics treated with inhaled corticosteroids

LEADING SCIENTIST: Assist. Prof. Emilia Goshova Karova

ORGANIZATION UNIT: Faculty of Dental Medicine, MU — Sofia

RESULTS (abstract):

Seventy patients — 30 asthmatics and 40 controls were examined clinically. The
flow rate and pH of unstimulated and stimulated whole saliva, buffer capacity, salivary levels
of Str. Mutans and dental status were determined. Changes in salivary and dental plaque pH
after inhalation of Foster, Seretide and Symbycort were traced out. Asthmatics have a
significantly lower level of hydration which persists in time. Significantly decreases the flow
rate of unstimulated saliva in asthmatics but no substantial changes were observed in saliva
consistency, pH of unstimulated and stimulated whole saliva, buffer capacity and salivary
levels of Str. Mutans. Flow rate of stimulated whole saliva decreases but in six months grows
up. Maxillary dental plaque pH is significantly lower than mandibular dental plaque pH,
especially in patients receiving Seretide and Symbycort. At both visits, a considerable drop of
pH levels of saliva and dental plaque were observed after the inhalation, especially on the first
and fifth minute. This drop was followed by raising of the values up to 30" minute but they
didn’t succeed in reaching the initial levels. The patients receiving Seretide had the most
substantial and prolonged changes of pH. Asthmatics have more decayed and filled teeth and
higher DMFT index. The highest levels of DMFT index are determined in Seretide group,
followed by those receiving Symbycort and Foster.

Contract Nr.37/2009 Creating and test of computer program for selection and

arrangement of artificial teeth in frontal plane on complete dentures
LEADING SCIENTIST: Prof. Andon Dimitrov Filtchev, MD, PhD, DSc
RESEARCH TEAM:
e Assist. Prof. Janina Stamova Pavlova, MD, Dept. of Prosthetic Dental Medicine
e Assist. Prof. Todor Tzonkov Uzunov, MD, Dept. of Prosthetic Dental Medicine

ORGANIZATION UNIT: Faculty of Dental Medicine, MU — Sofia
RESULTS (abstract):

The creation of convenient and easy for using computer program VirtualLab might
help the dental team in the planning and the construction of total dentures.
Three-dimensional models of upper and lower teeth have been created with the software
product 3d M AX for the development of the computer program. A possibility for integration
in the interface of a digital full-face photograph of the patient has been provided. A database
containing different versions of frontal teeth arrangement has been developed. The created
software product allows the doctor in dental medicine to offer the patient the opportunity to
choose artificial teeth that are of proper size, form and color. From the established variants of
frontal teeth arrangement a proper one has to be chosen and adapted to the integrated digital
photograph of the patient. After that a precise manipulation of every tooth in the three planes
is possible. The final and approved by the patient variant is being registered and together with
his personal data is being sent to the dental technician’s laboratory. The computer program is a
high-technology instrument that can serve to the doctor in dental medicine to achieve better
treatment results. It provides direct decision support to the patient in the selection of artificial
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teeth and their arrangement. It directly engages the patient in the process of aesthetic design of
the prosthetic construction which leads to better satisfaction from treatment and shortening of
the adaptation period. The perspicuous visual record and the possibilities for on line
communication facilitate the work with dental technician’s laboratory.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Uzunov TTz, J Pavlova, A Filtchev, B Apostolov. Computer program for frontal
teeth arrangement in total dentures. The 15-th Congress of the BaSS 2010,
Thessaloniki, Greece.22-25 April, 2010, page 250-251.
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MEDICO-SOCIAL AREA

Contract Nr.10/2008 Development and application of the benchmarking

method in hospital management
LEADING SCIENTIST: Asoc. Prof. Petko Nenkov Salchev, PhD
RESEARCH TEAM:
e  Assist. Prof. Todor Georgiev Kundurdziev, DSMHM
e Assist. Prof. Nikolai Milenov Hristov, DSMHM
e Assist. Prof. Peshka Angelova Pesheva, DSMHM
ORGANIZATION UNIT: Dept. of Social Medicine and Healthcare Management
RESULTS (abstract):

The aim of the project was the development of methodology and the creation of
index for comparing and assessing hospitals (Hospital Benchmark Index - HBI). A meta-
analysis was conducted, on selected hospital management literature. A national inquiry using
questionnaires of treatment facilities on the territory of the Republic of Bulgaria was
conducted, regardless of their status or ownership. The investigation received support from the
Ministry of Health and the National Health Insurance Fund (NHIF). We received data on the
activities and results of hospitals for 2006, 2007 and 2008 from the NHIF. Inquiries were
conducted among heads of hospital wards and clinics; physicians and nurses; patients and
hospital managers. The aim of the inquiry «Organizational stability and personnel motivation»
among physicians and nurses was to assess motivation and organizational stability and create a
,,Stability index ® of the organization (hospital)” — cumulative for the country and for each
region. The aim of the inquiry in patient attitudes was to assess patients satisfaction and create
a ,,Satisfaction index” - cumulative for the country and for each region. When developing the
HBI all treatment facilities were compared in the following clusters: multi-profile hospitals,
specialized hospitals, dispensaries and specialized hospitals for rehabilitation. The
questionnaires and methods developed during the duration of the project are useable for expert
assessments in the whole national healthcare system. As a follow-up to the project an Internet
site will be established, providing opportunities for better informing the patients and hospital
management teams.

Contract Nr.49/2009 Elaboration of standard nursing care plans
LEADING SCIENTIST: Assoc. Prof. Galina Stamova Chaneva, MD
RESEARCH TEAM:

e  Assoc. Prof. Ivanka Kostova Stambolova

. Maria Ivanova Dimitrova

. Pepa Rachkova Bikova-Ilvanova
ORGANIZATION UNIT: Dept. of Health care, Faculty of Public health
RESULTS (abstract):

We had observation of 591 patients in five university hospitals in Sofia — UH

“Aleksandrovska, VMA - Sofia, MBALSM “Pirogov”, MI — MVR Hospital, UH “Sv. Anna”
Sofia,. Information was gathered for the basal needs of cares of the patients by a document,
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including pathology of breathing, heart activity, temperature, elimination, nutrition, physical
activity, hygiene, communication, as well other. The results obtained show that patients who
have abnormal breathing, nutrition and physical activity are less than half. Patients who are
held oxygen are 9.81% and 17.59% were smokers. Parenteral nutrition is held 4.23 percent of
the surveyed patients, and 16.41% are diet. Without abnormal excretion are also surveyed
about half of the patients, 10.99% of them have urethral catheter. Patients with fever were
8.46%. Limited physical activity was observed in 8.62% of patients in the hospitals surveyed.
Collected information on pathology and deviations in the condition of patients allowed us to
develop a standard care plans, which divided into three groups: nursing in somatic diseases,
nursing care in surgical diseases and special nursing. Standard care plans are aimed not only at
the basic needs of patients but also for pain control, communication, psycho-emotional
support and more. Nursing care plans are widely used in professional practice of nurses by the
EC and to ensure the quality and safety of patient and professional in their implementation.
Care plans are structured in three directions: pathology and deviations, nursing activities and
cares, expected results. We believe that the professional practice of nurses, including standard
care plans, allowing them to carry out care based on individual needs and ensure patient safety
and rights of bulgarian patients.

Contract Nr.36/2009 Renovation by comprehensive data of the national
register of occupational illnesses for the period 2007-2008. Investigation of the
health and safety characteristics of patients with occupational illnesses in
Bulgaria
LEADING SCIENTIST: Prof. Nevena Tzacheva-Hristova, MD, PhD
RESEARCH TEAM:

e  Assoc. Prof. Karolina Lyubomirova, MD, PhD, Dept. “Occupational health”
Assist. Prof. Sofia Evstatieva Georgieva, MD, Dept. “Occupational health”
Assist. Prof. Yanka Petkova Prodanova, MD, Dept. “Occupational health”
Assist. Prof. Albena Kostova VVutkova, MD, PhD, Dept. “Occupational health”
Assoc. Prof. Emil Vodenicharov, MD, PhD, Dept. “ Hygiene, Medical Ecology
and Nutrition”
Assist. Prof. Maia Liapin, MD, Dept. “ Hygiene, Medical Ecology and Nutrition”
e  Assist. Prof. Maria Nikolova, MD, Dept. “ Hygiene, Medical Ecology and

Nutrition”

e  Assist. Prof. Gabriela Zhekova, MD, Dept. “ Hygiene, Medical Ecology and
Nutrition”

e  Assist. Prof. Milena Yancheva-Stoicheva, PhD, Dept. “Social medicine and health
management”

ORGANIZATION UNIT: Faculty of Public Health, Dept. “Occupational Health”
RESULTS (abstract):

This project aims to renovate the National Register of Occupational Diseases
/2000-2006/ by comprehensive data for the whole country for the period 2007-2008. The
research team uses scientific approaches compatible with the European statistics of
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occupational diseases (EODS) at the Directorate F5”Social statistics and information
society”- EUROSTAT.
In scientific-theoretic direction the project achieved:

Implementation of personal, integral methodology, algorithm and
determinants for assessment, including the acceptable occupational health
risk- important for the health system, employers and control bodies;
Approval of a new integral area in the occupational health “Assessment of
the health risk, work ability and work conditions” for a quality training
aiming sustainable reproduction of the work force;

Scientific tools compatible with the European and WHO criteria for health
and safety at work, a possible model, applicable to future national and
international projects.

In applied science direction the project achieved:

Comprehensive information for the 1222 registered workers with
occupational disease for the period 2007- 2008;

Characterization of the work conditions, related to development and
complications of the occupational and other disorders, musculo-skeletal
diseases, hearing loss, vibration and lung diseases.

Comparability of the data for the occupational health in implementation of
the methodology and joining of the team from the Faculty of Public Health
and MU - Sofia to the working group of the European search of the work
related accidents and health problems for the period 2009-2013.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

Vutkova AK. Strategy for health and safety at work in EU. Health politics
and management, 2009, 9, 1, 76-80.

Vutkova-Kostante AK. Analysis of the health status and prevalence of
temporary incapacity for work among teachers in gypsy schools , Scripta
periodica, 2009, 12, 21-29

llieva A. D., S. G. Evstatieva. Psycho —social aspects of ergonomics. Health
politics and management, 2009, 9, 5, 32-36.

llieva AD, SG Evstatieva, YP Prodanova. Implement the requirements of
European legislation on safety and health at work in Bulgaria. Individual
directives regarding the exposure of workers to the risks arising from
physical and chemical agents , Health politics and management, 2010, 10, 3,
63-69.

Tzacheva NK, Y Balichev, A Uzunova. Analysis of morbidity with
temporary disability in teachers from roma shcools, Social medicine and
health care management, 2008, 4, 4 7-15.

Tzacheva NK, MG Yancheva, Rl Nikolova. Epidemiology of the
occupational diseases in Bulgaria. Health politics and management, 2010,
10, 4 /in press/

Tzacheva NK, RI Nikolova. European dimensions of occupational health.
Health politics and management, 2010, 10, 4 /in press/

Nikolova IR, NK Tzacheva. Regulating mechanisms and cardiovascular
response pattern in mental and static workload - Part 1, Comptes rendus de
I'Academie Bulgare des Sciences, 2010, 63, .8 (in press)
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. Nikolova IR, N Tzacheva. Functional significance of autonomic control for
genesis of diseases associated with dysfunction of the Autonomic Nervous
System - Part 11, Comptes rendus de I'Academie Bulgare des Sciences, 2010,
63, .9 (in press)

e Nikolova IR, EV.Vodenitcharov, NK Tzacheva. Physiological mechanisms
controlling cardiovascular responses to muscular static load. Acta Medica
Bulgarica, 2010, 1, (in press);

e  Tzacheva NK, VV Borisov. NECESSITY AND APPROACHES FOR
UNIVERSITY EDUCATION IN OCCUPATIONAL HEALTH,
Aspects of Public health and health Care Policies in Greese and
Bulgaria, Papazissis publishers, Athens, 2009, 87-94.

e  Tzacheva NK. ,Epidemiology of the occupational diseases in Bulgaria”,
“Hygiene — Occupational medicine”, S, Kameia, 2010 /in press/

) Dinkova IK, NK Tzacheva. Health risk assessment of workers in
manganese mine. 2010, S, /in press/

e  AK Vutkova-Kostante. “Investigation of the health status of patients
with occupational diseases / a methodology, expertise, occupational
health problems/”, PhD, 2009.

e Tzacheva NK, MG Yancheva, AK Vatkova. Epidemiology of the
occupational diseases in bulgaria, Conference “Public health and health Care
in Greese and Bulgaria” The Challenge of cross — border Collaboration, 8-
10.05.2009, Alexandroupolis, p. 98.

. Lyubomirova KD. Health risk management at occupational exposure to
carbon disulfide , Conference “Public health and health Care in Greese and
Bulgaria” The Challenge of cross — border Collaboration, 8-10.05.2009,
Alexandroupolis, p.87.

e  Lyubomirova KD, T Popov. Health risk prevention at occupational exposure
to polycyclic aromatic hydrocarbons, Medical management of Chemical and
Biological Casualties, 27-28. 04.2009, VMA, Sofia.

Contract Nr.62/2009 Quality of Life of Stroke Patients
LEADING SCIENTIST: Assist. Prof. Kristina Hristova Popova, MD, PhD
RESEARCH TEAM:

e  Prof. Sashka Roumenova Popova, MD, PhD

e Assoc. Prof. Kolechka Vesselinova Shopova, MD, PhD

e Assist. Prof. Heli Petrova MD, PhD
ORGANIZATION UNIT: Faculty of Public Health
RESULTS (abstract):

Stroke as a cerebrovascular disease is an important contributor to the burden of
death and disease and a major cause of long-term disability. The objective of the study is to
identify the main clinical and organizational issues concerning stroke patients and their quality
of life. According to the data for the last three years only 0.04-0.08% of stroke patients in our
country and 0.1-0.25% of them in Sofia are treated with the new, proven as an effective,
thrombolytic therapy within the first 3 hours after the onset of stroke symptoms. Results are
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incommensurable quantities with the standards of treatment in the European countries. An
epidemiological study of stroke and the assessment of quality of life a year later after stroke
was carried out. Results are presented of one year survival analysis in stroke patients and the
evaluation of contributed risk factors. Cox regression analysis is used to evaluate the relative
risk of gender, points of NIHSS scale, years of hypertension and diabetes. The need of
promoting the quality of treatment and medication for patients with acute stroke is
recommended. Algorithm of behaviour for diagnostics, treatment and prevention of stroke is
proposed that reflects organisational and clinical dimensions of health care and could be a
base for further investigations. Patient participation in the stroke management program is in
the focus of the study. This strategy involves a patient-centered collaborative approach that
should be an integral part of primary care for stroke patients and encompasses specific types
of self-care:  self-diagnosis;® self-management; <« self-medication;* self-monitoring. A
guideline is proposed. It’s aim is to prepare patients to engage with medical management, to
maintain life roles and to manage negative emotions such as fear and depression by offering
patients the opportunity to acquire the necessary knowledge, skills and confidence to deal with
disease-related problems. The study demonstrates the need of new ways of health care
including integration and coordination between primary and hospital care in order to
overcome the fragmentariness and clinical inefficiency.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Popova K. Primary Prevention of Stroke, Presentations of the International
Conference on “Education, Professional Realization and Social Status of the Social
Specialists” of the University of Sofia, on 7-8 November, Sofia, University
Publishing, 2009, 501-505.

. Popova K. Integrated Therapeutical Approach — A Key Factor for the Improvement
of Quality of Life of Stroke Patients. Health Policy and Management, 2010, 10, 2,
60-64.

e  Popova K. Clinical Management of the Cerebrovascular Disease, Health Policy
and Management, 2010, 10, 3, 48-53.

e  Popova K. Analysis and Assessment of Survival Rates After an Acute Brain
Stroke. Social Medicine, 2010, 1, 13-15.

e  Popova K. Recent Trends in the Management of Stroke: Evidence of Effectiveness,
in Aspects of Public Health Care Policies in Greece and Bulgaria. (J. Hristov and J.
Kyriopoulos ed.), Papazissis Publishers, Athens, Greece, 2009, 235-244.

Contract Nr.34/2009 Drug formulation’s role for improvement of patient’s
compliance
LEADING SCIENTIST: Assoc. Prof. Valentina Petkova, PhD
RESEARCH TEAM:
. Assist. Prof. Milen Ventcislavov Dimitrov
. Antoaneta Antonova Antonova, MSc
e  Assist. Prof. Stanislava Bratovanova Yordanova
e Antonia Dimitrova Serbezova
ORGANIZATION UNIT: Dept. of Social Pharmacy, Faculty of Pharmacy
RESULTS (abstract):
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The increasing number of patients with chronic diseases that need effective drug
therapy leads to increase of the drug consumption. The essence of the rational drug therapy is
the application of drugs that are no harmful for the patient. But it has to be taken in mind the
fact that the effect of the therapy depends on the patient’s compliance. That is why this study
aims to investigate the role of the drug formulations with modified release for the successful
fulfillment of the treatment. The results from the direct applied questionnaire with
representative excerpt of 977 patients that suffer from hypertension, diabetes type 2 and
chronic pain at pharmacy conditions show the positive role of the drug formulations with
modified release for the management of their disease. From other point of view the
technological characterization of the release profile of the most frequently prescribed and
dispensed drugs for the treatment of these diseases demonstrates the possibility for
introduction of drug formulations with modified release as for most of the chronic diseases
such formulations are not introduced. The results from the study show that it is possible in
Bulgaria to be realized drug formulations with modified release that will improve patient’s
compliance and will lead to prevention from ADR, drug-related problems, unproper dosage,
lack of proper information, etc.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Petkova V. Education of diabetic patients on insulin therapy in community
pharmacies, full text proceedings of the 14th Panhellenic Pharmaceutical Congress,

Athens, 2009, European Journal of Drug Metabolism and pharmacokinetics, Vol.

34,2009, 33. /available on CD-ROM/;

. Petkova V, Dimitrov M. Compliance and drug forms - is there any interference?,
full text proceedings of the 14th Panhellenic Pharmaceutical Congress, Athens,

2009, European Journal of Drug Metabolism and pharmacokinetics, Vol. 34, 2009,

78. /available on CD-ROMY/,

. Petkova V, lbrahim A, Georgiev St. Self-treatment pharmacist's responsibility or
pure marketing?, full text proceedings of the 14th Panhellenic Pharmaceutical

Congress, Athens, 2009, European Journal of Drug Metabolism and

pharmacokinetics, Vol. 34, 2009, 33. /available on CD-ROM/;

e  Petkova VB. Education for arthritis patients: a community pharmacy based pilot
project. Pharmacy Practice, 2009, 7(2):88-93;

eV Petkova. Insulin treatment or diet? Which is more beneficial for pregnant women
with gestational diabetes? 5th International Symposium on Diabetes and

Pregnancy, March 26 - 28, 2009, Sorrento, ltaly, p.51

eV Petkova, M Dimitrov. Diabetes and eye complications — what can be done by
pharmacists? ISPOT The 8" International Symposium on Ocular Pharmacology

and Therapeutics, December 3-6, 2009, Rome, ltaly, p. 142
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MEDICO-BIOLOGICAL AREA

Contract Nr.8-D/2008 A new method based on multiplex ligation-dependent
probe amplification (MLPA) for detection of large deletions/duplications along
the X-chromosome genes (MECP2, CDKL5, ARX, NTNG1), mutations in

which lead to different forms of X-linked mental retardation

LEADING SCIENTIST: Tihomir Parvanov Todorov

RESEARCH TEAM (Director of Studies): Prof. Vanyo Mitev, MD, PhD, DSc
ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Dept. of Medical
Chemistry and Biochemistry, Laboratory of Signal Transduction

RESULTS (abstract):

During the present study, the MLPA analysis for deletions/duplications detection was
successfully introduced in the routine diagnostic work for X-chromosome located genes. Our
results from the MLPA analysis in the presented group of patients, showed that large
deletions/duplications are rare genetic finding (3%). Theoretically 5% to 10% were expected.
The small percentage of deletions in our sample could be due to the small number of patients
tested. Apart from that, the MLPA analysis does not permit the detection of other smaller
deletions, as for example the detected by us 44 base pare deletion, which cannot be detected in
the patient’s MLPA profile. On the other hand, the point mutations seemed to be very frequent
in patients with classical Rett syndrome — 29.4%. This figure is much higher than the
published data, where genetically proved cases are between 10 and 15%. This shows that our
patients are very well clinically characterized and selected correctly. During the present study,
the genetic diagnostics of different forms X-linked mental retardation was improved, as
methods for large deletions, duplications and point mutations detection were developed and
applied for diagnostic purposes. The percentage of genetically clarified forms of X-linked
mental retardation was significantly increased (6/31=19.4%), which permits healthy offspring
planning in the affected families.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e Todorov T, A. Todorova, et al., Molecular diagnostics of mental retardations in
Bulgaria. Manuscript in preparation

. Todorova A, T Todorov, R Tincheva, D Avdjieva, | Boneva, V Mitev. Rett
syndrome in two years old girl with Xp deletion — case report, ESHG Conference,
May 31 - June 3, 2008, Barcelona, Spain, Eur J Hum Genet, 2008, 16 (suppl 2)
P01,108.

e Todorov T, A Todorova, R Tincheva, D Avdjieva, V Mitev. Molecular
diagnostics of mental retardations in Bulgarian patients, 8" Balkan Meeting of
Human Genetics, Cavtat-Dubrovnik, Croatia, May 14-17, 2009, Paediatria
Croatica, 2009, 53 (suppl 2) MBB-58, 78.

e  Todorov T, A Todorova, R Tincheva, D Avdjieva, V Mitev. MECP2 mutations in
Bulgarian Rett syndrome patients, ESHG Conference, May 23 - 26, 2009, Vienna,
Austria, Eur J Hum Genet, 2009, 17 (suppl 2) 97, P02,190.
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Contract Nr.24-D/2008 Point mutation screening in coagulation factor 8 gene

in Bulgarian patients with hemophilia A

LEADING SCIENTIST: Ventseslav Rumenov Atanasov

RESEARCH TEAM (Director of Studies): Prof. Ivo Marinov Kremenski, PhD, MD
ORGANIZATION OF PROJECT IMPLEMENT:

National genetic laboratory and MMC Molecular pathology laboratory, SBALAG “Machin
dom” LTD, MU Sofia, 1431 Sofia, Zdrave 2 St.

RESULTS (abstract):

In the stage of pre-analytic treatment DNA was extracted and processed by
qualitative and quantitative analysis. The conditions for amplification of the exons of F8 —
gene were optimized by temperature gradient PCR. It was found that the mean optimal
temperature in the stage of hybridization of the primers on the DNA strand was 57 °C. The
sequence analysis was introduced and the conditions for it’s running were optimized. We
found a novel nucleotide insertion, which is not mentioned in the literature. It is an insertion of
adenine on 391 position in exon 10 of F8 — gene. (insA391). Probably it accounts for the
disease manifestation in mild form, because it’s localization in a splice — site. Now we are
making investigations for proving the role of the novel insertion in the process of the disease
pathogenesis.

Contract Nr.3-D/2008 Development of high sensitive method for quantification
of biothiols in biological fluids

LEADING SCIENTIST: Bistra Rosenova Benkova

RESEARCH TEAM (Director of Studies): Prof. Vanio lvanov Mitev, MD, PhD, DSc
ORGANIZATION OF PROJECT IMPLEMENT: MU - Sofia, Dept. of Medical
chemistry and biochemistry

RESULTS (abstract):

In present project we described the design, synthesis and properties of new thiol
specific derivatizing reagent N-(2-acridonyl)-maleimide. It presents low fluorescence intensity
in comparison with its highly fluorescent thiol derivatives, shows high specifity and very fast
reactivity to thiol groups in mild and simple derivatization condition. The HPLC method for
total content, low — molecular weight disulfides and free reduced forms of homocysteine,
cysteine and glutathione based on utilization of MIAC is developed. The method is linear in
the range of 0.5-25 | IM for homocysteine and glutathione and in the range of 0.5-200 UM
for cysteine. The limits of detection for homocysteine, cysteine and glutathione are 1.2 pmol,
1.4 pmol and 2.0 pmol, respectively per 20 L1 injection. The described method based on
MIAC as derivatization agent is fast, simple, high sensitive and precious. It allows measuring
of very low thiol concentrations. The method was successfully applied for measurement of
thiol compounds in human plasma samples.

SCIENTIFIC PUBLICATIONS:
. Benkova BR et al Determination of plasma aminothiols by high performance liquid

chromatography after precolumn derivatization with N-(2-acridonyl)maleimide, J.

Chrom. B, 870, 2008, 103-108.

e  Todorova A et al Hyperhomocysteinemia in Patients with Parkinson’s Disease Is it
only the Levodopa treatment to blame? Movement disorder In Press
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Contract Nr.15-D/2008 Combined expression analysis of genes, associated with
neoangiogenesis in non-small cell lung cancer

LEADING SCIENTIST: Svetlana Nikolova Metodieva

RESEARCH TEAM (Director of Studies): Prof. Draga lvanova Toncheva, DSc
ORGANIZATION OF PROJECT IMPLEMENT: Dept. of Medical Genetics, MU-Sofia
RESULTS (abstract):

Angiogenesis is crucial for tumor growth and metastasis and includes various
signaling pathways. The secretion of angiogenic substances by tumors occurs early in tumor
development. Our purpose was to characterize the combined expression of genes associated
with neoangiogenesis in non-small cell lung cancer (NSCLC) tumors by applying highly
sensitive PCR Array method. Total RNA was extracted from 16 NSCLCs and 8 peripheral
non-tumorous lung tissues. The Human Angiogesis PCR Array containing 84 key genes
involved in angiogenesis was used to analyze genes’ expression. The PCR Array analysis
showed common downregulated genes in the two histological types NSCLC’s-
adenocarcinomas and squamous cell carcinomas. Among these the expression of IL6, FIGF
and COL4A3 was significantly decreased in more than half of the analyzed samples.
Interestingly NOTCH4 was downregulated in both AC and SCC groups. The number of
overexpresed genes generally lower than the underexpressed in the analyzed samples. Among
them MDK was upregulated in AC samples while MMP9 was characteristic of SCC group.
We obtained important information about the expression profiles of genes related to the
angiogenic process in two histological subtypes of NSCLC. The enlargement of the patients’
group could provide more precise scientific data concerning the role of individual or a set of
genes in tumor angiogenesis.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e Metodieva SN, DN Nikolova, RV Cherneva, Il Dimova, DB Petrov, DI Tocheva.
Expression profiling of genes involved in angiogenesis in early-stage non-small
cell lung cancer.

e  Metodieva SN et al. Angiogenesis-related gene expression of early-stage
adenocarcinoma and squamous cell carcinoma of the lung. Bulgarian-Japanese
Symposium “Genomics and Proteomics in Personalized Medicine”, Sofia,
Bulgaria, March 19-20, 2009, pp 45-46.

e  Georgiev O, SN Metodieva et al. Gene expression profiling of genes involved in
apoptosis in cases of adeno and squamous cell carcinoma of the lung. Bulgarian-
Japanese Symposium “Genomics and Proteomics in Personalized Medicine”,
Sofia, Bulgaria, March 19-20, 2009, pp 46.

e  Metodieva SN et al. Molecular changes associated with two different pathways in
non-small cell lung cancer. 8" Balkan Meeting on Human Genetics, Cavtat-
Dubrovnik, Croatia, May 14-17, 2009, pp 117.
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Contract Nr.9-D/2008 Molecular typing with pulse field gel electrophoresis
(PFGE) of penicillin nonsusceptible and macrolide resistant clinical isolates of

Streptococcus pneumoniae

LEADING SCIENTIST: Alexandra Sashova Alexandrova, molecular biologist

RESEARCH TEAM (Director of Studies): Asoc. Prof. Lena Petrova Setchanova
ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, MU-Sofia, Dept. of
Microbiology

RESULTS (abstract):

For 2006 — 2009 were collected 438 clinical isolates Streptococcus pneumoniae
from four UHs in Bulgaria. 170 strains (38.81%) of all 438 tested S. pneumoniae were
erythromycin-resistant (ERSP). The most prevalence of ERSP were observed in patients under
18 years (71.68%). The results of conventional PCR showed presence of erm(B) gene among
61.76% of the strains, mef(E) gene among 32.94%, and 9 strains (5.3 %) carried both
erm(B)+mef (E). The efflux mechanism of macrolide resistance, which were predominant
before in Bulgaria (Ceuanosa u mp., J Chemother, 2007), now give place to widely spread
MLSg phenotype and genotype reffering with target modification: macrolide resistance
encoded by erm (B) gene were 30% in 2000, increased to 43% in 2005 and 62 % in 2009.
Phenotypic characterization of ERSP with the triple-disc test (Montanari, M et all. 2003, J
Clin Microbiol, 41 (1) 428-431) completely confirmed the genotype: 114 strains were with
MLSb phenotype (67.05%, including the 9-th strains harboring both erm (B)+mef (E) genes )
and 56 were with M phenotype (32.95%). The analysis of serotyping showed prevalence of
Serotypes 6B, 19F and 19A among pneumococci strains with erm (B) gene. Serotype 14 were
found to be predominant over strains with mef (A) gene. Five common resistant clones
pneumococci were identified in the study after molecular typing with PFGE - 19A,19F,6A,6B
and 14. The most predominant clone among ERSP strains were 19F - (39.17%), followed by
clone 6B - (21.67%) and clone 14 - (18.33%). Clone B3-19 F (25.24%) were the most
prevalent among 103 Penicillin- nonsusceptible strains, and clones A2 - 6A(1.94%) and C1 -
14 (0.97%) were with the lowest rates. Controlling the spread of the most common resistant
clones pneumococci through PFGE fingerprinting is one of the best monitoring methods.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Alexandrova A, L Setchanova et al. MLSg genotype - predominant molecular
genetic mechanism among erythromycin-resistant Streptococcus pneumoniae for
the period: 2006 - 2008 — Journal of IMAB. Issue 2009, book 1, part Medicine (in
press)

e  Alexandrova A, L Setchanova et al. MLSg genotype - predominant molecular
genetic mechanism among erythromycin-resistant Streptococcus pneumoniae for
the period : 2006 - 2008 9-th Annual Assembly of IMAB“Infections and Cancer”,
7 — 10 May 2009, Varna-Bulgaria. Poster session. Online Journal of IMAB (in
press)
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Contract Nr.16-D/2009 Biologically guided phytochemical investigation of
Chenopodium foliosum Aschers (Chenopodiaceae). Isolation and identification

of compounds with antioxidant activity
LEADING SCIENTIST: Kokanova-Nedialkova Z.
RESEARCH TEAM: Kokanova-Nedialkova Z.
ORGANIZATION UNIT: Faculty of Pharmacy, “Pharmacognosy and Botany”, 2 Dunav St.,
Sofia, 1000, tel. 9236529; zlatina.kokanova@gmail.com
RESULTS (abstract):
There were found six new fields of Chenopodium foliosum Aschers- between
Beglika and Dospat, Shiroka luka, between Surniza and Veligrad and aroud the huts “Izgrev”,
Skalni mostove” and “Persenk”. Complete literaly information about different Chenopodium
species and their chemistry, pharmacology and ethnopharmacology was found. The
information covered up to December 2008 and has been copiled using references mainly from
Chemical Abstracts and PubMed. From Chenopodium foliosum Aschers were isolated six
compounds Cf-01, Cf-02, Cf-03, Cf-04, Cf-05 u Cf-06. From them four Cf-01, Cf-02, Cf-05 u
Cf-06 have antioxidant activity, but compound Cf-01 was the most active.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e  Kokanova-Nedialkova Z, PT Nedialkov, SD Nikolov. The Genus Chenopodium:
Phytochemistry, Pharmacology and Ethnopharmacology. Phcog Rev. Vol. 3 Issue
6, 1-27, 2009
e  Kokanova-Nedialkova Z, PT Nedialkov, SD Nikolov. The Genus Chenopodium:
Phytochemistry, Pharmacology and Ethnopharmacology. Phcog Rev. Vol. 3 Issue
6, 1-27.

Contract Nr.1-D/2008 The effect of ghrelin on neuropeptide y (npy) secretion
and the role of NPY receptors (type Y1 and type Y5) in the regulation of
ghrelin from hypothalamic cell cultures (in vitro study)

LEADING SCIENTIST: Teodora Svetoslavova Handjieva-Darlenska, MD

RESEARCH TEAM (Director of Studies): Prof. Nadka Boyadjieva, MD, PhD
ORGANIZATION OF PROJECT IMPLEMENT: Dept. of pharmacology and toxicology,
Medical faculty

RESULTS (abstract):

Ghrelin plays an important role in the regulation of appetite and energy homeostasis. It is well
known that glucose modulates the appetite. We have previously confirmed that ghrelin
increases the appetite in rats. There are not enough investigations on in vitro effects of glucose
on ghrelin in hypothalamic neurons. The question is whether glucose regulates the
hypothalamic ghrelin. The aim of this study was to investigate the effect of glucose on ghrelin
from cultured hypothalamic cells. Hypothalamic cells were isolated from 1-day new-born rats
and cultured in HDME medium with serum supplement for a period of 9 days. Then cells were
treated with or without glucose for different periods of time (0, 2, 4, 24 h). The medium and
cells were collected and ghrelin levels were determined by rat ghrelin ELISA (BioVendor).
The results didn’t show statistically significant effect of glucose on ghrelin after treatment
with glucose (2.5 mg/ml; 5.0 mg/ml) in a time-dependent manner. Moreover, a decrease of
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ghrelin has been established at the second hour after glucose treatment (2.5 mg/ml). Taken
together, our previously documented in vivo data and in vitro results from the present study
suggest that glucose may play a role in the regulation of hypothalamic ghrelin.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
e Handjieva-Darlenska T, N Boyadjieva. Effect of glucose on hypothalamic ghrelin,
Abstract book, page 20; 1% Central European Congress on Obesity (CECON),
Karlovi Vary, Czech Republic, 23-26.09.08 r.

Contract Nr.10-D/2008 Compatrative studies of effects of 17-f estradiol and
anthocyanins alone or in combination with fluoxetine on expression of BDNF
and SERT in brains of ovariectomized rats

LEADING SCIENTIST: Dr. Miroslava Georgieva Varadinova

SUPERVISOR: Prof. Nadka lvanova Boyadjieva, PhD, DSc

ORGANIZATION UNIT: Dept. of Pharmacology and Toxicology, MU-Sofia; 2 Zdrave St.,
1431 Sofia; tel. + 359 2 9520539

RESULTS (abstract):

The present study investigated the effect of anthocyanins and estradiol alone or in
combination with fluoxetine on depressive symptoms in FST of OVX rats. Moreover, we
studied the effects of anthocyanins and estradiol with or without fluoxetine on the expression
of BDNF and SERT in hippocampus, prefrontal cortex and hypothalamus of OVX rats. Our
results demonstrated that chronic treatment with estradiol or anthocyanins with or without
fluoxetine significantly suppressed immobilization behavior of OVX rats in FST. The most
considerable  effect ~was registered in the “fluoxetine+anthocyanins”  and
“fluoxetine+estradiol” groups. There were no significant differences between these groups.
Our data demonstrated that anthocyanins and estradiol alone or in combination with fluoxetine
affected the expression of BDNF and SERT in hippocampus, prefrontal cortex and
hypothalamus of OVX rats. Substantial increase of BDNF expression was registered in the
groups treated with the combination of “fluoxetine+anthocyanins” or “fluoxetine+estradiol”.
No considerable differences were demonstrated between these groups. Our study supports
literature data for increased BDNF expression and suppressed depressive symptoms in
experimental animals after chronic treatment with SSRI antidepressant. Our results showed
that the combination of fluoxetine+anthocyanins” or “fluoxetine+estradiol” significantly
decreased the expression of SERT in the investigated brain structures. Again, there were no
substantial differences between these groups. Moreover, the decreased protein levels of SERT
correlated with better parameters in FST of the experimental rats. The reported data suggest
that chronic treatment with anthocyanins or estradiol with or without fluoxetine inhibits
depressive symptoms of OVX rats. Our results showed increased expression of BDNF and
decreased expression of SERT in hippocampus, prefrontal cortex and hypothalamus in the
experimental animals. We did not register substantial differences between the effects of
estradiol and anthocyanins alone or in combination with fluoxetine on the studied parameters.
Our hypothesis is that the suppression of depressive symptoms after treatment with
anthocyanins and estradiol with or without fluoxetine might be due to the increased BDNF
levels as well as the decreased SERT levels in the brains of OVX rats. Our results showed no
significant differences between the groups treated with estradiol or anthocyanins with or
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without fluoxetine. These data suggest that if anthocyanins are used in a combination with
antidepressant to treat depressive symptoms in a state of estrogen deficit they may display
similar effects to estradiol, but without the typical unwanted effects of estradiol. Further
studies are needed for more detailed investigation of the role of anthocyanins in the treatment
of depressive symptoms in estrogen deficit states.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e  Varadinova M, Drenska D, Boyadjieva N. Effects of anthocyanins and estradiol on
forced-swimming test of ovariectomized rats, 2009. In preparation for Comptes
Rendus De 1’ Academie Bulgare Des Sciences.

e  Varadinova M, Drenska D, Boyadjieva N. Expression of BDNF and SERT in
brains of OVX rats after chronic treatment with anthocyanins, estradiol and
fluoxetine, 2010. In preparation.

e  Varadinova M, Boyadjieva N. Effects of anthocyanins and estradiol on forced-
swimming test of ovariectomized rats. Poster presentation, 16th World Congress
on Basic and Clinical Pharmacology, July 17-23, 2010, Copenhagen, Denmark.

Contract Nr.11-D/2009 Investigation of KIR and HLA ligand gene
polymorphism in leukemia
LEADING SCIENTIST: Viktoria Plamenova Varbanova
RESEARCH TEAM (Director of Studies): Anasstasia Petrova Mihaylova
ORGANIZATION OF PROJECT IMPLEMENT: UH “Alexandrovska”, section “Clinica
of clinical immunology”
RESULTS (abstract):

A complex study of two highly polymorphic immunogenetic markers — KIR and
HLA class | ligands involved in regulation of NK cytotoxicity, were performed in 30 leukemia
patients, 93 unaffected family members and 80 randomly selected unrelated healthy
individuals from the Bulgarian population. KIR and HLA ligand typing was performed by
PCR-SSP method. Increased frequency of the activating KIR2DS3 was observed among AL’s
siblings compared to healthy unrelated controls. We found increased frequencies of HLAC®*?
without the corresponding KIR2DS2 among the sick and of 3DL1+/HLABwA4+AB"*-
combination in patients and their kin compared to randomly selected controls. Regardless of
defined diversity in KIR gene profiles (total 36 genotypes), three of them with inhibitory
potency (KIR2DL2+/2DL3-) were unique for sick individuals. The observed results indicate
the relevance between the genetic predetermined NK cell cytotoxic potency, defined of KIR
and corresponding HLA ligands, and heamatopoetic stem cell neoplasm. The first family-
based study was carried out, aimed to define full genomic information of each KIR locus in
genotype (number of gene copies). This study contributes to establish biomarkers associated
with the genetic control of tumorgenesis and to understand molecular mechanisms of immune
dysfunction in cancer better.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Varbanova VP, A Mihaylova NK. cell receptors (KIRs) and HLA ligands- role of
the genetic polymorphism in malignancies, Modernn Medicine 60, 2009, Nel-2,
114-123
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e  Varbanova VP, A Mihaylova, E Naumova. Olerup SSP® KIR HLA ligand typing
kit- a new opportunity for KIR ligand assignment in clinical settings, Reports of
Bulgarian academy of Science, 63, 2010, Ne5, 713-722

e  Varbanova VP et al. “Family based study on KIR/HLA ligand gene
polymorphisms in patients with acute lymphoblastic leukemia”, 2 nd European
Congress of Immunology, Berlin, Germany, 13-16 September, 2009, p 347

e  Varbanova VP et al. “Possible associations of KIR gene profiles with susceptibility
to hematological malignancies”, Ninth international Conference on Progress in
Vaccination Against Cancer PIVAC 2009, Sofia, Bulgaria, 8-10, Octomber, 2009

Contract Nr.3-D/2009 Combined expression analysis of genes associated with
metastasis in non-small cell lung cancer

LEADING SCIENTIST: Svetlana Nikolova Metodieva

RESEARCH TEAM (Director of Studies): Prof. Draga Ivanova Toncheva
ORGANIZATION OF PROJECT IMPLEMENT: Dept. of Medical Genetics, MU - Sofia
RESULTS (abstract):

The purpose of this study was to simultaneously investigate the expression of 168
genes belonging to two invasion and metastasis related pathways in pooled samples of
NSCLC. Common expression alterations in all 5 tumor pools were the upregulation of matrix
metalloproteinases MMP11 and 13, the MMP activator ETV4, as well as downregulation of
TIMP3, cell growth and proliferation genes FGFR4 and TRPML, transcription factors NR4A3
and RORB. The level of overexpression of MMP7, MMP9 and MMP10 differed among the
histological subtypes - adenocarcinomas and squamous cell carcinomas the latter showing
predominant downregulation of cell growth genes (HGF, MET), adhesion genes (MGATS5) and
the metastasis suppressor KISS1.

From Tumor Metastasis pathway the LNM positive and LNM negative pools showed the most
significant differences in the expression of MMP 11, 13 and 10, involved in extracellular
matrix degradation, the tyrosine kinase FGFR4 and adhesion related CDH6. From
Cytoskeleton Regulators pathway the highest upregulation showed the effector of CDC42 Rho
GTPase CDC42EP3, actin related ARPC2 and EZR all of which demonstrated LNM
dependant expression. Other overexpressed genes from this pathway include actin regulator
genes CRK, CYFIP1 along with kinases PAK1 and mitosis involved AURKA.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

. Metodieva SN, DN Nikolova, OS Boyanova, DM Marinova, Ml Kicheva, DB

Petrov,

and D.l. Toncheva. Expression analysis of two invasion and metastasis related

pathways in pooled samples of Bulgarian patients with non-small cell lung cancer

(article submitted).

e Metodieva SN et al. Invasion and metastasis in non-small cell lung cancer: expression
analyses. European Human Genetics Conference, Gothenburg, Sweden - June 12 -

15, 2010.
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MEDICO-CLINICAL AREA

Contract Nr.14-D/2008 Antibodies against acetylcholine receptor in children
with myasthenia gravis as a marker to asses the disease’s severity and

therapeutic effectiveness

LEADING SCIENTIST: Asya Yordanova Asenova, MD

RESEARCH TEAM (Director of Studies): Assoc. Prof. VVeneta Bojinova, Md, PHD
ORGANIZATION OF PROJECT IMPLEMENT: UH for neurology and Psychiatry “St.
Naum”

RESULTS (abstract)

Myasthenia gravis is characterized with unusual weakness of the voluntary muscles
due to impaired neuro -muscular conduction. In 34 children with myasthenia gravis, diagnosed
clinically, by electromyography and computer tomography of the thymus gland the antibodies
against acetylcholine recetor (ArAb) was studied by radioreceptor method. High titers of anti-
acetylcholine recetor antibodies was established in 14 out of 34 children with myasthenia
gravis (41,17%), more often in patients with the generalized form ( 9 out of 18 children or
50% ), instead of in ophthalmic form (5 out of 16 children or 33 %). Increased titers of anti-
Ach receptor antibodies were frequently found in patients with bulbar palsy (70%) and in
children with mild and severe generalized weakness (73%). More often in patients with high
titers of anti-Ach receptor antibodies thymus gland hyperplasia was established (9/14 or 64%),
as well in ophthalmic form (80% or 4/5) and in generalized form (55% wmu 5/9). In patients
with high titers of anti-Ach receptor antibodies more often pathogenic immunomodulatory
therapy with corticosteroids was used. Good clinical effect with decreased titers of anti-Ach
receptor antibodies was established after thymectomy in cases with generalized form, while in
ophthalmic form the titers of anti-Ach receptor antibodies also decreased, but the clinical
symptomatic has an insignificant improvement of the symptoms.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
e Asenova AY, V Bojinova. National neurology congress with international

participation., Sofia, May 14-16, 2009, Ne 86, 93-94.

Contract Nr.7-D/2008 Capacity of demented patients with depressive
symptoms

LEADING SCIENTIST: Denitsa Topouzova, MD

RESEARCH TEAM (Director of Studies): Assoc. Prof. Vladimir Velinov, MD, PhD
ORGANIZATION OF PROJECT IMPLEMENT: UH “St. Naum”, Clinic of forensic
Psychiatry and forensic Dept. of Psychiatry

RESULTS (abstract):

The persons, who were included in the study, were divided onto three groups
according to their level of incapacity. According to the clinical and psychopathological criteria
a distinct difference between the groups was found by DEMTECT and HDRS (p<0.05). Thus
the hypothesized combined influence of the depressive and dement symptoms was confirmed.
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MMSE as a basic screening method for dementia failed to show a significant intergroup
difference, which is known from other research papers about the problem of incapacity.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e Annual Conference of the International Association of forensic mental health
services, Vienna, 2008: ”Clinical Assessment of Incapacity according to Bulgarian
civil Legislation. Comparative reflections”

e  World Congress of Psychiatry, Prague, 2008, ,,Aspects of Incapacity in the
Elderly”

e  First National Congress of Psychiatry, Sofia, 2008, Capacity of demented patients
with depressive symptoms. Preliminary Results

e Workshop of Salus- Institute, Magdeburg, ,,Psychiatrische Begutachtung im Alter-
Vergleich der zivilrechtlichen Voraussetzungen”

Contract Nr.22-D/2008 Cranio-corpo-graphy healthy controls data-basis
development

LEADING SCIENTIST: Petya Dimitrova Terziivanova-Todorova, MD, PhD student, Dept.
of Psychiatry, Second Psychiatric Clinic, UH “St Naum”, MU — Sofia

RESEARCH TEAM (Director of Studies): Asoc. Prof. Svetlozar Haralanov Haralanov,
MD, PhD, Dept. of Psychiatry, Second Psychiatric Clinic, UH “St Naum”

ORGANIZATION OF PROJECT IMPLEMENT: Second Psychiatric Clinic, UH “St
Naum”

RESULTS (abstract):

CCG-patterns of clinically healthy controls examined during that research have
statistically significant difference compared with CCG-patterns of depressive patients
(p<0,05). The results of that project suggests that computerized ultrasonographic cranio-
corpo-graphy is probably one sensitive method that is able to detect mild neurological changes
in patients with bipolar depression. The accomplishment of MU financed research enables the
investigator to presume trends and weaknesses of the future PhD-study and to foresee some
possible disadvatges. Examination of more healthy controls is needed. The age of new
volunteers is supposed to be between 50 and 60. The ratio between genders male: female
should be reassessed. The future PhD-study will be based on the data of CCG-patterns of
healthy controls gathered during that project.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
e  Participation in poster session - Haralanov S, P Terziivanova. Psychomotor
disturbances in bipolar and unipolar depression. XIV World Congress of

Psychiatry. Prague, Czech Republic, 20-25.09.2008

Contract Nr.23-D/2008 Determination of norms with cranio-corpo-graphic
measurements of equilibrium

LEADING SCIENTIST: Vasil Jenkov, MD
RESEARCH TEAM (Director of Studies): Assoc. Prof. Svetlozar Haralanov, MD
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ORGANIZATION OF PROJECT IMPLEMENT: UH “St. Naum”, Dept. of Psychiatry,
MU-Sofia
RESULTS (abstract):

100 healthy controls age- and gender- matched to alcohol dependent subjects were
two times consecutively investigated by means of craniocorpography. They executed 12 tests
of which 10 were newly implemented. Six tests had 2 conditions — eyes open and eyes closed.
Comparative analyses with alcohol dependent patients revealed that the patients are much
more unstable than the controls. Some of the new tests showed greater sensibility than the
basic. From the equilibriometric parameters, special attention was drawn to the Lateral Sway
which seems to be a trait marker of chronic alcohol abuse and could be a state marker of
somatic alcohol withdrawal.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
. XKenxo BII, XapamanoB CX. HapymieHus B CTaTHYHOTO paBHOBECHE P

AJIKOXOJIHO 3aBHUCHUMHU JIMLA 110 BpEME Ha aGCTI/[HCHLII/[ﬂ. B’bJ’IFapCKa HEBPOJIOTUYHA

u neuxuatpuuna npaktuka. Sent for publication.

eJenkov VPI, Haralanov SH. Impairments in equilibrium during somatic alcohol
withdrawal. Alcohol and Alcoholism. Sent for publication.
e Jenkov VP, SH Haralanov Impairments In Postural Stability During Somatic

Alcohol Withdrawal. 12" Congress of European Society for Biomedical Research

on Alcoholism. Helsinki, Finland. June 7-10, 2009. p. 42.

Contract Nr.21-D/2008 Distribution of GABA, and NMDA receptors in
epileptogenic and non epileptogenic brain lesions

LEADING SCIENTIST: Dr. Krasimir Tzvetkov Minkin

RESEARCH TEAM (Director of Studies): Ass. Prof. Christo Tzekov Tzekov
ORGANIZATION OF PROJECT IMPLEMENT: Faculty of Medicine, MU - Sofia
RESULTS (abstract):

The mean latent period between the intraperitoneal kainate administration and the
first spontaneous seizures was 24 days (from 5 to 67 days). The mean latent period and was
27,6 days for Wistar rats (from 9 to 67 days) and 21,8 days for SHR rats (from 5 to 53 days).
There was a trend for longer latent period for Wistar rats but the difference between didn’t
reach significant value.

SCIENTIFIC PUBLICATIONS:
e  Minkin K et al. Animal epilepsy models. Bulgarian Neurology submitted
. Minkin K et al. Latent period between injury factor and appearance of chronic
seizures in kainate model of epilepsy in rats. Bulgarian Neurology submitted

Contract Nr.29-D/2008 Anti-Annexin V and ANCA antibodies and impaired
apoptosis in patients with autoimmune diseases

LEADING SCIENTIST: Maria Hritova Hristova
RESEARCH TEAM (Director of Studies): Prof. Marta Petrova Baleva
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ORGANIZATION OF PROJECT IMPLEMENT: Medical faculty, Dept. of clinical
laboratory and clinical immunology
RESULTS (abstract):

Autoimmune diseases are a multidiscipline problem and they are in focus of
research in immunology, genetics, etc. That is why our study was performed in these
directions. The study comprises a whole group of 117 patients (with glomerulonephritis, SLE,
Antiphospholipid syndrome, rare cases of vasculitis). Two main groups of antibodies were
examined — l.anti-neutrophil cytoplasmic antibodies — p, cCANCA, respectively anti-MPO,
anti-PR3 ANCA and 2. antiphospholipid antibodies including, anti-annexin A5 antibodies,
too. In cross analysis between the two groups after Kruskal-Wallis no correlation was found
(p>0,05). Since the small number of anti-MPO and anti-PR3 ANCA positive patients (n=8)
from all screened by IIF, the observed tendency of association between anti-MPO and anti-
annexin A5 antibodies class 1gG could not reach statistical significance. It is the first time in
this study when the population frequency for the alleles PiZ and PiS in the al-antitrypsin
(«1AT) gene for the Bulgarian population was determined. The found frequency for PiZ is
0,8% which makes Bulgaria a low risk country for al AT deficiency as Italy and Hungary. The
frequency in the patients’ group and the control group did not show statistical significant
difference which makes the probability of its involvement in the pathogenesis of the studied
autoimmune diseases unlikely. Abnormalities in term of lowering of o1 AT were determined in
7% (3 from 42 ANCA IIF+). The determination of spontaneous neutrophil apoptosis in
ANCA+ patients at 1% hour was measured between 2-6%. A possible explanation of the
insignificant results compared to the control group could be the corticosteroid therapy. Surface
expression of MPO in the neutrophil subpopulation was found in the control group as well.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

eMarinchev L et al., Blue toe syndrome as initial manifestation of ANCA-associated
vasculitis Rheumatology International RHEI-D-0900153

eBaleva MP, Hristova MH, Nikolov K. Diagnostic significance of anti-annexin-A5
antibody determination Central European Journal of Medicine

. Hristova MH et al. Blue toe syndrome, Spring Varna Dermatology Days, Golden
Sands, 3-5™ April 2009 - poster session

Contract Nr.4-D/2008 Alterations of the pro- and anti-inflammatory cytokines
and secretory IgA before and after the intake of a probiotic in patients with
inflammatory bowel diseases

LEADING SCIENTIST: Petar Krasimirov Nikolov, MD

RESEARCH TEAM (Director of Studies): Prof. Zaharyi Alexandrov Krastev
ORGANIZATION OF PROJECT IMPLEMENT: UH “Ivan Rilsky”, Clinic of
Gastroenterology

RESULTS (abstract):

There was a significant increase of the pro-inflammatory IL-12 and anti-
inflammatory IL-13 after the probiotic intake (p=0.023 and p=0.003) in the patients who are
not receiving 5-aminosalycilic acid compared with the ones who are taking such medication.
There was a significant increase of secretory IgA (slgA) in the saliva in all studied persons
(p=0.012). The concentration of salivary sIgA in Crohn’s disease is higher than the one in the
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healthy controls before the probiotic intake (p=0.035). In ulcerative colitis the concentration of
salivary slgA is higher before (p=0.030) and after the probiotic intake (p=0.040) compared
with healthy controls. After the probiotic course there is a significant increase of salivary slgA
in ulcerative colitis (p=0.016). The changes in salivary slgA in Crohn’s disease are
insignificant. There is a reverse correlation between the concentrations of sIgA in urine and
stools of the patients with inflammatory bowel disease before the probiotic intake: Spearman
= - 0.419 (p=0.033). The higher is the concentration of sIgA in stools before the probiotic
intake the lower is the concentration of sIgA in urine and vice versa.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

. Nikolov P, Z Krastev Z. Alterations of the concentration of pro- and anti-
inflammatory cytokines and secretory immunoglobulin A before and after the
intake of a probiotic in patients with inflammatory bowel disease. Medicinski
Pregled 2010 (in press).

Contract Nr.30-D/2008 Defining of diagnostic value of pulmonary function
testing and the follow-up treatment effect of young and preschool children

with bronchial asthma

LEADING SCIENTIST: Decho Todorov Chakarov, MD

RESEARCH TEAM (Director of Studies): Assoc. Prof. Penka Ilieva Perenpovska, Pediatric
clinic, UH Alexandrovska, Dept. of Pediatrics

ORGANIZATION OF PROJECT IMPLEMENT: UH Alexandrovska, Dept. of Pediatrics
RESULTS (abstract):

At the moment of the project end there are no significant differences in the results
of pulmonary function tests of healty and asthmatic children. Possible explanation is the
necessity of loner study, which could cover more children in order to form statistical
representative group.

After that the obtained results could be summarized for Bulgarian children in order to be
created reference data base in connection with racial and ethnical characteristics of Bulgarian
population. One cannot rely on data bases created in other counries, because no data base is so
large to be reference for the world population

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

At the end of the project the obtained data is not enough for a scientific article
and/or participating in pediatric conference. The work will continue during the PhD study of
the leading scientist even after the end of Young Scientist 2008. If an article is published, MU
Sofia would be informed and the participation in this project would be mentioned.

Contract Nr.31-D/2008 Investigation of the genes, involved in the regulation of
the cell cycle, DNA reparation and apoptosis as markers of
chemosensitivity/resistance in non-small cell lung cancer

LEADING SCIENTIST: Radostina Vlaeva Cherneva, MD
RESEARCH TEAM (Director of Studies): Assoc. Prof. Ognian Georgiev
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ORGANIZATION OF PROJECT IMPLEMENT: MU, Medical Faculty, Clinic of Internal
Medicine, Dept. of Pulmonology
RESULTS(abstract):

The data of the study shows that the early lung cancer stages are associated with a
significant number of up and down-regulated genes. In adenocarcinoma we found two genes
that are upregulated - BIK, p73 and six that are downregulated - CFLAR, XIAP,BIRC2,
TNFRSF10, FAS, DAPK1. Genes that are significantly downregulated are responsible mainly
for the realization of the extrinsic apoptotic pathway. In squamous cell lung canvcer we found
that the gene that is mostly expressed is caspase -14. Genes that are downregulated are -
caspase-8, 10, DAPK1, CFLAR, BIRCS, BcllO, MCL1, CARDS8, NODI. These genes are
related to the caspase recruitment domain family. Their expression is responsible for the
control of the pathways of inflammation and apoptosis.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
. Cherneva RV, et al Apoptosisgene expression profiling in early stage NSCLC

Pathology and Oncology Research submitted - http://pore.edmgr.com/

e  Georgiev O et al. P1.27.Gene expression profiling of genes involved in apoptosis in
cases of adeno and squamous cell carcinoma of the lung Genomics and Proteomics

in Personalized Medicine March 19-20, 2009 Sofia, Bulgaria Page 46

Contract Nr.26-D/2008 SonoVue in differential diagnosis of benign and
malignant solid focal liver lesions

LEADING SCIENTIST: Dimitar Hinkov Alamanov

RESEARCH TEAM (Director of Studies): Prof. Nikola Georgiev Grigorov, Clinic of
gastroenterology, UH “Queen Giovanna-ISUL”

ORGANIZATION OF PROJECT IMPLEMENT: MU-Sofia, Medical faculty, Clinic of
gastroenterology

RESULTS (abstract):

A study was conducted on 31 patients (between september 2009 and january 2010)
with focal liver lesions, which had not been characterized at baseline and Doppler ultrasound.
Contrast-enhanced ultrasound (CEUS) was performed on every patient using a second
genetration contrast agent (sulphur hexafluoride - SonoVue®). Filling of the lesions with
contrast was observed during the arterial, portal venous and late phase. Diagnosis was based
on the pattern of enhancement. Data obtained from CEUS were compared to data from other
diagnostic modalities, which are considred “gold standart” — contrast-enhanced computed
tomography, contrast-enhanced magnetic resonance imaging, cytology/histology. CEUS
correctly identified 17 patients as having benign lesions and 14 as having malignant lesions.
The method offers 100% sensitivity and specificity in detecting malignant disease.

Contract Nr.25-D/2008 Personality evaluation in patents with ulcerative colitis

and Crohn’s disease

LEADING SCIENTIST: Dobriana Gueorguieva Panova
RESEARCH TEAM (Director of Studies): Prof. Zaharii Alexandrov Krastev
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ORGANIZATION OF PROJECT IMPLEMENT: MU-Sofia, Faculty of Medicine
RESULTS (abstract):

Inflammatory bowel disease (IBD) is a chronic disorder that affects primarily
young individuals and is characterized by exacerbations and remissions. Its course, the effects
of treatments, and the consequences of its complications affect the daily lives of these patients
and their psychological well-being. IBD is associated with increased risk of psychological
disorders. The aim of this study was to evaluate the psychological profile of patients with
inflammatory bowel disease. More than half of the patients had pathologically elevated results
in the clinical scales — Neuroti triad; 35% had deviations on the Paranoia scale; 32.4% had
elevations in Social introversion; 24.3% had elevated result on the Psychasteny scale and
18.9% had deviation on the scale Psychopatic deviation. As far as PSY-5 scales are concerned
half of the patients had profile of negative emotionality. Patients with exacerbated IBD have
clinically significant psychological deviation or are prone to depression, less patients in
remission had any elevations. Probably clinical activity determines ther psychological profile.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS

. Panova DG. Psychological profile and quality of life in patients with Inflammatory

Bowel Disease. 170 Falk Symposium IBD and IBS: Novel Mechanisms and Future

Practice. 11-12 September 2009.

. Panova DG. Psychological profile in patients with Crohn’s disease. National

Conference of Gastroenterology — Plovdiv. 22-24 October 2009

Contract Nr.27-D/2008 Association of polymorphic variants in regulatory
genes, participating in androgen biosynthesis (CYP1B1, CYP19 u SRD5A2),

with increased prostate cancer risk in Bulgaria

LEADING SCIENTIST: Elenko Petkov Popov, MD, PhD student

RESEARCH TEAM (Director of Studies): Prof. Chavdar Krumov Slavov, MD, PhD
ORGANIZATION OF PROJECT IMPLEMENT: Dept. of Urology,

RESULTS (abstract):

It has been established that certain SNPs in genes, coding enzymes participating in
androgen biosynthesis and metabolism, are associated with increased risk of prostate cancer.
We have performed a case-control study of a group of 118 prostate cancer patients and 204
healthy control individuals in order to search for correlation between susceptibility to prostate
cancer and SNPs in genes coding CYP1B1, CYP19 and SRD5A2 metabolizing enzymes. The
C/C genotype in terms of rs1056837 (OR=2.03, 95% Cl=1.27-3.25, p=0.0023), and rs1056837
(OR=2.03, 95% Cl=1.27-3.25, p=0.0023), located in CYP1B1 exon 3, is associated with
statistically significant two times increased risk of prostate cancer. The analysis of (TTTA)n in
CYP19 intron 4 reveals that only 7/8 (OR=1.82, CI=0.87-3.8, p=0.078) and 7/9 (OR=2.24,
ClI=0.86-5.86, p=0.077) genotypes have tendency to associate with prostate cancer. In
accordance to the results of previous studies, the same tendency exhibits the (TA)¢/(TA)o
genotype of (TA)n repeat in SRD5A2 (OR=4.51, 95% CI=0.86-23.62, p=0.064). All other
SNPs in CYP1B1, CYP19 and SRD5A2 do not show statistically significant relationship with
increased prostate cancer risk. In conclusion, a larger case-control study is necessary to
elucidate the association of the studied polymorphisms with prostate cancer risk in the
Bulgarian population.
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SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
. Kaneva RP, DL Kachakova, AV Mitkova, EP Popov et al. CYP1B1 polymorphic
variants associated with prostate cancer risk in Bulgaria®, European Human
Genetics Conference, Vienna, Austria, 23 — 26 May 2009, Abstract book, p. 182.
e Kachakova DL, AV Mitkova, EP Popov et al. “Association of SRD5A2
polymorphic variants with prostate cancer risk in Bulgaria”, 8" Balkan Meeting on
Human Genetics, Cavtat, Croatia, 14 — 17 May 2009, Abtracts — to be published.

Contract Nr.28-D/2009 Photodynamic diagnosis and treatment of patients with
bladder cancer

LEADING SCIENTIST: Vassil Vassilev, MD

RESEARCH TEAM (Director of Studies): Clinic of Urology, UH “Alexandrovska”, Sofia,
Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Faculty of Medecine, Dept. of Urology,
Clinic of Urology, UMHAT “Alexsandrovska”

RESULTS (abstract):

For a period of one year, we conducted a randomized trial in 76 patients with
suspected bladder cancer. In 28 of them /work group/, in which we used photodynamic
diagnosis and 48 /control group/, in which is used white-light ciystoscopy. Patients were
monitored for a period of 1 year. According to the results we obtained the sensitivity of PDD
is 97%, compared to 88% of classical cystoscopy. In patients who held PDD-controlled TURB
is observed lower recurrence rate and longer reccurence-free survival period. Photodynamic
diagnosis is reliable and safe method for diagnosis and treatment of bladder and superior to
classical white-light cystoscopy for bladder tumors, especially small lesioms and Carcinoma
in situ.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
e  Vassilev V, Georgiev M, lanev K, Ormanov D. Panchev P. Phototdynamin

diagnostic and treatment of bladder cancer. J. URONET, 2008, Ne 1, 10-16

e  Vassilev V, Georgiev M, lanev K, Ormanov D, Panchev P. Phototdynamin
diagnostic and treatment of bladder cancer — presentation of the methode and
movie. XX Anivercary urological symposium “Varna urological days”, Varna,

Bulgaria

Contract Nr.17-D/2008 Study of the correlation between the expression of
genetic markers in peripheral blood and 24-hour ambulatory blood pressure
monitoring values in subjects with diabetes mellitus

LEADING SCIENTIST: Nikolay Aleksandrov Stoynev, MD

RESEARCH TEAM (Director of Studies): Assoc. Prof. Cvetalina Tankova
ORGANIZATION OF PROJECT IMPLEMENT: Clinical Center of Endocrinology,
USHATE “Ak.Iv.Penchev”, Dept. of diabetology

RESULTS (abstract):
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The study includes 24 subjects from both sexes (16 males and 8 females), divided
in 3 groups: 9 subjects with newly-diagnosed type 2 diabetes mellitus and newly-diagnosed
hypertension (group 1), 7 subjects with newly-diagnosed type 2 diabetes mellitus without
hypertension (group 2), and 8 subjects with newly-diagnosed hypertension without diabetes
(group 3). Gene expression analysis is performed by RT? Profiler™ PCR Arrays Human
Atherosclerosis. It includes 84 genes related to the formation of atherosclerotic plaques, 5
housekeeping genes and 3 control RNA fragments. In subjects with diabetes mellitus, 6 genes
matched the criteria for increased expression: APOE (in 68,75%), BAX (in 56,25%), ICAM1
(in 75%), NFKBL1 (in 56,25%), PDGFB (in 68,75%), PPARA (in 68,75%). No decreased
expression in subjects with diabetes was found for any of the genes studied. In subjects with
hypertension, no genes with increased levels of expression were found. We identified 4 genes
with decreased expression: KDR (in 58,82%), MMP3 (in 58,82%), NPY (in 52,94%),
SERPINB2 (in 82,35%). NPY level should be interpreted as associated with obesity in the
control group and not with hypertension.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
. Stoynev N et al. Increased expression of COL3A1L, IL4, PDGFA and RXRA in
peripheral blood of subjects with newly-diagnosed type 2 diabetes mellitus and
hypertension — Endocrinology (Sofia), submitted

Contract Nr.12-D/2008 Evaluation of matrix metalloproteinase 9 (MMP-9) as a

marker of subclinical atherosclerosis in subjects with prediabetes

LEADING SCIENTIST: Nevena lankova Chakarova

RESEARCH TEAM (Director of Studies): Assoc. Prof. Cvetalina Tankova
ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Clinical Center of
Endocrinology, University Specialized Hospital for Active Treatment in Endicrinology “Acad.
Ivan Penchev”, Dept. of Diabetology

RESULTS (abstract):

Cardiovascular risk in different categories of glucose tolerance — normal glucose
tolerance (NGT), newly diagnosed diabetes (NDD) and prediabetes — impaired fasting glucose
(IFG) and impaired glucose tolerance (IGT), was studied in the research project. For the
purpose an oral glucose tolerance test was performed with evaluation of fasting serum lipids,
hsCRP and serum metalloproteinase 9 (MMP-9). No significant difference in the MMP-9
level was found between the groups with different glucose tolerance. MMP-9 level was
significantly elevated in the obese subjects compared to the subjects with normal weight. A
significant positive correlation was found between MMP-9 and BMI. Concerning the studied
markers a significant positive correlation was found between MMP-9 and hsCRP and a
negative one between MMP-9 and HDL-cholesterol. Significant differences in the serum
lipids were found for the triglyceride and HDL-cholesterol level. NDD and IGT group
presented with significantly increased triglyceride level and decreased HDL-cholesterol level
compared to the NGT group while no difference in these two parameters was found between
the IFG and NGT group. The two groups with prediabetes showed difference in the HDL-
cholesterol level only, which was decreased in IGT. hsCRP assessment showed significantly
elevated level of the marker in NDD.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
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e Chakarova N, T Tankova, G Kirilov et al. Nontraditional cardiovascular risk
markers in prediabetes — evaluation of serum matrix metalloproteinase-9 (MMP-
9) levels. — in press

®  Chakarova N, T Tankova, | Atanassova, L Dakovska. Serum lipid and hsCRP
levels in prediabetes — impaired fasting glucose (IFG) and impaired glucose
tolerance (IGT). Diabetes Res. Clin. Pract., 2009, 86, 56-60.

e N Chakarova, T Tankova, L Dakovska et al. Cardiovascular risk assessment in
prediabetes states — evaluation of some nontraditional and classical markers. 9"
National Congress of Endocrinology, Plovdiv, 15-17 April 2010. Accepted for
oral presentation

Contract Nr.11-D/2008 Plasma chromogranin A assay as a specific marker for
the diagnosis of tumours with neuroendocrine origin among patients with
adrenal incidentalomas

LEADING SCIENTIST: Dr Vladimir Vasilev

RESEARCH TEAM (Director of Studies): Prof. Sabina Zacharieva

ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Clinical center of
Endocrinology “Akad. Ivan Penchev”

RESULTS (abstract):

Adrenal incidentalomas are defined as incidentally found tumours in the course of abdominal
imaging studies performed for reasons unrelated to functional assessment of the adrenal
glands. Up to 11 % of them may be pheochromocytomas — neuroendocrine tumours
originating from the adrenal medulla. Chromogranin A is an effective marker used in the
diagnostics and follow-up of neuroendocrine tumours. It is suggested as an alternative to
currently available assays as neither its secretion nor its measurement is affected by the drugs
used in pheochromocytoma treatment. Aim of the study: To establish the diagnostic sensitivity
and specificity of plasma chromogranin A for the identification of neuroendocrine tumours
among patients with adrenal incidentalomas. Patients and methods: Data from 48 patients with
adrenal incidentaloma, 10 patients with pheochromocytoma and 36 healthy individuals were
used. Chromogranin A was measured using radioimmunologic method. Results: The
sensitivity of the assay was 100 % and the specificity — 75 %. Statistically significant
difference was found between the levels of chromogranin A in the three study groups, as well
as positive correlation between chromogranin A and urinary normetanephrines in subjects
with pheochromocytoma. Conclusions: Chromogranin A is an effective marker for the
identification of pheochromocytomas among adrenal incidentaloma patients. Increased levels
in non-functioning adenomas require further investigation.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Vasilev VV et al. Chromogranin A in hypertensive patients with non-functioning
benign adrenal tumours and patients with pheochromocytoma, 52es Journées
Internationales d’Endocrinologie Clinique, H P Klotz,14 & 15 May 2009, Paris,
Poster
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] Bacunes BB u np. XpomorpaHuH A HpH HAl[HEHTH C XOPMOHOHECEKPETHpAaIIn
HaI[6’b6pe‘{HI/I aJICHOMH U ITAIIMCHTH C (I)eOXpOMOHI/ITOM, 9t HaI_IPIOHaJ'IeH KOHI'pEC
1o eHjokpuHosorus, [lnosnus, 15-17 Anpun 2010 r., Joknan

e  Vasilev VV et al. Comparison of plasma chromogranin A between patients with
essential hypertension, healthy subjects and patients with pheochromocytoma, 20"
European meeting on hypertension, Oslo, 18-21 June 2010. Poster

Contract Nr.13-D/2008 Prevalence and characteristics of thyroid dysfunction
in patients with primary aldosteronism and adrenal incidentaloma

LEADING SCIENTIST: Joanna Matrozova, MD

RESEARCH TEAM (Director of Studies): Prof. Sabina Zacharieva

ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Clinical center of
Endocrinology “Akad. Ivan Penchev”

RESULTS (abstract):

Background. Primary aldosteronism (PA) is the most common form of endocrine
hypertension, comprising 5-10 % of hypertensive patients and adrenal incidentaloma (Al) are
found in about 4% of the general population. Until now data on the prevalence of thyroid
diseases in these patients are scanty. Aim. Investigation of the prevalence, morphological and
functional characteristics of thyroid diseases in patients with PA and Al. Methods. A total of
63 cases with PA, 65 patients with Al were investigated, as well as 90 controls with essential
hypertension (EH) and 25 healthy controls (HC). Aldosterone, plasma renin activity,
metanephrines and free cortisol were analyzed using radioimmunoassay. Results. Higher
prevalence of thyroid diseases in PA and Al compared to HC and controls with EH was found
(82.5 % vs 52 % vs 73.3 %, p=0.014 u 81.5 % vs 52 % vs 73.3 %, p=0.018, respectively). The
prevalence of thyroid nodules was higher in PA and Al compared to HC and controls with EH
(53.9% vs 4% vs 34.5%, p<0.001 u 55.4% vs 4% vs 34.5% , p<0.001, respectively). There
was no difference in the prevalence of thyroid diseases between Al and cases with Conn’s
adenoma (81.5 % vs 84.6%, p=0.728). There was no difference between cases with PA and Al
and their respective controls. Conclusions. Higher prevalence of thyroid diseases, and
especially of thyroid nodules, was found in in PA and Al compared to healthy controls and
controls with essential hypertension. Consequently this implies the hypothesis of a possible
common factor of tumorogenesis, a common growth factor or a new mutation, leading to this
pathology.

Contract Nr.18-D/2008 Microarrary CGH analysis for prognostic markers in
cases with high-grade gliomas of central nervous system

LEADING SCIENTIST: Emanuil Naydenov, MD

RESEARCH TEAM (Director of Studies): Asoc. Prof. Christo Tzekov MD, PhD, Dept. of
Neurosurgery, UH “St. Ivan Rilski”

ORGANIZATION OF PROJECT IMPLEMENT: 1. Dept. of Neurosurgery, UH “St. Ivan
Rilski”, Sofia, Bulgaria; 2. Dept. of Medical Genetics

RESULTS (abstract):
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The studied group consisted of three women and seven men with average age of 52
years. In 3 of the patients the tumor was localized in temporal region, in 2 — in frontotemporal,
in 2 — in parietal, in 1 — in occipital, in 1 — in frontoparietal, and in 1 — in temporooccipital.
The onset was with headache in 4 of the cases. The median time between the onset and
admission in the clinic was 80 days. Gross-total tumor removal was perfomed in one patient,
in 8 — subtotal, and in 1 — partial. Six of the patients improved after the intervention. One
patient deteriorated after the surgery. All patients demonstrated typical histological findings
except one who had giant cell subtype of glioblastoma multiforme (GBM). The microarray
comparative genomic hybridization (CGH) analysis determined chromosome 10 monosomy in
9 patients, trisomy 7 —in 5, trisomy 20 — in 4. GBMs are genetically heterogenous tumors with
different clinical response to standart multimodal treatment regimens. The microarray CGH
analysis is a powerful method which can demonstrate the presence of a number of molecular
markets with possible predictive value.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Naydenov E, Bussarsky V, Nachev S, Hadjidekova S, and Toncheva D: Long-term
survival of a patient with giant cell glioblastoma: case report and review of the
literature. Case Rep Oncol 2009: 2: pp. 103-110

. Naydenov E, Tzekov Chr, Minkin K, Hadjidekova S, Dimova I, Nachev S,
Bussarsky V, Romansky K, Toncheva D. Clinical, histological and cytogenetical
findings in six cases with primary glioblastoma multiforme. Khirurgiia (Sofia).
2009 (article in print, indexed in MEDLINE).

e  Naydenov E, Tzekov Chr, Minkin K, Kalev O, Toncheva D, Mirchev N, and
Bussarsky V: Ganglioglioma — clinical study on 13 cases. 8"EANO Congress,
Barcelona, Spain, September 2008

. Naydenov E, Bussarsky V, Surchev Z, Nachev S, Hadjidekova S, Dimova I, and
Toncheva D: Clinical, Histopathological and DNA microarray findings in a long-
term-survival patient with glioblastoma. Bulgarian-Japanese Simposium
“Genomics and Personalized Medicine” Sofia, Bulgaria, March 2009

e  Naydenov E, Tzekov Chr, Minkin K, Bussarsky A, Isakova R, Kalev O,
Hadjidekova S, and Toncheva D. Neuroendoscopic management and cytogenetical
analysi of subependymal giant cell astrocytoma in a twenty-seven-year-old patient
with Bourneville syndrome. 60" Annual Meeting of the German Society of
Neurosurgery, Munster, German, May 2009

. Minkin K, Tzekova Chr, Naydenov E, Bussarsky A, Karakostov V, Marinov M,
Romansky K, Bussarsky V. Low-grade gliomas presenting with pharmaco-resistant
epilepsy: a different subgroup of low-grade gliomas.60™ Annual Meeting of the
German Society of Neurosurgery, Munster, Germany, May 2009

Contract Nr.5-D/2008 Quantitative measure of serum HBV DNA levels in

patients with protrached and fulminant acute hepatitis B

LEADING SCIENTIST: Dr. Dimitar Todorov Strashimirov

RESEARCH TEAM (Director of Studies): Assoc. Prof. Tatiana Petrova Tcherveniakova,
DSc
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ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Dept. of Infectious
Diseases, Parasitology and Tropical Medicine
RESULTS (abstract):

Measuring serum HBV DNA levels after diagnosting acute hepatitis B at the
moment is not a routine procedure. At that stage, however, its kinetics could have a significant
prognostic importance for the future development of the infection — recovery from the disease
and negativisation of HBV or chronification. Our study included a dynamic examination of
HBV DNA in 45 patients with acute HBV infection with different severity of the disease
(mild, moderate, severe) and different outcome — recovery, protrached course and fulminant
hepatitis with lethal outcome as two forms that differ from the self — limited HBV infection.
HBV DNA in serum was found in all patients. It was interesting, that in patients with
fulminant course at the beginning relatively high levels of HBV DNA were found / above 10
000 000 IU/ml/ and they were HBeAg /-/. In patients, that recover and become HBsAg /-/ in
the range of 30", 90™ or the 180" day after dehospitalization replication reaches maximal
levels in the beginning otf the symptomatic phase. With the recovery form the symptoms it
falls and its disappearance from the sera of the patients marks the fall of the ALT levels and
negativation of the HBsAg. The fall of HBV DNA on the 7" day from the admission to the
hospital and the following disappearance in the range of the 60™ day proved to be predictive
for the course of the infection. In patients with protrached course HBV DNA proved to be
with relatively higher levels drom the beginning (p<0.016, F=6,196) especially in the HBeAg
/+/ cases. They follow a characteristic cuirve wuth a fall at the time of dehospitalization and
and the 30" day afterwards. These levels persist at the time of 90" and 180™ day with
following chronification. No correlation was found between the HBV DNA levels and the
genotype. Our study showed the usefulness of measuring the viremia in patients with acute
hepatitis B. Following of the replication showed, that in the majority of cases the elimination
of the virus becomes in the first 2 months. The persistence of the viremia on the 60" day
necessitates its further examination due to the risk of chronification. High risk for protrached
course is observed from the very beginning in the anicteric HBeAg (+) cases with relatively
high replication (above 100 000 000 1U/ml)

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
. Ilvanova A, D Jelev, D Strashimirov, T Tcherveniakova, A Gotzeva, V Lilianova.

Prognostic significance of serum HBV DNA follow up after clinical outcome of

acute viral hepatitis B. Bulgarian Journal of Hepatogastroenterology 2009; 1:8-10

Contract Nr.6-D/2008 Diagnostic of dental foci and unstimulated whole saliva

by patients on haemodiaysis, renal transplanted patients and living donors
LEADING SCIENTIST: Maria Dencheva-Garova

RESEARCH TEAM (Director of Studies): Prof. Angelina Kisselova-Janeva, MD, PhD
ORGANIZATION OF PROJECT IMPLEMENT: Faculty of dental medicine, MU - Sofia
RESULTS (abstract):

The aim of the present study was to estimate the dental focal status and
unstimulated whole saliva of patients on haemodialysis and renal transplanted patients. Three
groups: haemodialysis (n=45), renal transplanted (45) and healthy controls (n=60) were
examined. The results give us a reason to generalize, that the caries intensity (I) and its
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complications are the highest in group HD. Also the periodontal treatment needs are most
complex in the same group. The group TP is described with the highest level of active dental
foci, which put a question for long lasting graft survival. There was statistically significant
difference in the measurement of unstimulated whole saliva in group HD. On this base we can
search relation with caries intensity (I) and his complications. In group K (potential living
donors) we estimate a disturbing fact.-71 % have CPI2, i.e. sub and supragingival calculus. In
none of the three groups were we able to find a patient with healthy parodont in all sextants-
CPI0. On the basis of present data we suggest that the integration of pre and posttransplant
dental protocol for this patient’s population is not just obligatory, but it would be with
significant social and economical importance.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Dencheva M. Research of periodontal status and treatment needs by CPITN in
patients on haemodialysis and renal transplanted patients JofIMAB, issue: 2009,
book 2 16-18 dentistry

e Dencheva M, A Kisselova. Location and sanitation of dental foci in
oromaxillofacial area in hemodialysis patients, renal transplanted and living
donors. (oral presentation) 18-th Annual Assembly of IMAB and 3-rd National
Congress of Immunology. 8 - 11 May 2008, Varna, Bulgaria.

e  Dencheva M. Research of periodontal status and treatment needs by CPITN of
patients on haemodialysis and renal transplanted patients (oral presentation) 19-th
Annual Assembly of IMAB, 7-10 May 2009, Varna, Bulgaria

Contract Nr.2-D/2008 Comparative in vitro study of bactericidal effect of most
often used drugs in modern endodontics against microorganisms agents of

periodontitis
LEADING SCIENTIST: Vasil Petrov Kalchinov, MD,
RESEARCH TEAM (Director of Studies): Assoc. Prof. Slavcho Krumov Dimitrov, MD
ORGANIZATION OF PROJECT IMPLEMENT: Faculty of Dental Medicine, Dept. of
Conservative Dentistry
RESULTS (abstract):

We studied in our research the bactericidal effect of five antimicrobial agents
Rockle, Cresophene, I,/KI, Cupral and Ca(OH), with a high dispersion, using a standard agar
diffusion method (an experiment with disks and wells) and a modified agar diffusion method
with teeth. We found out through the standard agar diffusion method with disks that 1,/KI has
biggest bactericidal effect except for two cases when Cresophene is present. In most cases
Ca(OH), has smallest bactericidal effect. Using the method with wells we studied the
antimicrobial effect only for Cupral and Ca(OH), with a high dispersion. These agents have
almost the same antimicrobial activity except for two cases when Cupral has bigger
antimicrobial activity. Using the modified agar diffusion method with teeth, when the drugs
are led in the root canals with an application and the test microorganism is E.faecalis no zones
of suppressed bacterial growth around the root apexes were detected. When the test
microorganism is S.aureus the suppressed zones of have a diameter from 2mm to 4 mm.
Using the modified agar diffusion method with teeth, when the drugs are led in the root canals
by direct current (only I,/KI, Cupral, Ca(OH), with a high dispersion) the data indicates that
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the antimicrobial agents have commensurable bactericidal effect. The zones of inhibition of
bacterial growth formed in this case are very large. They are from 30 to 33.5 mm, when test
bacterium is E.faecalis, and the zones are from 20.5 to 25 mm when test bacterium is
S.aureus.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Kalchinov VP, SI Dimitrov, M Belcheva. In vitro study of bactericidal effect of
antimicrobial agents used in modern endodontics. On-line journal of IMAB, 2009,
book 2, part Dentistry, p. 79-83 (www.journal-imab-bg.org).

. Kalchinov VP, Sl Dimitrov. Endodontics microflora — sensibility and resistance
towards antimicrobial agents, modern ability for influence. Dental Medicine (for
review).

e  Kalchinov VP, SI Dimitrov, M Belcheva. In vitro study of bactericidal effect of
antimicrobial agents used in modern endodontics. 19-th Assembly of IMAB
Bulgaria, Varna city, Golden Sands, 7-10 May 2009/poster/

Contract Nr.19-D/2008 Stripping (interproximal enamel reduction) in
orthodontic practice

LEADING SCIENTIST: Panagiotis Mihail Kanoupakis

RESEARCH TEAM (Director of Studies): Prof. Valentin lordanov Moutaftchiev, PhD
ORGANIZATION OF PROJECT IMPLEMENT: Dept. of Orthodontics, Faculty of Dental
Medicine, G. Sofiiski 1 St., Sofia 1431

RESULTS (abstract):

Our research work and its results contributed to clarifying the indications and
contra-indications for stripping and the methods for improving its application. We determined
the indications according to a. the shape of dental crown, b.angulation of the dental axis, c.
possibility for teeth movement and d. evaluation of the enamel status with a DIAGNOdent
laser-fluorescence caries detector. We examined and specified the advantages and
disadvantages of the instruments intended for stripping, their different kinds and indications
for necessity of unilateral or bilateral stripping implementation. We performed stripping after
initial teeth alignment with an appropriate sequence of action by using a technique that
minimally harmed the enamel. Usage of modern remineralizating procedures gives the
opportunity to increase the defensive mechanism of the teeth after stripping and even to
improve the enamel status. The results from our research allow us to claim that a detailed
analysis, stripping planning and selection of intact or even weakly demineralized enamel
surfaces ensure the successful implementation of stripping within the bounds of the enamel.
Appropriate remineralization procedures after stripping eliminate the danger of
demineralization of the treated enamel. This confirms the expanded usage of stripping in the
orthodontic practice as a method that ensures an optimal orthodontic result and better stability
after treatment.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
. Kanoupakis P, VV Moutaftchiev. Enamel changes after stripping and evaluation of

remineralization /Literature review/. Orthodontic Review, 2008, 10, 2, 17-20.
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. Kanoupakis P, M Peneva, V Moutaftchiev. Objective clinical assessment of
remineralization after stripping with laser fluorescence /Preliminary research/.
Orthodontic Review, 2009, 11, 1, 6-13.

e  Kanoupakis P, V Moutaftchiev, M Peneva. Evaluation of the enamel status before
and after stripping in orthodontic practice. Request for participation in poster
presentation in the 7" International Orthodontic Congress of World Federation of
Orthodontics, Sydney-Australia, 6-9 February 2010.

Contract Nr.13-D/2009 Clinical and genetic study of the inherited (familial)
epilepsy in Roma families from the town of Nova Zagora and Slunchevo village
LEADING SCIENTIST: Sashka Georgieva Zhelyazkova-Glaveeva
RESEARCH TEAM (Director of Studies): Prof. Tournev lvailo Ljudmilov, MD, PhD, DSc
ORGANIZATION OF PROJECT IMPLEMENT: MU-Sofia, Faculty of Medicine, Dept.
of Neurology, UH “Alexandrovska”
RESULTS (abstract):

We identified two large Roma families with inherited epilepsy linked to new loci.
The first family belongs to a young endogamous sub-isolate, the Kalderas and contains 18
affected individuals from five generations. We describe an epileptic syndrome of autosomal
dominant inheritance and reduced penetrance with onset in the early childhood, febrile
seizures, febrile seizures plus, generalized tonic-clonic seizures and focal seizures with
semiology consistent with temporal or frontal lobe epilepsy. The familial epilepsy syndrome
does not convincingly fit within a known epilepsy syndrome although it does show some
features in common with GEFS+. Linkage analysis excluded all previously reported epilepsy
loci and identified a novel locus with a significant lod score of 3.84. The second Roma family
belongs to the group of the “roma- jerlii” and contains 12 affected individuals from three
generations. The disorder segregated as an autosomal dominant trait with incomplete
penetrance. The onset of the partial epileptic syndrome was within the first and second
decades of life. Most of the seizures were focal dyscognitive seizures frequently evolving to
bilateral convulsive seizures. The phenotype is compatible with familial mesial temporal lobe
epilepsy. The differential diagnosis includes familial partial epilepsy with variable foci. A
linkage analysis is still in progress, but it excluded all previously reported epilepsy loci and
identified a novel locus with a significant lod score.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

o Zhelyazkova S et al. "Familial mesial temporal epilepsy in Roma" - 14th Congress of
the European Federation of Neurological Society, Geneva, Switzerland, September
25-28, 2010

Contract Nr.15-D/2009 Arterial hypertension and epilepsy. How Antiepileptic
drugs influence blood pressure and how antihypertension drugs influence
epilepsy

LEADING SCIENTIST: Irina Tsvetanova Stefanova, Specialized Hospital for Active
Treatment in Neurology and Psychiatry “St. Naum”
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RESEARCH TEAM (Director of Studies): Assoc. Prof. Gergana Gancheva Ganeva, PhD,
Specialized Hospital for Active Treatment in Neurology and Psychiatry “St. Naum”
ORGANIZATION OF PROJECT IMPLEMENT: Faculty of Medicine, Dept. in
Neurology, Specialized Hospital for Active Treatment in Neurology and Psychiatry “St.
Naum”

RESULTS (abstract):

Purpose: Simultaneously researching arterial pressure and the changes in EEG to
estimate the dependence between. To prove the necessity of good compensation of hypertonia
and epilepsy. To certify the medicine interaction between antiepileptical and antihypertensive
drugs. Methods: Simultaneous record of values of arterial pressure by Holter RR and
Electroencephalografic changes by EEG examine in real time, assessing the interaction
between them. The blood levels of antiepileptical drugs had been examined to estimate the
dependence between them and the sort of antihypertensive medicine. 30 patient were assessed:
19 women and 11 men, age between 48-75 years old for both sexes, with diagnose Epilepsy
and Arterial hypertonia, who were examined medically for both deceases. Results: It was
specified that the arterial hypertonia which is not well treated increases the changes in EEG
analysis. Diuretics lower the blood level of antiepileptical drugs and that leads to deterioration
of EEG examination. Carbamazepine being enzyme inductors, decrease blood levels of
antihypertensive drugs and make the therapeutical results unstable with unacceptable
fluctoations of arterial pressure, and reading high values. Conclusion: In the presence of
comorbidity it is necessary to specify and individualize the threatment of the patients, the
doses and selection of drugs.

Contract Nr.20-D/2009 Preparation and performance of screening for epilepsy

in Roma community in Kyustendil

LEADING SCIENTIST: Plamen Vasilev Antimov

RESEARCH TEAM (Director of Studies): Prof. lvailo Lyudmilov Tournev, MD, PhD, DSc
ORGANIZATION OF PROJECT IMPLEMENT: MU - Sofia Sofia, Faculty of Medicine,
Dept. of Neurology, UH “Alexandrovska”

RESULTS (abstract):

We perform the first population based “door to door” epidemiological study of
epilepsy in Bulgaria. We developed a specific screening tool which is sensitive enough not to
miss an epileptic patient, and enough specific to decrease the number of positives and allow
further investigation. The study is performed in four stages. First and second ones — the
preparation and performance of the screening, were financed by the present project. Collected
data for positives of the screening will be used for estimation of the prevalence of this frequent
serious neurological disease. We collected demographic and healthcare data in the preparation
stage from public and healthcare institutions in Kyustendil, respectively the Regional Health
Insurance Company (44 registrated), the 6™ neurologists dispensaries in the town (39 patients),
and hospitalized Roma epileptic patients for the last 10 years (49 ones), as well as data from
the last census in 2001 when the Roma in Kyustendil were 4 798. We established focus groups
of Roma representatives in order to study the conceptions of Roma about epilepsy through a
discussion. We used the collected information to develop a specific for the Roma question in
the screening tool, concerning complex partial seizures. We developed the rest of the
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questions using questionnaires from door to door epidemiological studies of epilepsy in other
countries. We validated the questionnaire using 50 epileptic patients Roma and 50 healthy
ones. The screening tool was distributed to the Roma population in Kyustendil by three health
mediators. All 3686 citizens of the Roma district Iztok were inquired, 127 were positives
from the screening. Every citizen, who had at least one positive answer of the questionnaire, is
subject to clinical estimation at the next stages of the study.

Contract Nr.16-D/2009 Investigation of atopy in children with attention deficit
hypeactivity disorder

LEADING SCIENTIST: Victor Emanuilov Donev

RESEARCH TEAM (Director of Studies):

1. Prof. Penko Minkov Shotekov, MD, PhD, DSc

2. Assoc. Prof. Penka llieva Perenovska, MD, PhD

ORGANIZATION OF PROJECT IMPLEMENT: Dept. of neurology, UH
“Alexandrovska”, Clinic of Pediatrics

RESULTS (abstract):

The aim of this project was to explore the possible acconmaruon between IgE-
mediated atopy and attention deficit hyperactivity disorder (ADHD). In the study participated
73 children (49 boys and 24 girls) divided into 2 groups: children with ADHD - 39, and a
control group - 34. By means of Conners’ Parent Rating Scale-Revised Conners' ADHD Index
was obtained and the corresponding T-score was calculated. Total serum immunoglobulin E
(IgE) levels were measured by ELISA method. Children with positive results (> 150 1U/ml)
were tested for allergen-specific IgE. The average T-score for Conners' ADHD Index were:
78,05 + 4,8 for the ADHD group and 59,00 + 6,9 for the control group (p <0.001). The
average level of total IgE for the ADHD group was 137,69 1U/ml (+ 48,66 1U/ml), and for the
control group - 123,32 IU/ml (+ 35,82 IU/ml). Statistically significant correlation was found
between the level of total IgE and the T-score of Conners' ADHD Index in both groups: for
the ADHD group p = 0.026, and for the control group p = 0.030. In 19 cases was measured
total serum IgE> 150 IU/ml — 13 children with ADHD and 6 controls, for which a test for
allergen-specific IgE was conducted. The correlation between parents’ assessment of child's
behavior and the level of total serum IgE supports the hypothesis of common pathogenetic
mechanisms between ADHD and allergic diseases.

Contract Nr.4-D/2009 Serum levels of the omega-3 and omega-6
polyunsaturated fatty acids and the alterations in intestinal inflammation
before and after the intake of a probiotic in patients with inflammatory bowel
disease

LEADING SCIENTIST: Petar Krasimirov Nikolov, MD, PhD

RESEARCH TEAM: Prof. Zaharyi Alexandrov Krastev, MD, PhD, DSc

ORGANIZATION UNIT: UH “St. Ivan Rilsky”, Clinic of Gastroenterology
RESULTS (abstract):
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The concentration of linoleic acid in UC was significantly higher (p=0.037) than in
CD before the probiotic intake. There were no significant differences in the serum PUFAs
levels in CD, UC and the control group. In CD patients there was a positive correlation
between the concentrations of a-linolenic and linoleic acid (Spearman=0.651; p=0.009) and o-
linolenic and arachidonic acid (Spearman=0.568, p=0.027) before the probiotic intake. There
are no such correlations in CD after the probiotic intake. In UC there is a negative correlation
between linoleic and arachidonic acid before the probiotic intake (Spearman= -0.535,
p=0.040), which becomes positive after the intake of probiotic bacteria (Spearman= 0.555,
p=0.032). In addition to this there is a negative correlation between the concentrations of the
linoleic acid before the probiotic intake and the o-linolenic acid after the probiotic (Spearman
= -0.516, p=0.049). Vn the control group there is a correlation in the concentrations of -
linolenic and linoleic acid (Spearman=0.661; p=0.007) before the probiotic intake.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

. Nikolov P, Svinarov D, Krastev Z. Serum levels of omega-3 and omega-6
polyunsaturated fatty acids in patients with inflammatory bowel disease before and
after the intake of a probiotic. Medicinski Pregled 2011 (in press)

Contract Nr.14-D/2009 Screening for congenital disorders of glycosylation
with the methods isoelectrofocusing and immunofixation of serum transferrin
and treatment with neuraminidase for detection of transferrin polymorphysms
LEADING SCIENTIST: Dr. Malina Kiriliva Stancheva-lvanova

RESEARCH TEAM (Director of Studies): Prof. lvo Marinov Kremenski, MD, PhD,
DSc

ORGANIZATION OF PROJECT IMPLEMENT: Dept. of Pediatrics, UH
“Alexandrovska”

RESULTS (abstract):

The method Isoelectrofocusing of serum transferrin for screening of
congenital disorders of glycosylation was introduced in Bulgarian clinical practice. An
individualized protocol was applied. A clinical case with PMM2-CDG (CDG-la) was
revealed for a first time in Bulgaria with the newly introduced method. The 6 year's old
boy with PMM2-CDG presented with mild mental retardation, microcephaly, facial
dysmorphysm, concomittent convergent strabismus, pseudobulbar, cerebellar and
epileptic syndrome, inverted nipples, inguinal hernia, cryptorchydism, pectus carinatum.
The MRI in the early childhood period showed Dandy-Walker malformation. In cultured
skin fibroblasts the patient exhibited deficient phosphomannomutase (0.9 mU/mg
protein). The sequence analysis showed compound heterozygosity for the common
R141H/V231M mutations. The authors appled for a first time in Bulgaria PCR
amplification and sequence analysis, FISH and MLPA for DNA analysis of 23 patients
with EXT1/EXT2-CDG.There were found 14 mutations of EXT1 and EXT2 gene of
which 10 are new. They were registered in the European database: Multiple
Osteochondroma ~ Mutation database—Leiden Open  Variation Database
(http:medgen.ua.ac.be/LOVD). The following new symptoms of the disease were
observed: mild mental retardation, facial dysmorphysm, cryptorchydism and deficiency
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of the humoral immunity. For a first time in our country were analysed the family
history, ethnic and geographic origin, onset of disease, clinical and molecular data in
patients with EXT1/EXT2-CDG.

For deepening the knowledge of metabolic disorders in children and particularly
congenital disorders of glycosylation with the approval of the authors Johannes
Zschocke u Georg Hoffmann the manual of pediatric metabolic diseases” Vademecum
metabolicum” was translated from French to Bulgarian language.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Stancheva MK. Clinical spectrum and therapy of deficit of phosphomanose
isomerase -MPI-CDG (CDG-Ib).-Gastroenterology, 40, 2009, 2, 3-12.

e  Stancheva MK et al. Multiple osteochondromas —with contribution for 19
Bulgarian families. Bulg Med J, 3, 2009, 1, 41-45.

e  Stancheva MK et al. Isoelectric focusing of serum transferrin in Bulgarian
Pediatric practice.-Bulg Med J, 3, 2009, 3, 26-33.

e  Stancheva MK.Congenital disorder of glycosylation la (CDG-la).- Bulg Med
J, 3,2009, 3, 21-25.

e  Stancheva MK et al.Congenital Disorder of Glycosylation Type- Ix-First
Case in Bulgaria.-In: Together for integrative approach to rare diseases.
Fourth Eastern European Conference for rare diseases and orphan drugs.
Plovdiv, Studio Grif Ltd, 2009, 208.

e  Stancheva MK et al. Multiple osteochondromas-with contribution of 19
Bulgarian families. In: Together for integrative approach to rare diseases.
Fourth Eastern European Conference for rare diseases and orphan drugs.
Plovdiv, Studio Grif Ltd, 2009, 209.

e  Stancheva MK. Molecular genetic analysis of Multiple osteochondromas in
Bulgarian patients. In: Together for integrative approach to rare diseases.
Fourth Eastern European Conference for rare diseases and orphan drugs.
Plovdiv, Studio Grif Ltd, 2009, 116-119.

e  Stancheva MK. Dystroglycanopathies (review).-Bulg Med J, 2010, 2

eStancheva MK et al. Clinical and molecular genetic analysis of patients with
EXT1/ EXT2-CDG in Bulgaria. Journal of Inherited Metabolic Diseases,
October, 2010

e  Stancheva MK et al.Congenital Disorder of Glycosylation Type- Ix-First
Case in Bulgaria. Fourth Eastern European Conference for rare diseases and
orphan drugs. Plovdiv, 13-14 June, 2009, Poster 61.

e  Stancheva MK et al.Multiple osteochondromas-with contribution of 19
Bulgarian families. Fourth Eastern European Conference for rare diseases and
orphan drugs. Plovdiv, 13-14 June, 2009, Poster 62.

e  Stancheva MK. Molecular genetic analysis of Multiple osteochondromas in
Bulgarian patients. Fourth Eastern European Conference for rare diseases and
orphan drugs. Plovdiv, 13-14 June, 2009, oral presentation.

. Wuyts W, MK Stancheva, T Sokolov, | Kremenski, E van Hul. Molecular
genetic analysis of multiple osteochondroma in Bulgarian patients. European
Human Genetics Conference 2009, 23.05-26.05. 2009, Vienna, Austria,
Poster No P13.26.
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. M Stancheva, | Kremenski, M Apostolova, J Jaeken, E van Schaftingen, G
Matthijs, VV Bojinova, B Radeva, P Perenovska, N Ivanova, K Vladimirova, R
Vajarova, D Todorova. A clinical case with PMM2-CDG and Dandy-Walker
malformation. 1V- International meeting on congenital disorders of
glycosylation, 11-12 January, 2011, Leuven, Belgium, poster presentation.

. M Stancheva, T Sokolov, W Wuyts, E van Hul, | Kremenski, B Vladimirov,
B Radeva, P Perenovska, A Mihova. EXT1/EXT2-CDG- report of 22
Bulgarian patients. IV- International meeting on congenital disorders of
glycosylation, 11-12 January, 2011, Leuven, Belgium, poster presentation.

Contract Nr.10-D/2009 Bone turnover markers in patients with cystic fibrosis
LEADING SCIENTIST: Dr. Bojana Ivanova Naidenova-Stoeva

RESEARCH TEAM (Director of Studies): Prof. lvanca Ognianova Galeva, MD
ORGANIZATION OF PROJECT IMPLEMENT: MU-Sofia, Faculty of Medicine,
University UH “Alexandrovska”; Dept. of Child Disease.

RESULTS (abstract):

In the research project, the difference between the processes of bone formation and
bone resorbtion in two groups — one of patients, one of healthy controles, was investigated. It
was established a statistically significant and increased level of the markers of bone formation
in patients, probably as a compensative reaction of the organism to the increased bone
resorbtion( comparing the median levels of B Cross Laps in the two groups). This difference
stays constant when only men from the two groups were compared, while there is no such
difference between women. Only in the group of patients-men there is a significant evaluated
levels of B Cross Laps, compared with the mediate levels in patients-women and less
increased NMid Osteocalcine and AP. Increasing the age of patients, the levels of the
investigated markers i.e. NMid Osteocalcine decrease. This is not found out in the group of the
controles. NMid Osteocalcine is in positive relation with AP in the two groups, and that
comfirms the fact that the growth of AP returns for its bone fraction. The increase of § Cross
Laps is related with the increase of NMid Osteocalcine.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

Having in mind the frequance of Cystic Fibrosis in Bulgaria and the fact that the
most of patients are children, the difficult aquirance of the controles, need of informed
compliance of the two parents in case of patients under 18 years, it was impossible the made
of scientific publications and presentations to this moment. Such scientific publications and
presentations will be realized later.

Contract Nr.21-D/2009 Dynamics of perioperative hemostaseological disorders
of the biliary tract operations in patients with obstructive jaundice

LEADING SCIENTIST: Dr Nina Dimitrova Shaqiri
RESEARCH TEAM (Director of Studies): Prof Dimitar Karadimov, MD, PhD
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ORGANIZATION OF PROJECT IMPLEMENT: Departament of anesthesiology and
intensive care, UH “Queen Gioanna — ISUL*, Sofia
RESULTS (abstract):

The aim of this study is to analyse the dynamics of perioperative hemostaseological
changes in three groups of 20 patients in each group: with obstructive jaundice — with
malignant and benign genesis of obstructive jaundice; and without jaundice. Dynamics of
perioperative hemostaseological changes in patients with malignant and benign genesis of
jaundice were evaluated by several indicators - PT, APTT, fibrinogen, plasminogen,
antiplasmin, AT Ill, Factor XIII, Factor VII, D-dimer, examined preoperative, postoperative,
on the third and fifth postoperative days. Protein C and factors II, V, VII and X —
preoperatively. Vitamin K deficiency was differently manifested - a reduction of PT (in %)
and a variable reduction of vitamin K dependent factors - 11, VII, X and protein C up to 50%
of the normal values. Reduction of these factors is highly shown in patients with severe and
prolonged cholestasis. There is a temporary increasing of PT and VI factor up to the 3-5" day
in the postoperative period. By reducing the degree of bilirubinemia and with the conducted
replacement therapy with vitamin K, the values are normalized. In 6 patients with
choledoholitiasis - PT was significantly increased to 134%, with simultaneous increase in
prothrombin fragment F1 +2 and vitamin K dependent factors - I, VII and X. Factor X
reached a 100% increase to the normal value. These cases were considered to be clear
hypercoagulability condition, the causes of which are possibly due to additional
pathophysiological reasons. Preoperative factor VV was reduced in case of prolonged and
severe cholestasis. Factor XIII is not reduced with obstructive jaundice. There is a reduction
during the postoperative period when severe inflammatory changes are observed,
simultaneously expressing strong decrease of PT and fibrinogen, prolonged aPTT, as well as a
severe hypoproteinemia and hypoalbuminaemia. The reason probably is a impaired protein
synthetic function of the liver. However, it does not reach the risk of bleeding values (<30%).
A normalisation of the slightly reduced levels of Factor XIII is achieved by the fifth
postoperative day with an uncomplicated postoperative period and recovery of the liver
function. Plasma replacement therapy assisted the process. Factors V and XIlII are indicative
of the degree of hepatic dysfunction. Patients with malignant genesis of jaundice show
hypercoagulability with suppressed fibrinolysis, regardless of the deficit of vitamin K
dependent factors. Those changes are particularly shown in severe extra- and intrahepatic
cholestasis, as well as an overlay of additional inflammatory processes. Expressions of
hypercoagulability changes are extremely high levels of prothrombin fragment F1 +2 (values
up to 1890 pmol/l), D-dimers (values up to 7500 ng/l), reduction of AT Il (values up to 41%),
fibrinogen (values up to 921 mg/dl), and lower preoperative values of prothrombin C (values
up to 45%). Plasminogen was also reduced to varying degrees (values up to 35%), while the
alfa2-antiplasmin showed no significant abnormalities. Pathological values are maintained to
the fiftieth postoperative day (hypercoagulability and impaired fibrinolysis). These
pathophysiological changes are treated as | - 1l stage of DIC from a laboratory point of view.
Laboratory increased values of D-dimers and prothrombin fragment F1 +2 without the
development of the clinical picture of thromboembolism could be treated as a state of pseudo-
DIC. There is a normal preoperative condition of haemostasis for most of the patients in the
group without a jaundice, while those groups with benign of jaundice show preoperative
hypercoagulability. In both groups there are hypercoagulability changes in the postoperative
period caused by surgery, and activation of fibrinolysis, starting from the third to the fifth
postoperative days. When inflammatory changes are added — cholecystitis, cholangitis —
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preoperative hipocoagulability or hypercoagulability and postoperative hypercoagulability
occur to the observed fifth postoperative day, and inhibited fibrinolysis occurs pre- and
postoperatively, again it is observed to the fifth postoperative day. Hemostatic markers that we
used give us a clearer idea of the developing hemostatic abnormalities. Factor XIIl can be
used as another indicator of liver function, as well as in the case of an unexplained bleeding.
Markers of hypercoagulability and the risk of developing thrombotic complications — AT 111,
prothrombin fragment F1 +2, D-dimers — can be used both to assess the severity of the
haemostatic changes in these patients, the stage of DIC, but also the duration of
thromboembolic prophylaxis. Thromboembolic prophylaxis with patients with malignant
genesis of jaundice is mandatory. When there is non-radical removal of the tumor, those
preventive measures should continue in the outpatient period, in view of ongoing hemostatic
changes induced by and due to a malignant process. Prothrombin fragment F1 +2 and D-dimer
can serve as markers of the efficacy of the thromboembolic prophylaxis, and AT Ill and
plasminogen — for the state of fibrinolysis. Thromboembolic prophylaxis should also be
performed for patients at risk with jaundice of benign origin, particularly in inflammatory
processes of the biliary system until the inflammation is under control and the cholestasis
parameters are normalized. The diversely developing perioperative changes in hemostasis are
dependent on the etiology, pathogenesis, duration of the jaundice, and the accompanying
inflammatory changes in the biliary system. Possible additional factor could be the
accompanying systemic diseases of the patient affecting the hemostatic system. This shows
how difficult the assessment of the state of the hemostatic system is. This assessment should
be individualized for each patient.

Contract Nr.1-D/2009 Determine the role of NT -pro BNP and Troponin | as a
markers assessing cardiovascular toxicity in cancer patients during
chemotherapy. Comparison of obtained results with the echocardiographic
findings

LEADING SCIENTIST: Dr. Bozhidar Krastev Krastev

RESEARCH TEAM (Director of Studies):

ORGANIZATION OF PROJECT IMPLEMENT: UH “Tsaritsa Yoanna”, University
Clinical Centre of Emergency Medicine, Dept. of Cardiology

RESULTS (abstract):

Cancer treatment with chemotherapy (ChT) may induce acute and/or chronic cardiac damage.
This could lead to significant complications, quality of life violations and increased
cardiovascular morbidity and mortality. Early assessment of cardiac dysfunction during ChT
using echocardiographic parameters and biomarkers. Seventy five patients were included in
the study. Conventional and PW-Tissue Doppler imaging echocardiography before ChT, 6
months and 1 year later was performed. Peak systolic, early diastolic and late diastolic
velocities at the medial mitral annulus (Sm, E’m and A’m) and lateral mitral annulus (S, E’l
and A’l) were registered. NT - Brain natriuretic peptid (BNP) and troponin were measured.
During follow-up impairment of left ventricular (LV) systolic function was not observed. E’'m
decreased from 7.90+0.28 cm/s to 7.09+0.28 cm/s at 6-th month (p=0.004) and to 6.85+0.29
cm/s at 1 year (p=0.001). E/E’m ratio increased from 10.04+0.31 to 11.40+0.40 and
12.10+0.41, respectively (p<0.001). E’l decreased from 10.45+0.38 cm/s to 9.63+0.34 cm/s at

378



Pestomera Ha uzcnenoBarencku npoektu | 2008-2009

6-th month (p=0.01) and to 8.99+0.38 cm/s at 1 year (p<0.001). Levels of NT - BNP
increased significantly from 48.81+41.92 pg/ml to 94.00+134.04 pg/ml (p=0.04). No
significant changes was registered in troponin throughout the study. Changes in LV diastolic
function were detected in asymptomatic patients with preserved ejection fraction after ChT.
Regular assessment of cardiac function is advisable for monitoring cardiotoxicity and guiding
ChT.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

. Krastev BK, VI Tzekova, R Krasteva, M Koleva, NI Zlatareva, AR Goudev.
Assessment of cardiovascular risk factors and overall morbidity in cancer patients.
Bulgarian Cardiology, 2009, T.15;1:27-31.

e  Krastev BK, ET Kinova, B Pencheva, R Mihailov, S Kiurkchiev, E lvanova,

NI Zlatareva, AR Goudev. Biomarkers for early diagnosis of cardiotoxicity
during. Medical review. Cardio-vascular disorders. 1, 2010; 3:10.

. Krastev BK, ET Kinova, NI Zlatareva, AR Goudev. Doppler echocardiographic
predictors of cardiotoxicity in cancer patients during chemotherapy. Bulgarian
Cardiology, 2010 — in press

e  Krastev BK. Cardiomyopathy in patients on chemotherapy. Symposium of the
Working Group on cardiomyopathies. Sofia, Tokuda Hospital, March 2009

e  Krastev BK, AR Goudev. Predictors of cardiotoxicity in cancer patients during
chemotherapy. Association Heart - Lung, V1l conference, Varna, 29-30.05.2009

e Krastev BK, ET Kinova, B Pencheva et al. Biomarkers for early diagnosis of
cardiotoxicity during chemotherapy. XII-I National Congress of Cardiology, resort
Albena, Varna, 07-10.10.2010

. Krastev BK, ET Kinova B Pencheva et al. Biomarkers for early diagnosis of
kardiotoksichnost in chemotherapy. XII-1 National Congress of Cardiology, resort
Albena, Varna, 07-10.10.2010.

. Krastev BK, ET Kinova, NI Zlatareva, AR Goudev. Early detection of
chemotherapy-related cardiotoxicity. EUROECHO. Copenhagen, 8-11.12.2010

Contract Nr.5-D/2009 Microvascular angina in women- SPECT CT assessment
and analysis of some markers for myocardial ischemia, endothelial dysfunction
and hormonal disbalance

LEADING SCIENTIST: Svetlin Nedkov Tsonev, MD

RESEARCH TEAM (Director of Studies): Prof. Temenuga Donova, MD, PhD
ORGANIZATION OF PROJECT IMPLEMENT: Dept. of Internal diseases, UH
“Alexandrovska”, Clinic of Cardiology

RESULTS (abstract):

The current study use a multi-approach method combing questionnaires, laboratory

an instrumental methods. Results point out that in patients who fulfill criteria for CSX have
the following characteristics:
I. Severe defects in perfusion from SPECT CT commonly are not followed by disorders in
myocardial kinetics and most and usually are manifest at exertion. There is no adequate
increase in EF of LV at exertion in patients with CSX and the particular reason is a diastolic
dysfunction assessed by PFR.
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I1. Circadian balance of the vegetative nervous system in patients with CSX is similar to
healthy controls but there are particular differences compared with patients with IHD.The
following particular profile is typical for patients with CSX:

1. Thereis a suppressed reactivity of the nervous system balance;

2. lower level of the parasympathetic tone and higher of the sympathetic
tone in comparison with the levels of the autonomous balance in
healthy women, are the characteristics of the particular disorder of the
ACC in women with CSX.

One of the main pathoetiologic mechanisms of the particular changes in CSX
probably is the imparted hormonal balance. Main results from the current studies point out a
strong tendency for higher activity of Era in those patients compared with patients with
ischemic heart disease. All these correspondence with findings that there is proven estrogen
deficiency in patients with CSX.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e  Tsonev SN, T Donova, M Garcheva, M Matveev. Preliminary Results of
Assessment of Systolic and Diastolic Function in Patients with Cardiac Syndrome
X Using SPECT CT. BlOautomation, 2009, 13 (4), 89-96.

. Matveev M, SN Tsonev, R Prokopova, T Donova. Assessment of Autonomic
Cardiac Control in Women with Cardiac Syndrome X using Time Related
Autonomic Balance Indicator. Computing in Cardiology 2010; 37:1047-1050.

e Tsonev SN, T Donova, M Garcheva, M Matveev. Preliminary Results of
Assessment of Systolic and Diastolic Function in Patients with Cardiac Syndrome
X Using SPECT CT.

First National Conference with International Participation on Biomedical and
Bioprocess Engineering, Bulgarian Academy of Sciences, Sofia, Bulgaria,
December 3-4, 2009.

e  Tsonev SN, T Donova, M Garcheva, M Matveev. Assessment of Perfusion and
Kinetics of Left Ventricle in Patients with Cardiac Syndrome X Using SPECT CT
IV Macedonian Congress of Cardiology. Ohrid, Macedonia. 2-4 June 2010 year.

e  Tsonev SN, T Donova, M Garcheva, M Matveev. Assessment of Perfusion and
Kinetics of Left Ventricle in Patients with Microvascular angina Using SPECT CT.
20th European Meeting on Hypertension, Oslo, Norway, June 18-21, 2010

e  Tsonev SN, T Donova, M Garcheva, M Matveev. Specific abnormalities in
autonomic cardiac control in women with cardiac syndrome X. II. Ne 68 XII
Harmonanen korrpec o kapauonorus 2010. K.x. AnGena, Bapna.

Contract Nr.9-D/2009 Personality and serotonin level in patents with

ulcerative colitis and Crohn’s disease

LEADING SCIENTIST: Dobriana Gueorguieva Panova

RESEARCH TEAM (Director of Studies): Prof. Zaharii Krastev, MD, PhD
ORGANIZATION OF PROJECT IMPLEMENT: UH “St. Ivan Rilski”, Clinic of
Gastroenterology

RESULTS (abstract):
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Inflammatory bowel disease (IBD) includes Crohn’s disease (CD) and ulcerative
colitis (UC). They are chronic, systemic diseases of gastrointestinal tract without sufficient
treatment. We found out that 65.5% of patients with IBD have neurotic symptoms. 80% of
patients in exacerbation were neurotin and 50% of patients in remission were neurotic too. In
contrast the serotonin levels were not raised in patient with CD nor with UC, so it can not be
used as a marker in IBD. The level of neuropeptid Y was higher in IBD individuals compared
to healthy people, but we found not statistical difference between exacerbation or remission,
nor between CD and UC. Further studies are needed in this aeria.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
. Panova DG. Psychological profile in patients with Ulcerative colitis and Crohn’s

disease. National congress of gastroenterology in Romania, Crayova. 09-

11.06.2010, 138.

Contract Nr.17-D/2009 Study of sFas and sFasL in subjects with diabetes

mellitus type 2 and hypertension

LEADING SCIENTIST: Nikolay Aleksandrov Stoynev, MD

RESEARCH TEAM (Director of Studies): Assoc. Prof. Tsvetelina lvanova Tankova, MD,
PhD

ORGANIZATION OF PROJECT IMPLEMENT: Faculty of Medicine, Clinical Center of
Endocrinology, USHATE “Ak.Iv.Penchev”, Dept. of diabetology

RESULTS (abstract):

No differences in sFas were found between the three groups. Serum sFasL has
lower levels both in group 1 (p<0,001) and group 2 (p=0,008) as compared to the control
group, and no difference is observed between the two groups with hypertension.
Anthropometric parameters differ significantly between groups, but no correlation of either
sFas or sFasL with the anthropometric parameters is found. We foun some correlation of
sFasL with the age of the patients (r =-0,187, p=0,04). Considering the greater age of group 1
(p=0,004 vs Group 2; p<0,001 vs control group) we studied 3 age-matched groups. As in the
analysis of the full number of patients, no differences in sFas were found between the three
groups. Serum sFasL has lower levels both in group 1 (p=0,001) and group 2 (p=0,026) as
compared to the control group, and no difference is observed between the two groups with
hypertension. The differences in the anthropometric parameters are less marked than in the
analysis of the full number of patients.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
e Stoynev N, G Kirilov, T Tankova. Serum sFas and sFasL levels in
patients with type 2 diabetes mellitus and arterial hypertension.

Endocrinologia (in press)
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Agreement Nel-D/2009 to Contract Nr.17-D/2008 Study of the correlation
between the expression of genetic markers in peripheral blood and 24-hour
ambulatory blood pressure monitoring values in subjects with diabetes
mellitus

LEADING SCIENTIST: Nikolay Aleksandrov Stoynev, MD

RESEARCH TEAM (Director of Studies): Assoc. Prof. Cvetalina lvanova Tankova, Dept.
of endocrinology, UH “Iv Penchev”

ORGANIZATION OF PROJECT IMPLEMENT: Clinical Center of Endocrinology,
USHATE “Ak. Iv. Penchev”, Dept. of Diabetology

RESULTS (abstract):

The study includes 36 subjects from both sexes (23 males and 13 females), divided
in 4 groups: 9 subjects with newly-diagnosed type 2 diabetes mellitus and newly-diagnosed
hypertension (group 1), 9 subjects with newly-diagnosed type 2 diabetes mellitus without
hypertension (group 2), 9 subjects with newly-diagnosed hypertension without diabetes (group
3) and 9 healthy subjects as a control group (group 4). Gene expression analysis is performed
by RT? Profiler™ PCR Arrays Human Atherosclerosis. It includes 84 genes related to the
formation of atherosclerotic plaques, 5 housekeeping genes and 3 control RNA fragments. In
subjects with diabetes mellitus, 10 genes matched the criteria for increased expression: APOE,
BAX, BCL2L1, LDLR, MMP3, MSR1, NFKB1, PDGFB, SPP1 u TGFB2. In subjects with
hypertension increased levels of expression were found for FAS. Decreased expression in
hypertensive subjects was observed for SERPINB2.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

. Stoynev N et al. Increased expression of COL3A1L, IL4, PDGFA and RXRA in
peripheral blood of subjects with newly-diagnosed type 2 diabetes mellitus and
hypertension (preliminary report) — Endocrinology (Sofia), 4:204-210.

e N Stoynev et al. Altered expression of genes associated with atherosclerosis in
peripheral blood of subjects with hypertension and type 2 diabetes mellitus. ESH
2010: 20" European Megting on Hypertension, 2010, 18-21 June, Oslo, Norway

Contract Nr.6-D/2009 Evaluating quality of life in patients with acromegaly
and creating a national acromegaly database

LEADING SCIENTIST (PhD STUDENT): Silvia Zhivkova Vandeva, MD

SUPERVISOR OF THE PhD STUDENT: Prof. Sabina Zacharieva Zacharieva, MD, PhD
ORGANIZATION UNIT: Clinical Center of Endocrinology and Gerontology “Akad. Ivan
Penchev”, MU — Sofia, Zdrave 2 St., 1431 Sofia

RESULTS (abstract):

Acromegaly is a rare disease due to a chronic hypersecretion of growth hormone
from pituitary adenoma. The late onset of diagnosis and the continuous disease activity are the
reason for definitive changes leading to increased morbidity, mortality and low quality of life
in patients with acromegaly. For the firs time in Bulgaria a profound computer database of
acromegaly was created. Up to 2010 742 patients that have been followed-up in the six
endocrinology centers of the medical universities have been registered. There was a female
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predominance 62,66%vs. 37,33 respectively. The mean age at diagnosis was similar for both
sexes 43,68+11,67 vs. 43,4+12,58 for females/males. The maximum incidence rate was
reported in the 80s — 2,9 cases/million/year. The prevalence of acromegaly was estimated at
48,38 cases/million. For the first time quality of life of Bulgarian patients was evaluated, using
a disease specific questionnaire. Patients were divided in 3 groups — patients fulfilled the
questionnaire in dynamics, patients in remission and an independent total group of different
patients. The lack of improving scores of the different scales with reaching biochemical
remission translates in the presence of other factors influencing quality of life. On the basis of
our results, the most probable of these are the disease duration, the treatment modality —
radiotherapy, number of surgical interventions, application of somatostatin analogues. In
conclusion, the presence of a database provides an enormous source of data for future studies,
evaluating the effect of different treatment approaches, mortality, the correlation between
mortality and quality of life in the Bulgarian patients with acromegaly.

Contract Nr.7-D/2009 Utility of steroid precursors and plasma chromogranin a
for the diagnosis of subclinical hormonal abnormalities among patients with

adrenal incidentalomas

LEADING SCIENTIST: Dr Vladimir Vasilev

RESEARCH TEAM (Director of Studies): Prof. Sabina Zacharieva

ORGANIZATION OF PROJECT IMPLEMENT: Clinical center of Endocrinology “Akad.
Ivan Penchev”, Sofia

RESULTS (abstract):

Adrenal incidentalomas are defined as incidentally found tumours in the course of
abdominal imaging studies performed for reasons unrelated to functional assessment of the
adrenal glands. Up to 20 % of patients with adrenal incidentalomas may experience
sublclinical hormonal disorders either caused by hypersecretion of the adrenal cortex or
medulla or by precursor molecules. Aim of the study: To establish the diagnostic
characteristics of 11-deoxycortisol, 17-OH progesterone and DHEAS for identification of
subclinical hormonal disorders among patients with cortical adenomas as well as the utility of
plasma chromogranin A for the detection of neuroendocrine tumours. Patients and methods:
Data from 88 patients with adrenal incidentaloma, 13 patients with pheochromocytoma, 60
healthy individuals and 47 patients with essential hypertension were used. 11-deoxycortisol,
17-OH progesterone, cortisol and chromogranin A were measured using radioimmunologic
method. DHEAS was analyzed by electrohemiluminiscent immunoassay. Results: Statistically
significant elevation of cortisol levels was found in adrenal incidentaloma patients but no
difference was detected for the steroid precursors and their ratios. Chromogranin A levels
were significantly higher compared to healthy subjects. Sensitivity and specificity of the assay
were 100 % and 63 % respectively. Conclusions: The subtle enzyme disorders in patients with
apparently inactive adrenal adenomas may cause cardiovascular and metabolic complications
and should be considered by physicians when managing these patients. Chromogranin A is an
effective marker for the identification of pheochromocytoma among adrenal incidentaloma
patients. Increased levels in non-functioning adenomas require further investigation.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
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eV Vasilev, J Matrozova, A Elenkova, G Kirilov, S Zacharieva. Comparison of
plasma chromogranin a between patients with essential hypertension, healthy
subjects and patients with pheochromocytoma, 20"™ European meeting on
hypertension, Oslo, 18-21 June 2010. Poster

e  Vladimir Vasilev, Dimitar Tcharakchiev, Georgi Kirilov, lIliana Atanassova,
Georgi  Ganchev, Tanyo Setchanov, Sabina Zacharieva. Epidemiological
characteristics of incidentally found non-functioning adrenal adenomas in a single
tertiary centre, 9" Scientific Meeting of ENS@T, Turin, 26-27 November, 2010.
Poster

Contract Nr.2-D/2009 Investigation of Cellular and Humoral Immunune
Response Before and After Treatment in Patients with Proven Focal Infection
of Dental Origin. Registration of the Influences in Immune Status 6 Monts

After Exact Sanation of Fields of Disturbances in Oral Cavity
LEADING SCIENTIST: Mariana Petrova Cekova—Yaneva
R.98/12.02.2008.
RESEARCH TEAM (Director of Studies): Prof. Angelina llieva Kisselova-Yaneva, DSc
ORGANIZATION OF PROJECT IMPLEMENT: Faculty of Dental Medicine, Dept. of
Imaging and Oral Diagnostics
RESULTS (abstract):
The absolute count and the percentage of main lymphocyte subtypes (T, B and NK cells), as
well as the levels of major immunoglobules (IgG, IgA, 1gM,) in the blood samples does not
have a diagnostic value in patients with chronic odontogenic infection. The chronic
odontogenic infection is connected to a general immune activation, shown as:

. Increased expression of the activation marker CD69 on the surface of NK cells in

the peripherial blood.

. Increased number CD38 molecules onto the T helper cells in the peripherial blood
The chronic odontogenic infection is connected to a prevalence of Thl profile of the immune
response (increased relation IFN-y 71/ [L.-4). The threatment of focal infection of dental origin
does not leads to alteration of the levels of major immunoglobulines and the absolute count
and relationship between the main types of circulating lymphocyte subgroups. The threatment
of chronic infection of dental origin leads to:

e Decreased level of immune activation.

e  Alteration of the cytokine profile from Th1 to Th2 type.

. Increased level of inhibiting regulatory CD4 T cells (CD25highCD127low), which

is in reverse correlation with the relation Th1/Th2.

The adequate threatment of focal infection of dental origin which leads to a decrease of the
immune activation is a good prevantive measure against the development of chronic systemic
distubances. The local activity in the area of the threated active fields of disturbance of dental
origin in healthy patients has shown an increased reactivity during the control tests in 51,5%.
The general reactivity of the organism in the same patints established by the levels of the
cellular and humural immune responce has shown thou a significant difference before and
after threatment.
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SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

e Cekova-Yaneva MP, A Kisselova, K Decev. Sistematic immune response before and
after treatment in patients with proven focal infection of dental origin. Problem of
dental medicine, vol. XXXV/2009 — part Il, p. 42-51.

e Cekova-Yaneva MP, A Kisselova. Connection between alopecia areata and fields of
disturbancesof dental origin— case report, Problem of dental medicine, in press.

e Cekova-Yaneva MP. Effect of treating apical periodontitis on serum IL-4, I1L-10 and
Th1/Th2 cytokine profile, Problem of dental medicine, in press.

Cekova-Yaneva MP. Serum T — regulatory cells (CD25"CD127 ') in chronic oral
disease. Problem of dental medicine, in press.

eCekova MP, A Kisselova. The Role Of Inflammatory Mediators In The Pathogenesis
Of Dental Inflamatory Processes — A Review Of The Literature, 20 Annual
Assembly of IMAB, Varna, Bulgaria, 6-9 may, 2010, p.28

eCekova MP et al. Treatment Of Patients With Focal Oral Infection Correlates With
High Peripheral Blood Levels Of 1I-10, IL-4, IL-2 And CD25hiCD127low T
regulatory cells, 20 Annual Assembly of IMAB, Varna, Bulgaria, 6-9 may, 2010,
p.28

Contract Nr.18-D/2009 Evaluation of local etiological factors (allergy to dental
materials candida infection, changes in saliva and taste changes) in developing
Burning mouth syndrome (BMS)

LEADING SCIENTIST: Radost Velikova Velikova

RESEARCH TEAM: Prof. Angelina llieva Kisselova-Yaneva, Dsc, Faculty of Dental
Medicine, G. Sofiiski 1 St., 1431 Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Dept. of Oral Diagnosis and Imaging,
Faculty of Dental Medicine

RESULTS:

Burning mouth syndrome (BMS) is characterized by a burning mucosal pain
without visible signs of mucosal pathology. Many causative factors: local, systemic or
psychogenic have been proposed The aim of this study is to assess the local factors that
influence burning mouth sensations. A total of 116 patients (90 females and 26 males) were
sent to the Dept. of Oral Diagnostic of the Faculty of Dental medicine for consultation
regarding oral discomfort (dry mouth sensation, burning mouth and taste disorders). The
patients were divided into three groups BMS, OB, controls. Each patient was interviewed and
made history intraoral examination. Patients were tested for allergy to dental materials and
electric current was measured. Paraclinical methods included microbiological examination of
saliva and throat swabs. Stimulated saliva was investigated by test Saliva check buffer for
amount, pH and buffering capacity. Patch tests were made to test allergy showed that 56.3%
of the BMS group showed an allergy to at least one of allergens tested in patients in group OB
68.8%, while the control group 41, 4% showed positive results. Our results show
microbiological examination in 16.8% of patients with BMS is detected Candida infection.
The results of saliva tests showed that the group of patients with BMS is harakerizira normal
salivation in 40, 7% of cases, the group OB 71,4% a in controls in 57, 1% of the patients. Only
14.1% of BMS patients had increased levels of corrosion potential. The study shows that in
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Burning mouth syndrome can not be ruled out involvement of local factors. Careful and
thorough clinical and laboratory tests are necessary for diagnosing BMS
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

Velikova,R, A Kiselova. Burning mouth syndrome (BMS) Etiology. Pathogenesis.
Classification - Part One. S., Problems of Dentistry, 2009.p.55-57

Velikova R, A Kiselova. Burning mouth syndrome (BMS) Clinical features. Diagnosis.
Treatment - Part Two. S., Problems of Dentistry, 2010 (in press).

Velikova R, A Kisselova. Evaluation of local etiological factors (candida-infection,
hyposalivation, allergy to dental materials, electrical currents) in developing Burning
mouth syndrome. 20 Annual Assembly of IMAB, Varna, 6-9 may 2010

Velikova R, A Kisselova, T Hristova. The usefulness of Hamilton anxiety and
depression scale (HAM) in assessing anxiety and depression in patients with Burning
mouth syndrome. Varna, 20 Annual Assembly of IMAB, 6-9 may 2010

Velikova R, M Cekova, A Kisselova. Burning Mouth Syndrome — (BMS). etiology and
pathogenesis. Clinical features. Diagnosis, management. — Varna, 19 Annual Assembly
of IMAB, 7-10 may 2009
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COMPETITION

»STIMULATION OF SCIENTIFIC RESEARCH IN AREAS OF
EXCELLENCE ACHIVEMENT 2008”

»STIMULATION OF SCIENTIFIC RESEARCH IN AREAS OF
EXCELLENCE ACHIVEMENT 2009”
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MEDICO-BIOLOGICAL AREA

Contract Nr.2-S/2008 Effect of isolated from herbals specific caspase inhibitors

on signal transductions pathways of model cell systems
LEADING SCIENTIST: Prof. Vanio Ivanov Mitev, MD, PhD, DSc
RESEARCH TEAM:

e  Assist. Prof. Albena Todorova, PhD
Assist. Prof. Silvia Georgieva Kalenderova
Ekaterina Marinova Nikolova, PhD, researcher
Antonia Rumenova Isaeva, PhD, researcher
Bistra Rosenova Benkova, PhD, researcher
Tihomir Todorov, PhD student
Diana Atanassova Papazova, student

. Ruska Petrova Shushkalieva, student
ORGANIZATION UNIT: Dep. Medical Chemistry and Biochemistry
RESULTS (abstract):

Water-alcoholic extracts of certain herbs with Bulgarian origin-Tribulus terrestris

(TT) Cotinus coggygria, Tanacetum vulgare, Geranium sanguineum (KZ), Cichorium intybus
were tested for inhibitor activity against caspase 3. It was found that extract from Geranium
sanguineum strongly inhibits enzyme activity. A similar effect was observed for the extract of
Tribulus terrestris, but less pronounced. Both extracts were subjected to chromatography to
isolate the active inhibitors. From extract of TT was isolated the one inhibitor and from KZ
have been identified two substances having inhibitor activity. These substances were tested for
inhibitory activity against a set of 10 caspases. The data obtained show that the inhibitor from
the TT inhibits virtually all caspases tested in approximately the same level. The inhibitors
from KZ showed high specificity against caspase 3 and 7(executive caspases), with three
orders of magnitude lower activity towards activation caspase (8 and 9) and practically do not
inhibit caspase 1 and 5, which are involved in the regulation of inflammatory processes. The
obtained kinetic data showed that inhibitors are of so-called slow-binding type of inhibitors.
These initial data give us reason to believe that they are alosteric inhibitors that does not bind
to the enzyme active center, but with another portion of the enzyme molecule and thus distorts
the active conformation of the enzyme. Investigations to establish the chemical nature of
inhibitors were carried out by mass spectrometry. At this stage it was found that isolated
inhibitors are polyphenolic substances (kaempferol and dihydroquercetin (taxofolin)) having a
glycoside part in its molecule. Binding of inhibitors from KZ with caspase 3 was investigated
by bio-computing. The results confirming the alleged alosteric model of inhibition. TT extract
was tested on model cell lines. Results showed that the extract has low toxicity to normal cells
and activates apoptosis in tumour lines. On the basis of the isolated substances can be
developed new products for the treatment of socially significant diseases, that are associated
with abnormal course of apoptosis.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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. Benkova B, Lozanov V, Ivanov IP, Mitev V. Evaluation of recombinant caspase
specificity by competitive substrates(2009),Analytical Biochemistry 394 (1), pp.
68-74

e B Benkova, V Lozanov, IP Ivanov, C Naydenov, VV Mitev. Non conventional
HPLC approach for caspase-3 assay by 2-aminoacridone labeled peptide substrate,
Anal. Bioanal. Chemistry (submitted)

e B Benkova, V Lozanov, IP Ivanov, L Kasabova, D Svinarov, V Mitev. Isolation of
new potential caspase-3 inhibitor from medicinal plant -Geranium sanguineum,
(poster) 4th Summer Course on Mass Spectrometry in Biotechnology and
Medicine, (July, 2009) Dubrovnic, Croatia.

Contract Nr.1-S/2008 Molecular-genetic studies on the antimicrobial
resistance: mechanisms and spread of medically significant bacteria in the last
five years in Bulgaria
LEADING SCIENTIST: Prof. lvan Gergov Mitov, MD, PhD, DSc
RESEARCH TEAM:

e Assoc. Prof. Lena Petrova Sechanova, MD, PhD
Assoc. Prof. Lyudmila Boyanova Georgieva, MD, PhD
Assist. Prof. Rayna Tsvetanoava Gergova, MD, PhD
Assist. Prof. Rumyana Donkova Markovska
Assist. Prof. Tanya Vasileva Strateva, MD, PhD

e  Dafinka Atanassova Momcheva, student
ORGANIZATION UNIT: Medical Faculty, Dept. of Medical Microbiology
RESULTS (abstract):

A survey was made of the distribution and main mechanisms of resistance in
problematic strains Streptococcus pneumoniae, Escherichia coli, Klebsiella pneumoniae,
Pseudomonas aeruginosa, Helicobacter pylori and Moraxella catarrhalis, causative agents of
severe local and systemic infections in the community and hospitals in Bulgaria in the past 5
years (2004-2009), collected by UHs and laboratories of the MU - Sofia, Plovdiv, Varna and
Pleven. Microbiological analysis of MIC values and determining the profile of resistance in
443 strains of S. pneumoniae tested over the period 2006-2009 showed that penicillin,
ampicillin or amoxicillin are still first choice etiotropic agents for pneumococcal infections
other than meningitis, while in pneumococcal meningitis these are third-generation
cephalosporins - cefotaxime / ceftriaxone. In 170 strains by using PCR, it has been shown that
the predominant cause of resistance is the presence of ermB gene (62.4%, MLS-type
resistance to macrolides, incl. Clindamycin). Mef E gene was detected in 32.4% - M-type
resistance only to macrolides. Nine strains (5.3%) showed presence of both genes. Efflux
mechanism of macrolide resistance, which prevailed in the country until 2005, yielded to
broadly currently MLSg-phenotype and genotype, defined by ermB gene and modification of
the target. The change is due to the prevalence of three current MLS type clones, multidrug
resistant, pertaining to serotype 19A, 19F and 6B. Studies of 146 invasive and respiratory
strains S. pneumoniae isolated during the period 1998 - 2009 from children aged 1 month to
14 years (77% under 5 years) showed 24 serotypes / serogroups. The most common serotypes
in Bulgaria are included in the formulation of conjugated pneumococcal vaccines (PCV). The
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results showed that the pneumococcal vaccine serotypes included in 7 - and 10-and 13-valent
conjugate vaccines, respectively, caused 54.1%, 66.4% and 83% of pneumococcal infections
among 146 children studied. The inclusion of 10 - or 13 valent PCV in the national
immunization calendar, except a sharp drop in incidence, would lead to limiting the spread of
antibiotic resistant strains and molecular genetic clones in Bulgaria. Typing of erythromycin-
resistant strains with PFGE showed that in ermB gene dominated the following clones: 19A,
19F and 6B of the same serotype, antibiotic-resistant type and PFGE fingerprints. In strains
with mefE gene prevailed PFGE clones of serotype 14 and 6A. For penicillin-resistant strains
of PFGE, two clones of serotype 23F and 9V of S. pneumoniae were predominant. Serotypes
of these basic macrolides- and penicillin-resistant clones are incorporated in PCV. Primary H.
pylori resistance was within the range of the European data, slightly higher to amoxicillin and
tetracycline and lower to metronidazole in children. The point mutation associated with H.
pylori resistance to clarithromycin A2143G was three-times more common than A2142G. The
frequencies of the resistance to clarithromycin and metronidazole in treated patients were high
(>44%). Uncommon multiple (triple and quadruple) antibacterial resistance in H. pylori was
detected in 3.9% of all strains. A rapid increase in the prevalence of beta-lactamase producing
M. catarrhalis has been detected during the last years. 115 strains M. catarrhalis, isolated from
inpatients and healthy individuals were investigated by MICs to 17 antimicrobial agents of
different classes. High resistance rate to Penicillin G, aminopenicillins and first generation
cephalosporins — (98.26%) was found. All M. catarrhalis strains were susceptible to
aminopenicillin/inhibitor combinations, Ceftazidime, Ceftibuten, Ciprofloxacin and
Gentamicin. The susceptibility rates to Azithromycin, Clarithromycin, Tetracyclin and
Thrimethoprim/Sulfomethoxazole were reduced in range of 6-9%. Allele PCR experiments
revealed in 113 nitrocefin disk assay positive M. catarrhalis the presence of genes, coding
BRO1 or BRO2 beta-lactamases. The overall prevalence of the BRO-1 and BRO-2 enzymes
was estimated to be 92,92 % and 7,07% respectively. The presence of brol gene is
corresponded to MICs of Penicillin significantly higher than MICs of isolates with bro2 and
brol is prevalent in illness, too. K. pneumoniae produced mainly CTX-M-3 ESBL (pl 8.6) and
E. coli mainly CTX-M-15 (pl 8.8). The strains E. coli belonged to one clone A in 56% /2006-
2009/. K. pneumoniae strains belonged to three main clones/2009/.

312 clinically important strains of P. aeruginosa (including problematic nosocomial and
strains from sputa of cystic fibrosis (CF) patients) isolated from 8 UHs in Bulgaria during
2002-2009 were studied for antimicrobial susceptibilities (AS) to 17 antimicrobial agents
(according CLSI-2007) and frequency of resistance mechanisms. The nosocomial strains
(n=210) were resistant to one or more of the antipseudomonal groups of antibiotics, the half of
them were multidrug-resistant. The strains isolated during 20062008 were significantly more
resistant than those obtained from 2002 to 2005 to the following antimicrobials: ceftazidime,
4™ generation cephalosporins, aztreonam, carbapenems and amikacin. The predominant
portion (66.7%) of strains from sputa of CF patients (n=102) were susceptible to all tested
antibiotics. Structural genes encoding class A and class D B-lactamases showed the following
frequencies: bla\/EB.1— 331%, blapsg.l— 225%, blapER.1— 0%, blaOXA.gmum— 413%, and bIaOXA.
groupt — 8.8%. The carbapenem resistance was not related to enzyme hydrolysis by class B
metallo-B-lactamases and was likely resulted from OprD deficiency and/or active efflux. The
molecular-genetic research detected a predominant participation of enzyme mechanisms of -
lactam resistance among the studied strains of P. aeruginosa (67% of B-lactamase producers
vs. 33% of PB-lactamase non-producers). The strains producing B-lactamases were cross-
resistant to aminoglycosides and ciprofloxacin. In conclusion, it was established a variety of
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resistance mechanisms, in different combination, to the most important antipseudomonal
classes of antimicrobial agents: -lactams, aminoglycosides and fluoroguinolones.
SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:

Sechanova L, A Alexandrova, | Haydushka, M Sredkova, K Bojkova, | Mitov.
Expected impact of Streptococcus pneumoniae conjugated vaccine for prevention
of pneumococcal infections among children in Bulgaria. Practical Pediatrics.
2009,3: 3-6.

Boyanova L, Markovska R, Yordanov D, Marina M, Ivanova K, Panayotov S,
Gergova G, Mitov I. High prevalence of virulent Helicobacter pylori strains in
symptomatic Bulgarian patients. Diagn Microbiol Infect Dis. 2009; 64 (4): 374-
380.

Boyanova L. Prevalence of multidrug-resistant Helicobacter pylori in Bulgaria. J.
Med. Microbiol. 2009; 58 (Pt 7): 930-935.

| Mitov, T Strateva, B Markova. Prevalence of virulence genes among Bulgarian
nosocomial and cystic fibrosis isolates of Pseudomonas aeruginosa. Braz. J.
Microbiol. 2010; 41: in press.

T Strateva, G Petrova, P Perenovska, | Mitov. Bulgarian cystic fibrosis
Pseudomonas aeruginosa isolates: Antimicrobial susceptibility and neuraminidase-
encoding gene distribution. J. Med. Microbiol. 2009; 58 (5): 690-692.

Strateva T, | Mitov, D Petrova, P Perenovska. Antimicrobial susceptibility of
Pseudomonas aeruginosa respiratory isolates from patients with cystic fibrosis.
Science Pulmonology. 2009, |, 31-34

Strateva T, G Petrova, | Abrashev, R Eneva, S Engibarov, B Markova, | Mitov.
Respiratory Pseudomonas aeruginosa isolates from patients with cystic fibrosis:
antimicrobial susceptibility and prognostic significance of neuraminidase produced
in the evolution of pulmonary infections. VII National Congress of Clinical
Microbiology and Infektions of the Bulgarian Association of Microbiologists with
International Participation. Interhotel Veliko Tarnovo, 8-10 May 2009: p. 26.
Strateva T, G Petrova, P Perenovska, | Abrashev, | Mitov. Studies on antimicrobial
susceptibility and neuraminidase production of Pseudomonas aeruginosa clinical
isolates from patients with cystic fibrosis. X Jubilee National Conference for GPs
and paediatricians with international participation. Sunny Beach, 22 - May 24,
2009: p.

Contract Nr.3-S/2009 Metabolism of exogenous induced homocysteine in rats.

A model studies

LEADING SCIENTIST: Prof. Vanio Ivanov Mitev, MD, PhD, DSc
RESEARCH TEAM:

Silviya Rumenova Ruseva, PhD student, Dep. Medical Chemistry and
Biochemistry

Assist. Prof. Silvia Georgieva Kalenderova, Prof., Dep. Medical Chemistry and
Biochemistry

Ekaterina Marinova Nikolova, PhD, Dep. Medical Chemistry and Biochemistry
Antonia Rumenova Isaeva, PhD, Dep. Medical Chemistry and Biochemistry
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Petya Pavlova Markova, Dep. Of Phisiology
Deyan Miroslavov Popov, student
Orlin Orlinov Pavlov, student
. Krasimira Orlinova Atanasova, student
ORGANIZATION UNIT: Faculty of Medicine, Dep. Medical Chemistry and Biochemistry
RESULTS (abstract):

Homocysteine (Hcy) is a sulfur containing amino acid with important physiological
functions and high biological significance. Elevated plasma homocysteine concentration is
regarded as an independent risk indicator for cardiovascular events and is associated with
various diseases including renal dysfunction and neuronal diseases. There are no
investigations about the possibility of a relationship between elevated levels of Hcy and its
intake from dietary sources. The aim in this study is to investigate metabolism of exogenous
Hcy in rats’ plasma by mass spectrometry using stable isotope labeling. Experiments were
performed in four groups consisted of 7 animals each. The animals included in first (WR) and
third group (SHR) received drinking water, whereas rats in second (WR+Hcy) and four group
(SHR+Hcy) received stable isotope labeled homocysteine (Hcy d4) 3.47 mg/day, dissolved in
drinking water in the course of 5 day. The plasma and urine were analyzed for homocysteine,
cysteine, methionine, glutathione, SAH, SAM and their stable isotopes. All analysis were
carried out on LTQ Orbitrap® Discovery equipped with Surveyor® HPLC system and
lonMax® electrospray ionization module (ThetmoScientific Co, USA). The analyses show that
exogenous Hcy is metabolized in rats. Obtained data shows that it metabolized by both
transmethylation cycle and transsulfonation cycle, because we detected metabolites of
exogenous homocysteine — isotope llabeled cysteine and methionine. Concentration of plasma
content of isotope labeled homocysteine was quantified. There is evidence that isotope loaded
cysteine is metabolized to glutathione and probably it is involved in protein synthesis. The
results of our study show that exogenous homocysteine is metabolized in the same way as
endogenous homocysteine. Thus, consuming food and beverages with high content of
homocysteine would lead to influence in health status in patients with metabolic or genetic
damage of the homocysteine metabolism.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e S Ruseva, A Vasileva, D Popov, H Angelov. Investigation of metabolism of
exogenous homocysteine in rat’s plasma, (poster), X Internetional Congres of
Medical Sciences, Sofia 2011
. D Popov, S Ognianova, Ch Angelov, B lliev, S Ruseva, A Vasileva. Renal
excretion of homocysteine after homocysteine loading in spontaneously
hypertensive rats (oral presentation) X Internetional Congres of Medical Sciences,
Sofia, 2011
. PyceBa C, BacuneBa A, JlozanoB B, MuteB B. Mac crnekTpocKOIncku MeTox 3a
H3CJICOBAHEC Ha MeTa0OIUTUTE Ha XOMOIIMCTEHH B IIa3Ma U ypHHA OT IUIBXOBEC,
(J'[eKLH/IH), X HaIlMOHAJTHA KOH(bepeHLII/IH 0 XUMHS 32 CTYACHTH M NOKTOpPaHTH,
Codust, maii 2011
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HMHJAEKC HA UMEHATA
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Anb6ena Tonopoa
Aunexcanjipa CamioBa AJIeKCaHAPOBA...
Anexcanipuna MBanosa Brnaxosa

...101, 118
...52, 94, 140

Anexcauasp I'eoprues CtoiiHes ..
Anexcarnsp Huxonaes Jloranos..
Anexcauasp Xyro Ockap ...
Anexceii CiiaBkos CaBoB.

Amnrena 3apaskosa ['ycniicka .
Anrenuna Mnuesa Kucernosa..
Annion Jlumutpos Ounyes
Anppeii Bennucnasos Kupos....
Anenus Xpucrosa byesa
Awnenus Lonosa KpaueBa-benesa ...

AnToaHeTa AHTOHOBAa AHTOHOBA
AnTtoaneta MBaHoBa JlumutpoBa-Kapamduiosa..

Anroanera Murtesa MirbukoBa
Anronus lnmutposa Ilerposa -
.. 199

Anronns {nmutposa Cepbesosa . .
.43, 44,92, 93, 109, 111, 276, 280

Antonust Pymenosa Hcaesa ...

Acen Paues I'ynes....
Acen XpuctoB Koemxukos ....
Acst Vopnanosa Acerosa
Acs Credanosa ['maauniosa....
Aranac Credanos Honkos
Aranacka BenanukoBa Mutkosa....

141, 177
...61, 66, 102
...92, 111, 204, 276
162, 166

Artanacka Ilerposa Enenkoga....

bunsana 'eopruesa I'eopruesa...
Buctpa Pocenosa benxosa .
bnara Bopucosa Pykosa

Borzxan Hopranos Muazenos ... 144
Boromua IMerkosa Uepkesnosa . 118
Boxxana MBanosa Haiinenosa-CroeBa . . 256
boxunap Kpscres Kpberes .173, 260

Boiika Kupunosa Mapkosa
boituo Bacunes Jlangxos
Bopucnasa MunueBa Tanesa.. .
Bopsita M1BaHOBa HUKOTOBA-MUITAZEHOBA  ......cevviiiiiiiiieiieiieiist sttt 81, 129
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BanenTtun lBanoB Bacuies ... . 143
... 199
.. 132
Banepus Xpucrosa Xaukuiicka... ... 175
Banso Mutes ...43,44, 45,59, 61, 66, 68, 69, 92, 93, 100, 102, 106, 108, 109, 111, 112, 117, 276, 280
BAHS CITABOBA ...ttt ettt ettt b ettt h et h e e bt bt bt e et etk bt e n et b e nes

Banenrtuna Bosinosa Iletkosa ...

Banepu Emunos liserancku

Bacui Benuucnasos Bacuiies...
Bacun I'eoprues ITananyen
Bacui I'eoprues XamKkuaexos ..
Bacun /luanos Bacunes
Bacun [lonues [loHuen
Bacun Ilerpo Kamunnos
Bacuu I[Tnamenos JKeHkoB..
Benuuxa Teonocuesa [locea
Benepa [lanraneesa Hukomosa ....

Benera Cawosa YamoBa-boxuHoBa....
Benuecnas Acenos bycapcku

Benuecnas PymeHos AtaHacos ...
Bepa Unuepa JlamsiHoBa
Becena buceposa Buuesa
Becena bopucosa Huxonosa ..

Becena Backosa PaiikoBa ....124, 180

Becena Backopa Y3yHnoBa-Paiikosa..
Becena MBanoBa banabaHosa...........
Becena MBanosa banabanosa-bosymika .
Becenun Becenunos IleTkoB
Becenuna Kupunosa Byunnonosa....
Bukrop Emanyunos Jlones
Buxkropus ITnamerosa BrpbaHosa ...
Buonuna Tpudonosa CrosiHoBa
Buxpa Kpymosa Munanosa
Brnagumup Atanacos OBuYapos..
Bnagumup Bacunes Bacunes ...
Brnagumup Wnues [Ixam6a3o0B...
Bsipa Banentunosa Kupkoga..
T'a6puena ITerposa XKexosa
T'anuna MunboBa ['eprosa
T'anuna Cramosa Yanesa....

... 12,74,78,123
... 193
.. 109

I"ans Mapuea CtaHea
I'enuo Kpncrep Haues

I'eopru I'eoprues Kupuios ....

I'eopru Jlumutpos IlonoBekun....
T'eopru Credanos JlroToB 71,119

.76, 79, 81, 82, 86, 88, 128, 129, 132

I'eopru IlBeTanoB MomekoB...
I'epacum MumueB KuraHos ...

JIaMSH HUKOTTOB JIAMSTHOB. .....uuvtiiitiiitiieiiit ettt ettt ettt ettt e e e et b e e bt e e e b e e e bb e e et e e e bbeenbneeaas
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Janaun Bopucos Iletpos ... ... 138
... 12,774,123, 147,180

Januen Banentnuos HMopaaHos ...
Jannena JIlro6enosa Jynnaposa

Jlanunena Mapunosa IlexiuBaHoBa...
Jlanuena MupueBa ABmKHEBa
Jlanuena MupueBa ABmxueBa- T3aBenna...
Jlanuena Mupuesa ABjukueBa-TuaBemia ...
Jlanuena MupueBa ABmxueBa-T3aBeia....
Januena Hukonosa banramkuesa....
Januena Cronukosa [letposa
Japsun Cnapyes [BaHoB
Japuna BecennnoBa Koncrantunosa .
Jlapuna KoncrantuHoBa
Jadunka Aranacoa Momuesa ...
JensiH BecennuoB Matees
Jenucnas KocboB Emunon
Jenunua Mupocnasosa Tomy3osa .
Jlenka Xpucrosa CrostHOBa
Jlecucnasa AnexcanapoBa AJIEKCaHIPOBA ...
Jecucnasa Banentunosa Hemesa....
Jecucnasa 'eopruesa Ilenkosa
JecucnaBa EMunoBa MunaHoga...
Jeyo Tonopos Yakbpos.....
JestH Mupocnasos [lomnos.. .116, 281
Junana Aranacosa [lamasosa ..
Jlnana Atanacosa [lamazoBa
Juana Ilerposa Ilomosa
Juana Xpuctosa Ilerkosa..
Jlunsn Banentunos depauHaH10B

Jumurtpuna XXuskosa XKenesa — Jlumutposa...
Jlumurpuna XKuskosa XKenesa-/lumurposa...
Jumurpuna Kupunosa lumutposa
Jumutsp I'eoprues IleTkos ...
Jumutsp Tonopos Hopues ...
Jumutsp Togopos Crpammmupos ...
Jlumutbp XUHKOB AjlaMaHOB .
Junko CrosiHOB 3axapuen
Jlo6puana I'eopruesa ITanosa
Jlo6punka Kupunosa MBanosa
Jlopa I'eopruesa Anrennuena
Jlopera BanentunoBa Banrenosa.
Jpara lBanoBa ToxueBa
Exarepuna Kpncresa Koxyxaposa ..
Exarepuna Mapunosa Hukonosa.
Enena Bukenrtnesa Enedreposa...
Enena TOAOPOBA KHHOBA ......c.ociiiiiiiiiiiiii i
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Enenxo IletxoB Ilonos....
Enusa UBanosa Tiodexunesa....
Enuna Pamxosa 'epoBa

Enuna Yaenaposa beuesa...
Esxa Bopucnasosa Hopnanosa-TTonoga.
Enka HukomnaeBa Panesa
Emanyni Crpaxuios HaiiieHos. ..
Emun BrnaiikoB Bogennuapos
Emun I'eoprues CumeoHoB
Emun Kocragunos Boiaues
Emunus Iomosa Kaposa
XKanuna Cramosa ITaBnosa
JKacmuna BanentunoBa MupoHosa..
JKuska [{ouesa Kaparso3osa
3npaeka [lenueBa Aba/uKuesa..
3npaBko AcenoB KameHos
3natuna Kpacumuposa KokanoBa-Hexsiinkona .
3opa Hopnanosa Ceopruesa...
3opka HaueBa Pammena
3opHuua BanentuHoBa MiasieHoBa..
3opuuua ["anuea Kamenapcka
30s Anrenosa CnacoBa
HWBa Credanosa Xpucrosa .
MBa Xpucrosa Croesa........
Wgaitno Jlronmunos TepHeB
WBan I'eoprues Iloxapnues...
MBan I'epros Muros
MBan P'lopuaﬂoa YarbKoB...
MBan KoncrantuHoB Yakaiuos...
MBan Huxonos Tep3ues
MBanka Hcranmanosa /lumoBa
MBanka Hcranusnosa Jlumosa
HBanka KocroBa Cram6oioBa...
WBanka IletkoBa Cunurepcka ...
Wsennna Munyesa Youesa ....
HBo Mapunos KpemeHcku .
HBo CamkoB AceHoB
HBo Xpucros MBanos
Wnunana AxartonneBa AJeKCaHIpOBa ...
Wnuana Wiuesa Moukosa
Wnuna Hukomnaesa Kpberesa..
Wnus lumutpos Llekos...
Wims Manonos Unwues ...
Wnus 1BetanoB Bartes
Wnusin Ieoprues baxuemxues...
Hpena JIUMATPOBA KOCTAZMHOBA .....c.veuiiiiiiiitiitiiieieiieiese sttt
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Hpena Memonam bpaguxosa .

HWpuna Liperanosa Credpanosa ..
Wpunn Artanac JloiunHosa ....
Vckpa AHTOHOBa AHTOHOBA....
Moanna Asnexcanposa Matpo3osa..
Mogxka Jlio6erosa CrimpuaoHoBa
Kaynnn Kupuios Hlusikos...
Kanuuka Konpusaposa
Kannnka Jlasaposa Ilenkoa
Kawmen I'eoprues Kounnkos
Kamen Hukonaes L{aueB
Kaponuna [lomiesa Jlro6omuposa.
Katepuna Unonosa Crambosnuesa..
Katsa Huxonaesa Tonoposa ....
Kars Huxonosa Tomoposa
Koneuxa Becennnosa Illonosa
Koncrantun Hukonos Pammies ....
Kpacumup 1{BeTkoB MHUHKHH ....
Kpacumupa I'enosa
Kpacumupa OpnunoBa ATaHacosa ...
Kpacumupa Cumeonosa Slkumosa....
Kpucruna Xpucrona Ilonosa ....

Kpym Kpymos Xpucros... .

Kynka Hukonosa KameHaposa .. .. 39
Kynuo Benes Kyhes..... ....156, 170
Jlena IletpoBa CeuaHoBa.... .78, 124, 277
JInmus Anexcanziposa Buranosa.. 41,91
Jlunus JlakoBcka .. 142

JIbuesap Jlunuos Tpaiikos .
JIvuesap Kones Cypues
Jlio6ena I'eoprieBa AHIOHOBA ..
Jlio6ka IlaBnosa TanueBa
Jlo6omup AceHoB JlypMHuIes...
JIro6omup Jlumutpos Paes
Jlronmuna bopuc Actacuan
70,72, 74,78, 123, 278
68, 69, 112

Jlronvmuna Bosnosa I'eopruesa ..

Jlronmuna Broagumuposa Matesa .
Marjanena Manosa Jlecepa

Marpanena Crnacoa Konpea-bypnuna ....
Mannen Hecreposa

Maiiga Muxaiinosa MurtoBa-Tuxoiosa..
Maiiga Muxaiinosa TuxomoBa-MwuroBsa..
Maiist IsnkoBa Mapkopa
Manuna Kupunosa CranueBa-lBaHoBa .
Manunaa MutkoBa bankoBa -
Mapraputa PagocnaBoBa PalfueBa..........cccviiiiiiiiiiiiiiii
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Maprapura Xpucrosa Kapausanosa
Mapuana I'enosa Ierposa
Mapuana Iletposa I'enoBa
Mapuana Ilerposa LlexoBa-fuesa....
Mapuera Jlumutpona benuesa ..

....185, 271

.. 187

Mapus bopucosa lBanoBa ..
.. 194

Mapus I'eopruesa Hukososa .... .

Mapus HMBanosa Jlumutposa ... 193
Mapus VBanosa Ilerposa... ... 159
Mapus Konesa Tonoposa... ... 140
Mapus Kocrapunosa SHeBa . 177

Mapus Kocragunosa Suesa-Kemeposa..

Mapus Kpacumuposa LiBetkosa
Mapus Jlozanosa Bbiuesa-Tpaiikosa ...
Mapus Ilerposa Tonoposa
Mapus CrosinoBa Jlenuesa-I"aposa ..
Mapus Xpucrosa XpHcTopa
Mapus Xpucrosa XpucToBa...
Mapra banesa
Mapra Ilerposa banesa
Maprun Hukonaes Mapkos....
Mas Bragosa I'ere60Ba
Mas I'puropuesna Jlsnus ..
Mas KnueBa ........cccoeeneee
Mas Ilerposa Kasnakosa
Mas Pamesa Pamkosa
Muna Bacunepa Bnackoscka
Munen Benuucnasos JIumuTpos..
Munen Koncrantunos IIpenoscku -

.. 195

Munena I'eopruesa SlnueBa—Croiiuesa .. .
....152, 168

Munena Jlnmurposa Ilenepa

Munena Kpacumuposa Hukososa ...
Munka Acnapyxosa Hamap ...
Munko Jumutpos Munes
Munko Munes
Muna MBaHoBa AHresnosa ..
Mupenna XpuctoBa Panremnosa....
Mupocnasa I'eopruesa Bapanunosa ...
Murtka KoncrantunoBa Muuesa
Mowmunn AuroHos Hukoios...
Hanka MBanosa bosikuesa ...
Hans Iletposa Haiinenosa
Haranus Xpucrosa I'pbHuaposa ..
Hesena KocroBa IlaueBa—Xpucrtosa ...
Hegena fInkoa YakbpoBa
HE I TIETPOBA ...t s
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Hemu CrostnoBa KopcyH.....
Hukonait Anekcanupos CTolHeB .
Hukonait I'eoprues Bacunes ..
Huxkomnait lamsinoB [lanyes ...
Hukonait 3natko KbiBauen
Huxomait Koncrantuaos L{aHkoB .
Hukonait Munenos Xpucros
Huxkomnait CBetocnaBos SueB
Huxkoumnait Creanos I'eHoB
Huna lumutposa Hlagupy ....
Huna Tonesa

Ornsn Bopucos I'eoprues ..
Orusn HBanos Kones
Ounra XXuanosa benuea ...
Opnua Opnusos [laBnos....
[TaBen TonueB Kpaescku
IManaiiornc Muxaun Kanynakuc ..
[TapackeB Tonopos Hensiikos...
Ilenxa Unuesa IlepeHoBcka
ITenyo Huxonos Konen
Ilenbo Muxaines I'eoprues .
INena Pamkosa bukosa-lMBanoBa..
ITerko Henxos Caiues.....
Ierpanka Kpymosa 31paseBa
Iersp Kpacumupos Hukoios ...
Iers Tnmutpona Tep3unsanosa-Tomoposa..
Ilers [lunkoBa ['enoBa
40, 41,91

Ilers Hukonosa Kynenosa . .
.52, 71, 94, 116, 119, 280

Iera IMaBnosa Mapkosa

Ilets Pymenosa XyGeHoBa .
Iemka Anrenosa Iemesa

ITnamen BacuneB AHTHMOB.....

Pajia Mapkosa Mapkosa
... 88
...39, 59, 60, 62, 96, 99, 100, 105, 108, 117, 156, 157, 170
64,102, 165, 166

Panka MiageHoBa Apruposa ....
Panika IerpoBa KpHeBa
Panxa Credpanoa TuHYeBa ....

Panocsera Benukopa Benukosa ...
Payocsera MBanosa Bacunesa
Panocnas I'eoprues bumokos
Panocnasa bosnosa Capbesa
Pagocnasa Bacunesa Brixaposa...
Pagoct Benukosa Benukosa...
Panoctuna Bnaesa Yepnesa...
Paitna MBanosa I'eopruesa
Paiina I{Beranosa I'eprosa
Panuiga CTeDAHOBA JKHBKOBA ........oviiiiiiiiiiri ittt
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Peruna XKax JIxepacu .....
Pene Jlumutposa Musesa-Ilornoga...
Pomana Brnanosa BeTkoBa..
Pocen Bacunes bopucos ...
Pocen Tonopos byroknues.
Pocuna Urop Yunesa
Pymen I'eoprues Jlumurpos...
Pymen IaBnos Huxonos
Pymsna JlonkoBa MapkoBcka....
Pymsna ViBanosa Jlonosa
Pymsna Jlro6omuposa CHMEOHOBA ...
Pymsna Liperanosa IlBeTkoBa ...
Pycka Ilerposa Illymkanuesa ...
Casuna [letpoBa Xa/pkuaekosa
Camxa I'eopruesa XKensizkoBa-I naBeesa....
Camka MBanosa Paiiuesa ...
Camrka Pymenosa Ilonosa ..
Caemina Tonoposa Hukososa
Caernana Atanacosa Benusaposa....

Caernana JlroGomupoBa XpHCTOBa... ....101, 118
Caernana Hukonosa Meropuesa ....205, 215
CsemmH Henkos LloneB .. 262

Cesna Muxaiinosa SInuesa.
Cesnanun CinaBos Haues ...
Cepadum Jumurpos Tabakos
Cusu JTro64oB I'eoprues
CunBus Acenosa Illonosa
Cunsus ['eopruesa Kanenneposa.
CwBus JKukoBa BrHjiesa ...
Cunsus Pymenosa Pycesa
Cnapuna Kupunosa Cypuesa ...
Cons Bbpbanosa Hukomnosa
Cons Kupunosa Meanosa
Codust Makcumona ["anuesa ..
Codust EBcratnesa ['eopruesa
Cnacka Onerosa I'eopruesa — XKocrosa.
Crninpo MuxaiinoB KonctantinHoB
Cramaruc Teonopoc Jlumutpuyc Xaazomyoc.
Cranncnas Xpucros Hopranos

Cranucnasa Bpatosanosa Hopnanosa ...
CranucnaBa Banosa JlumMutpoBa
Credan Augpees [loueB
Credan Jlumutpos Hukoros..
Credan CBeto3apos IleTpos ..
Credan I{BeTkoB Hunos
Credka METOAMEBA JIETIHMUTPEBA .....c.uvviriiiiieiieiisie sttt bbb e
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.104, 105
...121, 278

Crosiz Haiinenos buues ..

Tans Bacunesa Crparesa...
Tansa Kupunosa Kaguiicka

Tanst Hukonaesa Xpuctosa....
Tans Togoposa MapkoBcka ...
Tarsna MBanosa Bnaiikosa ....
Tarsna [TerpoBa UeppensikoBa
Teonopa Esrennesa I'opanosa
Teonopa Hukonaea AtaHacosa
Teonopa CBetocnaBoBa XaHmkneBa-IbpICHCKA ...
Teodun Aurenos Cenioe
Tuxomup Mnuituen /Iuxos.. 101, 118, 139

Tuxomup ITbpBanos Toxopos ... .61, 66, 152, 202

Tuxomup Tonopos ... 276
Tonop I'eoprues Kynaypxues... ... 191
Tognop LloHkoB Y3yHoB ... 189
Tonop YepHes ArtaHacos.... .. 160

Toma Bopucos Tomos
TomucnaB CumeonoB KocTsHeB ...

Tomuko 3nares Ilerpos
®anu ['eopruesa MaptuHosa....
Xpuctuna Jlazaposa ITonosa
Xpucro Ilnamenos Bepbanos
Ilanko JIwisHoB MOHIEIIKH .....
IBerenuna Autonosa MBaHoBa.
Yasnap Kpymos Cnasos
Iluma Mexpabuan
1Onus Credanosa Craiikosa ..
IOnus Crosinosa Mapresa-IlIpoescka..
1Opwu Ilenkos Hsromnos
SIBop Emunusinos XKenen
Sna Jumutposa Yekanaposa ....
Sauna 'eopruesa CnaBosa ...
Suxa Ilerkoa IIponanosa

401



