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Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
2.

CbabpkaHue

33821571 (53 5 1 (<N

OnensiBall ekui — ChcTaB Ha ChBeTa 10 MEAMIIMHCKA HAyKa KbM AKajeMHYHUS ChbBET HA MeTUIIMHCKH
YHUBEPCUTET — COPH. ..ot

CscraB mHa Komucusata mo ermka Ha Haywunute wm3cnenBanus (KEHUMYVYC) xem MeaummHckH
YHUBEPCUTET — COPH .. .neeiniitii i,

I. Koukypceu ,,I'pant’ 2006” u ,,I'pant’ 20077, .. ..o,

1. MeOuKo-OUONOCUYHA OOTIACTL. . ... oot

1.1. Jozcosop Ne 40/2006 2.: Biusaue Ha cenektuBHUAT nHXuOUTOp Ha CK2 —TBB BBPXY KIETHhUHHUS

OUKBJI ~ HAa  aBTOKPHMHHO  mpojudepupamin  HOPMAJIHH,  YOBEUIKH,  CMUACPMAaIHU
KEPATHHOIIHITH . . ¢ e eneeeeneneaeeeetetenenenenenenenenane

1.2. Jozoeop Ne 21/2007 e.: N3cnenBane Ha edekra Ha cnemmupuunns CDK-uaxubutop CYC202
BBPXY HPV16 E6 u E7-tpanchopmupanu YOBEILIKU
0T 712 1000174 1 SO

1.3. Jlocosop Ne 13/2007 e.: W3crmenBaHe Ha eKcIpecHsiTa, CyOKIIEThbUHATA JIOKAIHM3AIWs |
perynatopuu (QyHKiMu Ha Mankus [-OenTbk, Racl, B YOBCIIKM KEPAaTHUHOIUTH U
1310701 (570012 (S

1.4. Jlocosop Ne 54/2007 2.: U3cnenBane Ha pacTexHara poist Ha Mankara [ Tdaza Racl B woBemrku
KOMKHH (PUOPOOITIACTH. ...\ vvevsereerinreneinennannannns

1.5. Jocoeop Ne 19/2007 eo.: Wscnensane Ha ponsita Ha CK2 B perynanusra Ha TeHa 3a
170051001 474 40) 7 1 SO

1.6. Jozoeop Ne 15/2006 e.: llocromepaTBHa OONKa: EKCIIEPUMEHTAHA MOJENH W (hapmako-
TEPaneBTHYHN TOAXOH 32 HEHHOTO MOBIHSIBAHE. ........eeveeueereenennsn

1.7. Jlocosop Ne 35/2006 e.: Yuacthe Ha aHrMOTeH3MHOBHM AT; peuenTopu B peryjianusra Ha
OUpKaJUaHHUTE  PUTMH  HAa  OOJKOBMS  Tpar y  CIOHTAaHHO  XWIEPTEH3HBHU
TUTBXOBE. .« ettt et et e et ettt e e e et et et e et e e e eeeeeenen

1.8. Jlocoeop Ne 7/2007 2.: W3cnemBaHe ponsitTa Ha XPOHUYHO TPETHpPAHE ChC CeJIeKTHBHU AT2
pEeLEeNTOPHN  JMTaHAM  BBPXY  JICHOHOIIHHMS  PUTbM  Ha  OOINKOB  Tpar  IpH
10013 €0) =T

1.9. Jlocosop Ne 2/2007 e.: ExcrepuMeHTaJTHH MoOAETH H (HapMaKOJOTHYHO MOAYJIHMpaHEe Ha
HEBPONATUYHATA ATOIUHUS U XUMEPATTE3HA. .. .eveveneennnen..

1.10. Jocosop Ne 6/2007 2.: CtynoB crpec: edextn Ha kuotopdhus Bbpxy NoS u nadph-d nozurusan
HEBPOHU B MO3BK U HAIOBOPEK HA TTBX...ueeneeneeneennnn.

1.11. Jocoeop Ne 47/2007 e.: Yuactue Ha (hocaTuaMIMHO3UTON 3-KWHA3aTa B AKTUBUPAHUTE OT
ATUTeHHHAT peuenTop KacKaJiu B B-xierpunara JTMHUS

1.12. JJocosop Ne 8/2007 e.: XUCTOXMMUYHO U UMYHOXHUCTOXUMHYHO M3CJICJBAHE HA JICTCHEPATUBHUTE
NPOMEHH Ha MEXKAYIPEIUICHOBUTE JUCKOBE TPH YoBeK. Kopenmaruu Mexay Bb3MaJCHHE W
JETCHEPALHMS . .« veeeeeneneeneneaneneanenenann.

1.13. Jlocosop Ne 9/2006 e.: V3cnensane Ha Tupo3uH (ocdarasHaTa akTUBHOCT B Ramos B kieTku ¢
IN-GEL docdaTa3Hu TPOOH.......oouvueneiniieiiiieiniennene.

1.14. Jlocosop Ne 2/2006 e.: CKpHHUHT 32 MOJIEKYJTHU JIe(eKTH B TeH Nipal npu ObJITapCKu MalyueHTH ¢
HACIIE/ICTBEHA CITACTHYHA MAPATUIETHS. ... eeeeneeneeeeenenes

1.15. Jlocosop Ne 5/2007 e.: 1IsUIOCTHO TE€HOMHO CKaHHpPaHE 3a MHUKPOCTPYKTYPHU HeOallaHCHpaHU
XPOMO30MHHU abeparumn npu XEMUXHUIIEPIIIA3Us " Proteus
103710110700 P

1.16. Jozoeop Ne 27/2007 e.: Uscnenpane Biusauero Ha myTaiuu B BRCAL u BRCA2 renute BopXy
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pa3BUTHE HA paK HA IbpAATa M pak Ha ImpocraTara.......

1.17. Jloecosop Ne 29/2007 e.: Pons na myranuute B nogounHoBus reH (NPHS2) 3a maronorusta Ha
CTEPOUI-PE3UCTCHTHYSI HEPPOTHYCH CHHIPOM U 32 TOIMYJIAIMOHHUS PUCK OT MUKPOAJTIOYMUHYPHS
B bbarapust.................oei

1.18. Jlocosop Ne 17/2007 .. BbBexxmaHe Ha HOB METOJ 3a OTKpUMBaHE Ha TOJEMH
JISIeNUW/AYTUTHKAMKA B AUCTpouHOBUS TeH. [loAroToBka Ha OBATapCKU MALMEHTH C MYCKYJTHA
nuctpodus tam dromen/bekep 3a reHHa Tepard. . .......

1.19. Jlozosop Ne 40/2007 2.: OueHka Ha SIAYHUKOBUS pPECypc — aHAM3 Ha IUIOMJIHOCTTA W
CBhCTOSIHUETO Ha XPOMAaTHHA MPH OBOIIUTH, M30JHMPAHH OT ONEPATUBHO OTCTPAHCHA SWYHHKOBA

1.20. locosop Ne 28/2007 2.: U3cnenpane Ha pojisATa Ha MOJIUMOP(GHUTE BApHAHTH Ha METaOOTPOITHUS
riIyTamateH peuentop | 3a mpeapasmnonokeHne KbM adeKTHBHU Pa3cTpPOCTBa M HApKOTUYHU
BABUCHMOCTH . ..« e neeeneaaaneneanennn.

1.21. JJoecosop Ne 1/2006 o.: V3cnenBane Ha CHTHATHO-TPAHCAYKIIMOHHUTE MEXaHU3MH, MEIUHPAIIN
MHTOTCHHHS  e(peKT Ha  [pOJNakTWHa  npd  JuMpouaHaTta  KIEThbYHA  JIMHUS

1.22. Jlocoeop Ne 4/2006 e.: Mexaan3mu 3a nopnusiBane Ha MAII kuHa3HAaTa aKTHBHOCT B IBPBUYHH
KJIIETKH OT MJICUHA JKII€3a HA 38CK. .. ..euvnenenrnannnnnnnn

1.23. Hozcosop Ne 5/2006 e.: [lpoy4uBaHe BIUSHUETO HA Pa3IMYHH MPOTEUHKUHA3HU UHXUOUTOPH BBPXY
excnpecusita Ha MAP Kunazaurte ¢ocdarazu - MKP-1, 2 u 3 B aBTOHOMHO Tposudepupaniu
SMUACPMATHN KEPATHHOLUTH. . ..............

1.24. Jlocoeop Ne 7/2006 e.: ]lu3aiiH v CHHTE3 Ha XpPOMOT'CHHH U (DJIyOpOTreHHHU cyOcTpaTu Ha Oasa 2-

AMHHOAKPHIOH 3a HE KacrazHu POTENHA3U y4acTBallH B
ATTOTITOBAT . ... verventeneenesteseeseeueeseeseseesseseebeeseebentesteseebeeaeseebesbeebenteteneebesteasetenean

1.25. Jlocosop Ne 27/2006 e.: llpoy4uBaHe BIUSHUETO HA MEAHHS XEJNAaTOpP TETPATHOMOIMOAAT BHPXY
OKCHUJAaTUBHHUTC YBpECKOAaHUA nmpu CKCIICPUMCHTAJICH
b1 17221013 SN

1.26. [Jocosop Ne 57/2007 e.: IlpoyuBane neHCTBUETO Ha OCEATAMUBHP IPH EKCIIEPUMEHTIIEH MOAET Ha
TPUIHA BUPYCHA MHQEKIUS TUT A.............e.....

1.27. Jlocosop Ne 20/2007 e.: Uzsicusisane posisita Ha [Ipotenn Kunasza C p/ PKD1 B nporiechT Ha
nposindepanys Ha YOBEIIKH eNUAePMalIHI KEPAaTHHOLUTH

1.28. Hocosop Ne 39/2007 e.: Mukponenenuu Ha Y Xpomo3oMmara Ipu MIUONATHYHA a300CIEePMHUS U
ocTpa OJIUTOCTIEPMHUS — ITUJIOTHO W3CIIC/IBAHE upe3 JHK
182101012 1700 0): TP

1.29. Jlozoeop Ne 10/2007 e.: XuctoMOpQOIOTHYHM MPOMEHH B aopraTa Ha HOPMOTEH3UBHH H
CIIOHTAaHHO  XWIEPTEH3WBHH  IUTbXOBE  MpH  JHINOPYHIUH-WHAYNHpPaH  MOAEN  Ha

ATEPOCKIIEPO3A. « . eeerenenentntenennenenenereeneneenennenens

1.30. Jozoeop Ne 42/2007 o.: IlpoMeHH Ha LUTOCKENETa Ha CMUTETHUTE KIETKHM Ha CTOMAllHaTta
JIMTaBUIA B pe3ynTar Ha B3aMMO/ICHCTBHUETO c Helicobacter
PYIOT .o

1.31. Cnopa3zymenue Ne 1/2006 2. no Hozosop Ne 4/2004 e.: 3HadueHue HA B3aMMOJACWCTBUETO MEXKILY
OBOpeyHUTE HEPBU, CHIOTEIMHUTE U a30THUS OKCHJI B peryianusra Ha ObOpedyHara (QyHKIUS U
BapHallMUTE Ha apTEPUAIHOTO HaJSraHe M ChpJACYHATAa YECTOTa y CIOHTAHHO-XMIIEPTCH3MBHH

TITBXOBE. . ¢ ettt et ettt ettt e e et e e ettt e et et et e et

1.32. Hozosop Ne 1/2007 o.: HeBpomaTMuHa alOJWHUS M BB3MAJIMTEIHA XUIEPAITre3Ws: POy Ha
MTOJIOBUTE CTEPOUIHN XOPMOHHU (17B-estradiol u testosterone) 4§
3003 v PP

1.33. Horosop Ne 10/2006 r.: MonekyasipHO-TEHETUYHO TUIHMPaHEe Ha NPOAYLUPALIUTE
HIMPOKOCTIEKThbpHH OeTa-nakramazu (ESBL), npuunanTenn oT cemeiictBo Enterobacteriaceae Ha
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B3PHBOBE BBTPEOOTHUIHA nHpEKITn B MBAJI “Hapwura Hoanna” -

1.34. Jlocosop Ne 13/2006 o.: I'eHeTmuHHM Tpoy4yBaHHs BBPXY (DaKTOpUTE Ha BUPYJICHTHOCTTA B
kinanaan w3onatu Moraxella Catarrhalis.....................

1.35. Jlocosop Ne 23/2006 e.: TlpoyuBane Ha Helicobacter Pylori mndekmusra B Bbeiarapus upes
ompeleNsHE ~ Ha  IIaMoBaTa  aHTHOAaKTepUalHa  PE3UCTEHTHOCT W (akTopu  Ha
153710} 7A1 (515§ N2 (0] o LR

1.36. J{ocosop Ne 11/2006 e.: EnuaeMuoNOTHYHO MNpOy4YBaHE HA KIMHUYHO-3HAYMMH IAMOBE
K.pneumoniae u E.coli MPOIYIECHTH Ha  HIMPOKOCIEKTHPHU OeTa-nakTamasu

(ESBL). et

1.37. Jocosop Ne 33/2007 o.:. MonekynspHO-TEHETHYHA TPOYYBaHUS BBPXY (akTopuTe Ha
BUPYJICHTHOCT Ha KIIMHUYHO-3HAYUMHU [IaMOBE pseudomonas
BBIUGINMOSA. . ettt et ettt et ettt e et et et et et et et e et et e et e e

1.38. Jocosop Ne 22/2007 e.: llpoyuBane Ha pPUCKOBUTE (DaKTOpPH W BHUCOKOPHUCKOBUTE TPYIH 3a
aHTHOAKTepHalHa  PE3UCTEHTHOCT ®  BHpyileHTHocT Ha  Helicobacter  Pylori  y

1.39. /locosop Ne 15/2007 e.: Moseky/IsipHO-TEHETHYHO Tpoy4yBaHe Ha kauHuaHu K. pneumoniae u E.
coli, mpoayieHnTH Ha MIMPOKOCHCKThpHHU OeTa-makTamasu (ESBL); oxapakrepusupaHe Ha
snokanuzanusata Ha CTX-M renure..............

1.40. J[ocosop Ne 9/2007 2.: N3onupaHe, XapaKTepU3UpaHe U U3CJICIBAHE HA MOJICKYJIHUTE MEXaHU3MHU
Ha mudepeHnrpaHe Ha ME3EHXMMHH KJIETKH OT 3b0Ha IMyJma, IMoJ BB3ACHCTBHETO HA PACTEKHH
(1111 G 1 0] o) SO

1.41. Joeosop Ne 33/2006 2.: TepMUUHU U MEIUKO-OHOIOTHYHM TpoyuBanus (in ViVO) Ha Marepuann
3a IIpeIBapUTEIIHO HECHEMAaEeMO 3600IPOTE3NPAHE. . .. ... ..

1.42. Jozoeop Ne 32/2007 e.: llpoydBaHe Ha TaTeHTHATa YHCTOTa HA HOBOPA3pEIICHW CTATHHH M
paspaboTBaHe Ha BaJWAMPaHA METOAM 33 KOHTPOJ Ha KaueCTBOTO Ha AaKTHUBHUTE
CYOCTAHIIHHI. . ...t seeneeeeeeeeeaeaeeae e eieneas

1.43. Joeosop Ne 17/2006 e.: Ananu3 Ha denonnu cbeaunerus B Hypericum annulatum Moris upe3
BHUCOKOE(EKTHBHA TEYHA XPOMATOTPAPHSL. ...............

1.44. Jlocosop Ne 29/2006 2.: BHOTEXHONIOTUYHO W PUTOXMMHUYHO TPOYyYBaHe Ha OBJITapCKHs CHICMUT
Linum. tauricum Willd. ssp. Linearifolium.................

1.45. Jlocosop Ne 31/2007 2.: dutoxumudHO npoyuBane Ha Buaa Hypericum elegans Stephan ex Willd,
Guttiferae. ...

1.46. Jocosop Ne 37/2007 2.: Tlpoy4BaHe MOTeHIMaNa Ha pa3inyHu mamose Agrobacterium rhizogenes
Opy TeHeTW4HH TpaHchopmanuu iN VItr0o B JieyeOHM pacTEHUS U BIMSIHUETO WM BBPXY

NPOAYKIHATA Ha OHMOJIOTUYHO AKTHUBHU
111511 (ST PP PP PR

1.47. Hocosop Ne 18/2007 e.: dutoxuMuvHO U HapMakoJIOrHuHO IpoyuBaHe Ha Astragalus hamosus L.
(fabaCEAC) . ..\ttt

1.48. Cnopasymenue Ne 3/2006 2. no [locosop Ne 23/2005 e.: Tlony4yaBaHe ¥ OoxapaKTepU3UpaHE Ha
TEeMIIEPaTypHO-4YyBCTBUTEIHM  TIOJIMMEPHHM  HAHOYACTHIM C  HMHJIOMETalMH Ha  0a3a
nou(eTuieHoKcH 1 )-1moar(N-H30IponuIaKpHUIIaMIL) (PEO-
PNIPAA). .o

1.49. Joeosop Ne 24/2007 e.: Cp3gaBaHe Ha IBJITO LUPKYIMPAIIX JHUIIO30MH KAaTO HOCHUTENH Ha
NPOTUBOTYMOPHH  JIGKAPCTBEHHM  BeUIECTBAa.  TeXHOJOTMYHO,  OMO(papManeBTUYHO U
(hapMaKOKMHETUYHO OXAPAKTEPUIHPAHE. ... ..uvevens.ns

1.50. Cnopaszymenue Ne 2/2006 2. no [Jocoseop Ne 25/2004 o.: Pa3paboTBaHe Ha METOA 3a
€IHOBPEMEHHO OITpe/IeNsIHe KOHIIEHTPALMSTA Ha TIOJIMAMUHHU, KATEXOJaAMUHN ¥ aMHHOKHCEITMHU B
OHMOJIOTUYHU npoou 4pe3 BHUCOKOE()EKTHBHA Te4Ha XpomaTorpadus
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(HPLC). et

1.51. Jlocoéop Ne 14/2007 e.: Ananu3 Ha OMOT€HHM aMHUHHU B MOMYJSPHU OBITapcku XpaHH M
HAITHTKH . « .« ettt et e e e e et e et e e e e e e

1.52. Jlocosop Ne 14/2006 e.: Edexktn Ha HecTepoumHU ((UTO-) U CTEPOHIHH ECTPOTCHH BBHPXY
HOIUIICTIIUS/XUTICpANITe3usT M BB3MAJIWTEIHA pEaklMs: 3HAYCHHE HA T[0JIAa W TECHETUYHUS

1.53. Jozosop Ne 11/2007 e.: TlpoyuBaHe Ha KIETHYHUTE W MOJCKYJIHA MEXaHU3MH Ha JCHCTBHE Ha
[UTOTOKCHYHH  ITUIATHHOBH, TAJAJAWEBH W  PYTCHHEBH  METAJHH  KOOPIUHAIIOHHHU
CBEAMHEHUS . . ...ttt ettt ettt et e e eeeaes

1.54. Jlocosop Ne 3/2007 e.: Edextn BbpXy TellecHaTa Temieparypa Ha JekapctBa ¢ GABA-
MHMETHYHO JACHCTBUE NMPHU EKCIIEPUMEHTATHH MOJICJIN Ha IUTBXOBE...

1.55. Jlozoeop Ne 41/2007 2.: EdexT Ha HANTPEeKCOH BHPXY MMyHHATa (QYHKIHUS Ha OBapHEKTOMUPAHU
IUTBXOBE c JICTIPECUBHH IPOMEHH u c CKCIIEPUMEHTAJICH MOJEN Ha
L (0)) 1773 Y S PP

1.56. Jlocosop Ne 12/2007 e.: XumepatoMapwH, ammiadioporaymHuHon oT Hypericum annulatum:
H30JIMpaHC, MPCUYHUCTBAHC M IMPOYYBAHC 3a HHUTOTOKCHMYHA W AHTHAHITMOICHHA AKTHUBHOCT IIPpU
CHCTEMH HH BUTPO...........

2. MeOUKO-KIUHUUHA OOTACH. ... ettt

2.1. Jocosop Ne 37/2006 e.: MydTHIMCIUIUIMHAPHO IPOYYBAaHE 3a CKPUHUHT, IMATHOCTHUKA U
KOTHUTHBHA PEXaOWINTALMs Ha HEBPOACTCHEPATUBHHUTE 3a00JIsIBaHHS C JEMEHTEH CHHIPOM B
Boarapus..........cooviiiiiiii

2.2. Jlocosop Ne 45/2007 e.: EnnodeHOTUITHA XapaKTepUCTHKA Ha O0HU ¢ A(DEKTUBHU Pa3CcTpOiCTBa

2.3. Hocosop Ne 51/2007 e.: PanHa JumarHocTika Ha JeMeHOHWA Tph Oonect Ha
00019 1 (610 R

2.4. Jlocosop Ne 55/2007 e.: OueHka Ha JTbYCUYBCTBHTEIHOCTTA NPU MAUEHTH ¢ MHOMKECTBEHA
CKJIEpO3a 4Ype3 paJHalliOHHO HWHIYIHMPAHH MHUKPOHYKJIEyCH B JMMQOIUTH OT mepudepHa

2.5. Hocosop Ne 50/2007 o.: KNMHUKO-TEHETHYHO TpOydBaHE Ha OKyJodapuHTeanmHa MYCKyJTHa
muctpodus (ODOMJ]) B benrapus. ...............

2.6. Hocosop Ne 4/2007 o.: HLA xmac |l renermuen mnonuMoppu3bM 1pu OOJHH C
AHTUPOCHOITUATTAICH CHHIPOM. .. .. eeeneeneententantententententeteateeeneeneaneenens

2.7. Hozoeop Ne 18/2006 z.. BupycONOTHYHO W MOJEKYJISIPHO-OHOIOTMYHO TPOYYBAHE BBPXY
pa3MpOCTPaHEHUETO HA pPOTaBHPYCHATa MHQEKUIUs cpel JIETCKOTO HacejeHue B bwirapus u
KJIMHUYHO NMPOTHYaHE Ha 3a00JIsBAHETO. . ..

2.8. Jlocosop Ne 42/2006 2.: Tenernuen nonumopduzbM Ha NK perientopute U TEXHUTE JTHTAHIA —
poinss  3a  (QyHkuuoHajgHata  akTMBHOocT Ha  NK  kimeTkuTte B mporeca  Ha
08 1013 (< P

2.9. Hocosop Ne 8/2006 e.: CkpunmaroB BETX ananu3 3a HHCKOMOJIEKYJTHH OHOMapKepH IpH
HAalMeHTH C YCTAHOBEH KapIMHOM Ha TMHKOYHHMS MEXyp WM KapIMHOM Ha MpocTaTtHaTa

2.10. Joeosop Ne 30/2006 e.: YcrtanopsiBane Ha braf-t1796a MyTtamusi B IMTOJOTMYEH MaTepuan OT
THHKOWTJICHA OWOIICHSI KAaToO JONBJIHUTENCH JMAarHOCTUYEH M IPOTHOCTUYEH KpPUTEpHA 3a
nanuiapHus THUPEOUICH
N0 11 (0) Y PO R U PPRPPPR

2.11. JJocoeop Ne 21/2006 2.: TIpoyuBaHe MPOMEHHWTE Ha HSAKOW IATOKHHH MPH TEPMOAECTPYKIHS U
ANKOXOJIM3alMsl ~ NpU  MalieHTd ¢  TBPBHYEH W METAcTaTHYeH  YEePHOJAPOOCH

2.12. Jlocosop Ne 28/2006 e.: TlpoyuBane poinsita Ha nonmumopdusmu B rean XRCC1 u XRCC3 3a
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pasBUTHE HA paHHUTEC IJIbUYEBH pEaKIWUd TpU KapIMHOM Ha MarTo4yHaTta IIuiKa W
13501 (01153 40) 4 .V DU

2.13. Jlocosop Ne 36/2006 e.: N3cnenBane ekclipecusTa Ha TpaHCKpUIIMOHHUTE (akTopu HAa Wilms’
(WT1) u saopenus dakrop kana B (NF-kB) u TAXHOTO IPOTHOCTHYHO 3HAYCHHE NPH OOIHH C
0CTpa MUETIOUTHA JICBKEMHUS. . ...........

2.14. Jlocosop Ne 30/2007 e.: In Vitro uscrneaBane Ha XMMHOYYBCTBHTEIHOCTTA M EKCIIPECHATA Ha
AHTHATIONTOTHYHHN (AKTOPH B MOHOHYKJICAPHH KJIETKH OT MAIMEHTH C XPOHHYHA JUMQOIUTHA
JICBKEMHS U MYJTHIICH MHEJIOM. ..........

2.15. Jloecosop Ne 20/2006 e.. OueHka Ha ChPACYHO-CHIOBUS PUCK MPU MIIAJCKU C OOS3UTET HA
BB3pacT 17-20 T. Bb3 OCHOBA HAa HAKOH AJMITONUTOKUHH, IPOTPOMOOTESHHH U MPOHH(IAMATOPHU

1126 (0)0) 7

2.16. [{ocosop Ne 16/2007 2.: Nzcnensane nannuneto Ha helicobacter pylori B yctHara kyxuHa Ha Xopa
c J0Ka3aHa XEIHKOoOaKTep MTHJIOPHA HHQEKIHS B raCTPOMHTECTHHATHHS
0 1

2.17. Jlocosop Ne 25/2006 e.: 24-dacoBo XonTep MOHHTOPHpAaHE HAa apTePUAHOTO HaJsTaHE TPU
HALUEHTH ChC 3aXaPEH AUA0CT THIT 2....ovvvvnenininininininennnn,

2.18. Jozoeop Ne 26/2006 eo.: Ponsta Ha HAKOW UWTOKMHM W aIXE3MOHHH MOIEKYIH KaTo
NPOTHOCTUYHH MapKepu 3a pa3BUTHUETO HA 3aXapeH auabeT THN 2 W ChPACYHO-CHIOBU
[0 3007 1 S

2.19. Jlozoeop Ne 16/2006 2.: AHTUMIONEPOB XOPMOH IPH KEHU ChC 3aTIBCTIBAHE W MOJIMKHCTO3HA
B 1781317140 RO 0 (ST PSSP

2.20. Jdozcosop Ne 31/2006 o.: Hsaxkoum KIMHHKO-TAO0OpAaTOPHU XapaKTEPUCTUKU M EBOJIIOTHBHU
0c00EHOCTH Ha CYOKITMHUYHUS XUTTOTHPEOUAUZBM. .. ..neneenen.e.

2.21. Jlocoeop Ne 36/2007 e.: 24-9acoBO XONTEP-MOHUTOPHUPAHE HA apTEPUATHOTO HaJSTaHE MPH JINIA
o1} 81511t 10T RS

2.22. Jloecogop Ne 22/2006 e.: CpaBHeHHE MEXIY TPH aHAJITETHYHH MPOTOKOJIA — HAH-ONTUMAIHO U

e(peKTHBHO MOCTOTIEPATHBHO 00e300s1s1BaHe cren TMHEKOJIOTHYHH
IO 10 00111 S PO PPP

2.23. Jlocosop Ne 35/2007 .. AxtyanHd mnpoOjeMH Ha MpexuipaTallioHHATa Tepanus Ipu
cyOapaxHOMaHA aHecTe3Ws 3a IIe3apOBO CEYeHHEe — CpaBHCHHE Ha e(pHKACHOCTTa Ha

KPHUCTAJIONIHH ¥ KOJIOUIHU UH(Y3HOHHH Pa3TBOPH. ......

2.24. Jocosop Ne 19/2006 e.: KAMHWYHO, BUPYCOJIOTHYHO W MOJIEKYJISIPHO-OMOJIOTUYHO MPOYYBaHE
BbPXY YYacTHETO Ha EHTEPOMBHPYCHUTE B CTHOJIOTHATA HA HAKOM HEBPOMH(EKIMU B
Boarapus. ...

2.25. Jlocoeop Ne 38/2007 o.: Ompenensine ponsita Ha Chlamydia trachomatis B passutuero Ha
XPOHUYHUS TIPOCTATHT -« e eeeeneeneeaeeneateeaaeneeeeneeanenenns

2.26. [locosop Ne 43/2007 e.: KIMHUYHO, BUPYCOJIOTMYHO M MOJIEKYJIIPHO — T'CHETHYHO MPOyYBaHE
BBPXY pa3npocTpaHeHUETOo Ha KaJII[UBUPYCHHUTE nH}peKIuHn B
BBITaPHS. ..o

2.27. Mozcosop Ne 26/2007 e.: Pa3paboTBaHe U CpaBHUTEIIHA OLICHKA HA METO/IM 34 UMYHOIUArHOCTHKA
TP OOJTHU C €XHHOKOKO3A. .. \veutententeneeneennennennennnnn

2.28. Cnopaszymenue Ne 4/2006 2. no [ozosop Ne 10/2005 e.: U3cnensane Ha HAKOM OMOXUMHYHH U
MUKPOOHOJIOTYHY MapaMeTpH Ha CMeceHa CIIOHKa M 3h0HAa TUlaka Ha Kapuec-pe3UCTCHTHH U
KapHec-HEePEe3UCTEHTHH MAlUeHTH. . ....

2.29. [lozoeop Ne 48/2007 o.: CEM cpaBHHTENHA XapaKTEpUCTHKa Ha JEHTMHA Ha BPEMEHHH WU
nocrossHHM 360u. [IpoMeHHTe Ha 3BOHUTE CTPYKTYpH BCIIEJCTBHE Ha JIEMUHEpaTU3allvs,
JNETNpPOTEHN3alUsl W TNPWIOKEHWE  Ha  CHBPEMEHHUTE  TIeHEpalud  aJIXe3UBHU
CHCTEMU. . ..ottt ettt ettt e e e

2.30. [Jocosop Ne 53/2007 2.: V3cnenBane Ha opaaHu OHoMapkepw u mpoyuBaHe poisita Ha Candida B



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-7-

OpAaJTHATA EKOCUCTEMA TIPU JICTIA. « .o eveeenenenanaenenenne
2.31. Jlocoeop Ne 44/2007 e.: Tlpunoxenue Ha Mmetoaa “Monte Kapio cumynanuu” B momyaalMoOHHAS
(hapMaKOKMHETHUYCH aHATIHU3 HA KOPEHH. .......

3. MeOUKO-COYUAIHA OCTHOCTI. ... .ot
3.1. Jlocosop Ne  46/2007 o0 Pasmmpern  perucTep Ha  XUNOQU3HUTE TYMOPU B

BBITAPHS. ..o

3.2. [foecosop Ne 32/2006 o.: TlopemHocTTa Ha paXaaHETO — BeposTeH (akrop 3a
1180710111 01535175 S

3.3. Hozoeop Ne 6/2006 e.: EnextpoHHO 00yueHHE HA CTYACHTH 1O 3IpaBeH MEHHIKMBHT, 0a3UpaHO
Ha HHPOPMAITHOHHHUTE " KOMYHHUKAIIHOHHU
Lo Q3 (011 (o) 1, A0

3.4. Jlocosop Ne 12/2006 e.: Metonomnorusi, METouKa U TexHosorus Ha \Web-0azupana qucTaHIIMOHHA
MarucTparypa o MeJuIuHCKa OMoXuMUs choOpazHo Hapenbara 3a nbpikaBHUTE W3MCKBAHHSA 32
OpraHM3upaHe Ha AUCTAaHIMOHHA (opMa Ha O0YUEHHE BbB BUCHINTE YUHIHIIA. . .....cuenenenenne. ..

3.5. Jlocosop Ne 49/2007 eo.: llpoyuBane Ha crneuupuyaATe TPOPECHOHATHA TPYAHOCTH U
00pa3oBaTeIHU MOTPEOHOCTH Ha 3/IPaBHUTE CIICLIMAIUCTH IIPU OCUTYPsIBAHE HA MEIUKO-COLIATHA
TIOMOII 32 BB3PACTHH U CTapH XOpa.........

3.6. Jorosop Ne 56/2007 r.: CTOMaTOIOTHYHO 3/IpaBe U KAYECTBO HA JKUBOT.........

English pages
I. Competitions ,,Grant’ 2006 u ,,Grant’ 2007”.................ccooviiiiiiiiiannnn..

L1 BIOMEAICAL ArCa. ...ttt e

1.1. Contract No. 40/2006: The influence of protein kinase CK2 inhibitor-TBB upon normal, human
keratinocytes's cell cycle progression...

1.2. Contract No. 21/2007: Effects of the CDK |nh|b|tor CYC202 on papillomavirus type 16 E6- and
E7-transformed human
S 13 11T 1o V4 [N

1.3. Contract No. 13/2007: Investigation of the expression, the subcellular localization and the
regulatory functions of the small G-protein Racl in human Kkeratinocytes and
EPIAEIMIS. .. vtitit e

1.4. Contract No. 54/2007: Investigation of the growth role of the small GTPase, Racl, in regulation
of normal human dermal fibroblasts...........................

1.5. Contract No. 19/2007: The role of CK2 in regulation of involucrin gene

1.6. Contract No. 15/2006: Postoperative pain: experimental models and pharmaco-therapeutic

APPIOACHES. ...t

1.7. Contract No. 35/2006: Participation of angiotensin AT1 receptors in the regulation of circadian
rhythms of nociception in spontaneously hypertensive
215

1.8. Contract No. 7/2007: Study of the role of chronic treatment with selective AT2 receptor ligands
on the diurnal rhythm of pain threshold in rats.............
1.9. Contract No. 2/2007: Experimental models and pharmacological modulation of neuropathic
allodynia and hyperalgesia............c.ccooviiiiiiiiiiiiiiiiinn,
1.10. Contract No. 6/2007: Cold stress: Effects of kyotorphin on NOS and NADPH-d positive neurons
in brain and adrenal glands............................
1.11. Contract No. 47/2007: Involvement of phosphatidylinositol 3-kinase in BCR-triggered signaling
cascades in Burkitt’s lymphoma B cell line Ramos..........
1.12. Contract No. 8/2007: Histocemical and immunohistocemical study of degenerative changes in
intervertebral discs in humans. Correlation between inflammation and
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degeneration..........cooiiiiiiiiii i

1.13. Contract No. 9/2006: Tyrosine phosphatase activities present in RAMOS B-cells determined
using an in-gell phosphatase assay................cooeeieennnnn.

1.14. Contract No. 2/2006: Screening for molecular defects in gene NIPA1 among Bulgarian patients
with hereditary spastic paraplegia.................c..ooiini.

1.15. Contract No. 5/2007: Whole genome scan for microstructural unbalanced chromosomal
aberrations in hemihyperplasia and Proteus syndrome.............

1.16. Contract No. 27/2007: Study on influence of mutations in brcal and brca2 genes on breast and
prostate cancer development in Bulgaria.....................

1.17. Contract No. 29/2007: Role of the mutations in the podocin gene (NPHS2) for the pathology of
the steroid-resistant nephrotic syndrome and the risk of microalbuminuria in the Bulgarian
population..........ccovviiiiiiiiie

1.18. Contract No. 17/2007: Introduction of new method for detection of large deletions/duplications in
the dystrophin gene. Preparation of Duchenne/Becker muscular dystrophy Bulgarian patients for
gene therapy......

1.19. Contract No. 40/2007: Evaluation of ovarian reserve — ploid and chromatin analysis of oocytes
from surgically recovered ovarian tissue......................

1.20. Contract No. 28/2007: Investigation of the role of SNP polymorphisms in GRM1 gene for the
predisposition to bipolar affective disorder and addictions.

1.21. Contract No. 1/2006: Research of signal-transduction mechanisms activated in response of
mitogenic stimulation with prolactin in the lymphoid cell line

1.22. Contract No. 4/2006: Mechanisms for influencing MAP kinase activity in rabbit primary
mammary epithelial cells......................

1.23. Contract No. 5/2006: Research of the effects of different protein kinase inhibitors on expression
of MAP Kinase phosphatases — MKP-1, 2 wu 3 in human epidermal
KeratinOCYLeS. ... vttt

1.24. Contract No. 7/2006: Design and synthesis of peptidic fluorogenic substrates for non caspase
apoptotic proteases based of 2-aminoacridon dye................

1.25. Contract No. 27/2006: Study of influence of cooper chelator tetrathiomolybdate on the oxidative
damages in experimental diabetes..........

1.26. Contract No. 57/2007: Study of effects of oseltamivir on the oxidative damages in experimental
influenza virus infection type A.................oeeene.

1.27. Contract No. 20/2007: Role of Protein Kinase C w/PKDI in regulation of human epidermal
keratinocyte proliferation..............coovviviiiiiiiiiiininn.n.

1.28. Contract No. 39/2007: Genomic imbalances in patients with idiopathic azoospermia and
oligospermia — DNA microarray analysis........................

1.29. Contract No. 10/2007: Histomorphological changes of the aorta of normotensive and spontaneous
hypertensive rats in Lipofundin-induced model of
Y1 10 010 (T )

1.30. Contract No. 42/2007: Cytoskeleton changes in the mucous stomach epithelial cells in result of
Helicobacter pylori intervention........................

1.31. Agreement Ne 1/2006 to Contract No. 4/2004: Importance of relationship between renal nerves,
endothelins and nitric oxide in the regulation of renal function and in blood pressure and heart rate
variability in spontaneously hypertensive

1.32. Contract No. 1/2007: Neuropathic allodynia and inflammatory hyperalgesia: role of sex hormons
(17B-estradiol u testosterone) and gender....................
1.33. Contract No. 10/2006: Molecular and genetic typing of extended spectrum beta-lactamases
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(ESBL) producing strains of the family Enterobacteriaceae, causing nosocomial outbreak in
Queen Joanna University Hospital, Sofia......
1.34. Contract No. 13/2006: Genetic Investigations of virulence factors of clinical isolates Moraxella

catarrhalis..........ooooii i

1.35. Contract No. 23/2006: Evaluation of Helicobacter Pylori infection in Bulgaria by detection of
antibacterial resistance of the strains and virulence
101 (0] ¢S

1.36. Contract No. 11/2006: Epidemiologic investigations of clinical significant strains K. pneumoniae,
E. coli, producers of extended spectrum beta-lactamase
(ESBL). ..o

1.37. Contract No. 33/2007: Molecular-genetic investigations on the virulence factors among clinically
important strains of Pseudomonas aeruginosa..........

1.38. Contract No. 22/2007: Evaluation of the risk factors and at-risk groups for antibacterial resistance
and virulence of Helicobacter Pylori in Bulgaria........

1.39. Contract No. 15/2007: Molecular-genetic investigation of clinically significant K.pneumoniae u
E.coli, extended spectrum beta-lactamase (ESBL); producers; characterization of the location of
bIaCTx.M ...................

1.40. Contract No. 9/2007: Isolation, Chatacterization and Analysis of the Molecular Mechanisms of
Differentiation of the Mesenchymal dental Pulp Cells, Induced with Growth

1.41. Contract No. 33/2006: Thermic and medico-biological investigations (in vivo) of materials used
for provisional fixed prosthetics...................oveeeen.

1.42. Contract No. 32/2007: Studying patent status of the newly developed statins and adaptation of the
HPLC method for quality control of active substances...

1.43. Contract No. 17/2006: HPLC analysis of phenolic compouds from Hypericum annulatum

1.44. Contract No. 29/2006: Biotechnological and Phytochemical investigation of Bulgarian endemic
species Linum. tauricum Willd. ssp. Linearifolium..........

1.45. Contract No. 31/2007: Phytochemical investigation of Hypericum elegans Stephan ex Willd,
GUETRTAC. ... e e

1.46. Contract No. 37/2007: 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....

1.47. Contract No. 18/2007: Phytochemical and pharmacological investigation of Astragalus hamosus
L. (fabaceae)........coveiriiiiiii i,

1.48. Agreement No. 3/2006 to Contract No. 23/2005: Preparation and characterization of temperature-
sensitive poly(N-isopropylacryl amide)-co-poly(ethylene oxide) nanoparticles loaded with
indomethacin.....................

1.49. Contract No. 24/2007: Preparation of long-circulating liposomal carriers for anticancer drugs.
Physicochemical characterization and pharmacokinetics.......

1.50. Agreement No. 2/2006 to Contract No. 25/2004: Development method for simultaneous analysis
of  polyamines, catecholamines and amino acids in biological tissue by

1.51. Contract No. 14/2007: Analysis of biogenic amines in popular Bulgarian food and
AUINKS. .o e

1.52. Contract No. 14/2006: Effect of non-steroidal (phyto-) and steroidal estrogens on
nociception/hyperalgesia and inflammatory reaction: the role of gender and genetic
AIfferenCes. ..ot

1.53. Contract No. 11/2007: Investigation of the cellular and molecular modes of action of cytotoxic
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platinum, palladium and ruthenium metal coordination
COMPOUNDS. ...ttt et et et e et et ettt et et e et e e e e e e e eaaas

1.54. Contract No. 3/2007: Effects of GABA-ergic agents on body temperature in rat experimental
MOAEIS. ...

1.55. Contract No. 41/2007: Effect of naltrexone on the immune function of OVX rats with depressive
changes and experimental model of alcoholism.............

1.56. Contract No. 12/2007: Hyperatomarin an acylphloroglucinol from Hypericum annulatum:
isolation, purification and investigation of its cytotoxic and antiangiogenic activity in

2. Medico-clinical area
2.1. Contract No. 37/2006: Multidisciplinary approach to screen, diagnosis and cognitive

rehabilitation of neurodegenerative disorders with dementia in
BUlgaria. ...t e

2.2. Contract No. 45/2007: Endophenotipic characteristic of patients with Affective
DASOTARTS. ..ttt

2.3. Contract No. 51/2007: Early diagnosis of dementia in Parkinson’s disease.....
2.4. Contract No. 55/2007: Evaluation of radiosensitivity of patients with Multiple sclerosis by

radiation-induced micronuclei in peripheral blood
10 1010) 10T 4 T

2.5. Contract No. 50/2007: Clinical and genetic study of the first OPMD family in
BUIGANIA. ...

2.6. Contract No. 4/2007: HLA class Il genetic polymorphism in patients with antiphospholipid
4 061101001

2.7. Contract No. 18/2006: Virological and molecular-biological investigation on spreading of
rotavirus infection among childhood in Bulgaria and clinical run of the
1 T

2.8. Contract No. 42/2006: Genetic polymorphism of nk receptors and their ligands — relevance for
the functional activity of nk cells in aging................

2.9. Contract No. 8/2006: Assessment of levels of amino acids, polyamines, metanephrines and
catecholamines in serum and urine samples in patients with carcinoma of the bladder,
adenocarcinoma of the prostate and BPH........

2.10. Contract No. 30/2006: Analysis of BRAF™7** mutation in aspirates from thyroid nodules as
additional tool to fine-needle diagnosis and prognosis of papillary thyroid
(155 8 (0 ) P

2.11. Contract No. 21/2006: Investigation the changes in the serum levels of some cytokines during
and after thermodestruction and alkocholization of the primary and metastatic liver

2.12. Contract No. 28/2006: Investigating the role of XRCC1 u XRCC3 gene polymorphisms for
developing early normal tissue morbidity after pelvic irradiation for cervical and endometrial
CANCEL ...t

2.13. Contract No. 36/2006: The expression of Wilms’ (WT1) - and nuclear factor kappa B (NF-kB)
transcription factors and their prognostic significance in patients with acute myeloid leukaemia

2.14. Contract No. 30/2007: In vitro investigation of the chemosensitivity and expression of
antiapoptotic factors in mononuclear cells from patients witch chronic lymphocytic leukemia and
multiple myeloma..............................

2.15. Contract No. 20/2006: Evaluation of the cardio-vascular risk of young men aged 17-20 y
according to some adipocytokines, prothrombogenic and proinflammatory
FACTOTS. Lt e
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2.16. Contract No. 16/2007: Study of the presence of Helicobacter pylori in the oral cavity in patients
positive in the gastrointestinal tract..........................

2.17. Contract No. 25/2006: 24-hour ambulatory blood pressure monitoring in patients with type 2
diabetes mellitus ..........ccooiiiiiiiiiii

2.18. Contract No. 26/2006: Role of some cytokines and adhesion molecules as predictive markers for
diabetes mellitus type 2 and cardio vascular disease.....

2.19. Contract No. 16/2006: Anti-mullerian hormone in women with obesity and polycystic ovary
) 0101 10710 1<

2.20. Contract No. 31/2006: Clinico-laboratory features and evolution of the subclinical
hypothyroidiSm..........ooviiiii e

2.21. Contract No. 36/2007: 24-hour ambulatory blood pressure monitoring in subjects with

Prediabetes. .. oo

2.22. Contract No. 22/2006: A comparison between three analgesics protocols — the most optimal and
effective postoperative pain treatment after gynecological
0] 013 21 5 1) 1

2.23. Contract No. 35/2007: Current problems of the prehydration treatment in subarachnoid
anaesthesia for Caesarean section — comparison of the efficiency of crystalloid and colloid

SOIULIONS. ..ttt e

2.24. Contract No. 19/2006: Clinical, virological and molecular-biological investigation on the role of
the enteroviruses in the etiology of some neuroinfections in
Bulgaria.......c.oovriii e

2.25. Contract No. 38/2007: May Chlamydia trachomatis be an aetiological agent of chronic prostatic
INFECHION? ..o

2.26. Contract No. 43/2007: Clinical, virological and molecular-genetic analysis on caliciviral infection
InBulgaria..........oooii

2.27. Contract No. 26/2007: Development and comparative evaluation of immunodiagnostical methods
in patients with Echinococcosis (Hydatid
o B T2 1) P

2.28. Agreement No. 4/2006 to Contract No. 10/2005: Saliva and dental plaque tests of pH and
microbial counts of cariogenic microflora in caries - resistant and caries - active
SUD LS. .ottt e

2.29. Contract No. 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.........

2.30. Contract No. 53/2007: Oral biomarkers investigation and study of the Candida role in the
children’s oral ecosystem..............cooviiiiiiiiiiiinn.

2.31. Contract No. 44/2007: Application of Monte Carlo simulation method in population
pharmacokinetic analysis of caffeine.........................ooeinll

3. Medico-social aria

3.1. Contract No. 46/2007: An extended register of hypophysic tumours in
BULgArTa. . .ttt e

3.2. Contract No. 32/2006: Order — Possible Factor for Schizophrenia ................

3.3. Contract No. 6/2006: Electronic @-ducation of students in healthcare management based on
information and communication technologies (ICT)....

3.4. Contract No. 12/2006: Methodology, didactics and technology of the Web-based distance Master
of Science program (M.Sc.) in Medical Biochemistry according to the State requirements for
organization of the distance form of
e DTt 1 (o) s W PP
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3.5. Contract No. 49/2007: Study the specific professional difficulties and educational needs of health
professionals in providing medical and social assistance for adults and older

I1. Konkypceu ,,Maan uzcaegosaren’ 2006” u ,,Muan usciaenosaren’ 2007” ...

1. MeOuko-OUONOSUMHA OOMACT . ...,

1.1. Jozosop Ne 3-/[/2007 e.: Edextn Ha kmoroppmH m D-xmoropduH BBpPXYy CTyHOBa CTpec-
WHIYIUPAHA QHATITE3HS . ... eevveeeeeneeeneeeneeeeeeseeneeenseeseessasseesseesnees

1.2. Jlocosop Ne 8-/[/2007 e.: AconuaTWBHO NMPOydYBaHE 3a poJisATa Ha aneiaHute BapuaHTH [157T u
1100delC B CHEK?2 rena mpu OBJTapckd HanuMeHTH C KOJIOPEKTaJeH W EHAOMETpHaICH
KAPIIITHOM. ..c..veeutientieeeeneeenteenseeseeseesseeeeeneeens

1.3. Jocosop Ne 15-71/2007 .. MonekynsapHo-reHeTuueH aHanu3 Ha SCNIA reHa u ¢eHoTHN-
TCHOTUITHH KOpENalluyi MpH NalueHTH ¢ TeHepalu3upaHa enuierncus ¢ GpeOpuiiHa MpOBOKAIHS
TIOC (GEFSH) .o,

1.4. Jozoeop Ne 1-/]/2006 e.: BETX aHanmm3 Ha KOHIICHTPAIIMOHHWTE HUBA HAa aMHHO KHCEIWHU U
MOJMaMUHA B TMPOOH OT OKOJOOYHA TEYHOCT Ha MAlMEHTH C CKC(OIMATHBEH CHHAPOM Ha

OKOTO. .. eventeneententtentesteee e st et e ebteiesbe e eeneeneas

1.5. Jlocosop Ne 10-//2006 2.: Ydacthe Ha a30THHA OKCHJ W OBOpEUHWTE HEPBH B peryiaIusaTa Ha
O0bOpeuHaTa (hyHKIUS cien eJIHOCTpaHHA He(PEKTOMUS y ITBXOBE
WWISEAN ...

1.6. Jlocosop Ne 11-71/2007 2.: Ydacthe Ha a30THHA OKCHJ W OBOpEUHWTE HEPBH B peryiaIusaTa Ha
O0bOpeuHaTa QYHKIUS Ciie]] eJHOCTPaHHA HE(PPEKTOMHUSI Y CIOHTAHHO XHIICPTEH3WBHHU ILTHXOBE

1.7. Hozosop Ne 4-/[/2007 e.: TenmeHIMM B pa3lpOCTPAaHEHUETO HA aHTUOMOTHKO-PE3UCTEHTHU
u3omati Streptococcus pneumoniae NMpUYUHHUTEIM Ha OOIIECTBEHO MPHAOOWTH HH(EKIUH 3a
nepuona 2006-2007 1., CepOTHIIOBO pa3mpeneeHUE U OMPeaeIITHE MOJICKYISIPHUTE MEXaHU3MH Ha
€PUTPOMULIUH-PE3UCTEHTHUTE TTHEBMOKOKH . ......veeutemtententeeatentenseetensentesseeseensesseeseeseeseensesseensenne

1.8. Jlocoeop Ne 7-/1/2007 e.: BnusiHue Ha III0OK03a U MHCYJIMH BbPXY XUIIOTaJJaMUYHATA Peryanus Ha
€KCIIEPUMEHTAIHO 3aTIIBCTABAHE. ..................

2. MeOUKO-KIIUHUUHA OOTIACHL. . ... oo e e

2.1. Jozcosop Ne 3-/1/2006 e.: Xupypruuno neueHue Ha Ca basocellulare u Ca spinocellulare. Ouenka
e(eKTUBHOCTTa Ha EKCLM3MA MPU MUHMMAJIHU CBOOOJHHM TPaHUIM 3 MM cjeJ OnpeiessHe Ha
TPAHULUTE YPE3 (POTOTUHAMUTHA JIHATHOBA. .. .ceveerenreniarensensentententerensensensenensessessensesensensensenseneesenne

2.2. Jlocogop Ne 5-71/2007 e.: IlpodecroHaneH anepruueH KOHTAKTEH AEPMATHT KbM KO3METHYHH
cpenctBa. KiMHMKO-eKCIIEpUMEHTAIHM TNPOYYBaHMS 3a pOJsTa Ha IIpara Ha HpUTAlMsS OpU
KOHTaKTHAaTa CBPbXYYBCTBHTEIHOCT...........

2.3. Hozoeop Ne 6-/[/2006 o.: HacraHsiBaHe M TNpPEKpaTsBaHE Ha 3aJb/DKUTEIIHOTO JICUCHHUE IPH
NICUXUYHO OOJIHUTE — OLIEHKA Ha PUCKA OT OIAaCHO TIOBE/ICHHUE. ...

2.4. Jlocosop Ne 13-77/2006 o.: M3cnenpane Ha IjIa3MeHaTa KOHIIEHTPAIMS HAa XOMOITUCTEWH IIPH
nanueHTn ¢ [[apkuHCOHOBa OOJIECT JIGKYBaHM C JIEBOJIONA M NPU TaKWBa, JIEKyBaHU C JPYrd
MEIUKAMEHT . .....c.viemineenriieeieenesneeaesiesaeennns

2.5. locosop Ne 10-/1/2007 e.: Hapymienus B HOCTYpaIHUSI KOHTPOJI M M3IIBJIHEHUETO HA MEHTallHa
3ajada MpH TanueHTH ¢ nepudepHa BectuOynapHa auchHyHKOUS ¢ M 0€3 TICHXHATPUIHU
A0OHOPMHOCTH........eereveeeens

2.6. [Hocosop Ne 14-7]/2007 o.: W3cnenBaHe Ha MO3bYHATa aBTO-peryjamus Npu OOJNHHU C
[MapkuHcoHoBa OonecTt © Bpb3kaTa W ¢ TexecTra Ha 3abonsBaHeTo W edeKkTa OT
TJIEUCHHETO . ....venveneeenrenrenteemtentereeseenseeueestensesseemsensenesueeneeneensesseensensesses
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2.7. Jlocosop Ne 4-71/2006 2.: HapylieHOTO paBHOBECHE BBB BIIaraJHIHATA OUOLIEHO3a — OTIPEIEIISII
dakTop 3a pa3BUTHE Ha acCICHJCHTHA BbTpEeMaTOYHa HWHQEKIUS 10 BpeMe Ha
OPEMEHHOCT . ... euvtntentetetetententeerenseeteanannenneens

2.8. [locosop Ne 8-71/2006 2.: I'eHutanHuTe UHPEKIHUH KAaTO PHUCKOB (PAKTOP 3a IPEATCPMUHHOTO
PAKIIAHE ....ceeenveveereenteneeeeeesesseensesseessesensesseensessessesnsensansensenses

2.9. Hocosop Ne 11-71/2006 o.: OmpenensHe Ha NPOTHOCTHYHATA CTOMHOCT Ha MPOMEHHUTE B
CepyMHUTE HMBA Ha IUIANICHTAPHHS PACTEXKEH (aKTOp, CHIOBHS CHAOTEICH pacTexeH (akTop U
SFIt-1 perenitopa 3a pa3BuTHE Ha HpECKIAMIICHs MPU OpeMeHHH Mexay 18 u 24 recrarroHHa
CeMUIIA..............

2.10. Jlocosop Ne 16-/[/2007 e.: OnpenensHe Ha JMArHOCTUYHA CTOMHOCT HA ILUTOJOTUYHOTO
W3CNe/IBAHE HAa  Xpayka [pH  Jela ¢  XpPOHHYHH  3a0oisBaHusl Ha  Oenute
TIPOOOBE. ...c.vveeerreereeereesreetesseesseesssessseassesssessseassesssessseassessessseesseesssessses

2.11. Jloeosop Ne 5-/[/2006 e.: OneHka Ha WHAWBUIYaTHATA JIbYCUYBCTBUTEIHOCT MPH IMAIUCHTH C
KapIMHOM Ha MAaTOYHATA INUIKa ¥ Ha SHIOMETPUYMA, MOJICIKAIIN Ha ThUYelicUeHHE B MAIIKHS Ta3
U KOopema, 4Ype3 paJuallMOHHO WHIYIHpPAaHH MHUKPOHYKJICYCH B JHM(OIMTH OT mnepudepHa

2.12. Jlocosop Ne 7-71/2006 e.: TlporHOCTHYHA W Tpe/ICKa3Balla CTOWHOCT Ha TUMHUAWMIAT CHHTA3HATA
SKCTIPECHsI IPH MAIEHTH C KOJIOPEKTAIEH PaK...........

2.13. Jlocosop Ne 12-][/2006 e.: U3cneapane Ha reHeTuuHuTe noyimmopdusmu 4G/5G B IpoOMOTOpHUS
peruon Ha PAI-1 rena u PI*'/PI*? na rena xoupanr Illa cy6eauummara na TpomGoruTHus 1Ib/111a
TJIUKONPOTEHHOB PELENTOp INPH MAlMeHTH C MHOKApIeH WH(APKT M 3ApaBH KOHTPOJIU B
OBIITAPCKATA TTOTLYITAIIHSL. .. eevveesvveseresereseressesssesseesssssssessesssesssessssssssesseesssesssessesssessssessenssenssesssnes

2.14. Jlocosop Ne 12-71/2007 e.: BB3MOXKHOCTH 3a OIICHKAa Ha KOpPOHApHAaTa aTePOCKIIEpO3a upe3
KPBBOTOK-MEJMUpPAHa Ba3oAMWIaTalus Ha OpaxuajHaTa apTepHs W jAeOenrHa WHTHUMa-Meaus Ha
o0ImIara KapoTHAHA APTEPHAL................

2.15. Jlocosop Ne 9-/]12006 2.: CpaBHHTENIHO MPOy4YBaHE HAa CHOTHOIIEHHETO aJ0CTEPOH/PEHHH,
NPEIeHEHO Ype3 JBa IOJXO0Ja, 33 CKPUHHHI Ha IbPBHYEH AIJIOCTEPOHU3BM Cpel OONHU C
apTepuanHa XHUIIEPTOHHS " HaO0BOpEeYHN
91 (532 10) ¥ 1 SO PP PRTR PP PRTORTPPIN

2.16. [ocoeop Ne 9-71/2007 e.: OKUCIUTENEH CTPEC NpU NpeAradeTHH ChCTOSHHS — ONPEACIsTHE Ha
CEPYMHHUTE HHBA Ha MUCIIOTICPOKCHIA3A. ...c.vevvenreneerereeeneeneeneane

2.17. Jocoeop Ne 2-/[/2007 o.: Uectota Ha MeTaOONMTHHUS CHUHAPOM W U3CIENBaHE Ha §-H30
npocrarnanguH (2anda Karo Mapkep 3a OKCHAATHBEH CTpeC Cpejl MalMeHTH C MbPBUYEH
QIJIOCTEPOHU3BM H €CEHIIMATHA XUTIEPTOHUSL..............

2.18. Hocosop Ne 2-/1/2006 o.: EdexTMBHM MeTOOW 32 MOHHTOpUpaHEe IbJIO0OYMHA Ha aHECTEe3us:
KITMHUYHO MPUIOKEHHUE u UKOHOMUYECKO NPEUMYIIECTBO. Komdopt Ha
TALIACHT . c...ovententenrentereenesaenteneeneeseeseseeaseneesteseesensensensentenensenseneenees

2.19. Hocosop Ne 1-/1/2007 e.: I'enorunusupane npu HBV. M3cnenBane BIMSHHETO Ha OTIECIHUTE
reHotunioBe HBV BbpXy KIMHMYHHTE OCOOCHOCTM W HW3XO0Aa TMPH OCTBP BUPYCEH
XCTIATHT. c.cnveneeveeerenteneeeeeneseeneeneeseeneeseseeseneeneenenne

2.20. [lozoeop Ne 13-71/2007 e.: PazpaboTBaHe Ha €KCIEpTHa KOMIIOTHPHA pOrpama 3a OLEHsIBaHE Ha
OPATHOTO 3[PABE HA JACHATA......couvereeeerreeneerienieeneans

English pages
I1. Competitions “Young researcher’ 2006” and “Young researcher’ 2007” ......

L. BIOMEAICAL AICa. .. ettt e e e

1.1. Contract No. 3-D/2007: Effects of kyotorphin and D-kyotorphin on cold stress-induced
ANALZESIA. .\ttt e
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1.2. Contract No. 8-D/2007: Association study of CHEK2 variants 1157T and 1100delC in colorectal
and endometrial cancer patients from Bulgaria...........

1.3. Contract No. 15-D/2007: Molecular — genetical analy5|s of SCN1A gene and phenotype — genotype
correlations in the patients with generalized epilepsy with febrile seizure plus
(GEFSH) ittt

1.4. Contract No. 1-D/2006: HPLC determination of amino acids and polyamines levels in aqueous
humor  of  patients with  pseudoexfoliation  syndrome and  pseudoexfoliation
glaucoma. ... ..o

1.5. Contract No. 10-D/2006: Participation of nitric oxide and renal nerves in the regulation of kidney
function after unilateral nephrectomy in Wistar rats........

1.6. Contract No. 11-D/2007: Participation of nitric oxide and renal nerves in the regulation of kidney
function after unilateral nephrectomy in spontaneously hypertensive

1.7. Contract No. 4-D/2007: Dissemination of antimicrobial resistant strains Streptococcus pneumoniae
— significant cause of community-acquired infections for 2006-2007 year; serotype distribution
and identification of molecular mechanisms of erythromycin-resistant
PNEUMOCOCCH. . vveneenanne..

1.8. Contract No. 7-D/2007: Effect of glucose and insulin on the hypothalamic regulation of
experimental 0beSItY........covviiiiiiiii i

2. Medico-clinical area

2.1. Contract No. 3-D/2006: Surgical treatment of Basal cell and Squamous cell carcinoma.
Evaluation of minimal surgical margins of 3 mm after photodynamic diagnosis of the tumor

2.2. Contract No. 5-D/2007: Occupational allergic contact dermatitis to cosmetics. Clinical and
experimental studies on the role of skin irritant threshold in the contact
hyPersenSitivity......ooveeeeietiitirieieeiterieeeaeaanns

2.3. Contract No. 6-D/2006: Involuntary commitment and discharge in psychiatry — risk assessment
of dangerous behavior for mentally disordered patients.......

2.4. Contract No. 13-D/2006: Investigation of the plasma homocysteine in patients with Parkinson’s
disease, treated with L-dopa and in those treated with other
MEAICATIONS . . ..\ttt ettt e et e e e

2.5. Contract No. 10-D/2007: Interference in postural control and mental task performance in
vestibular patients with and without psychiatric abnormalities.

2.6. Contract No. 14-D/2007: Investigations of cerebral auto-regulation in patients with Parkinson’s
disease and its  relationship  with  severity of disease and effect of
Treatment. ... ..o

2.7. Contract No. 4-D/2006: The unbalanced vaginal ecosystem as a determining factor in
development of ascending intrauterine infection and preterm delivery

2.8. Contract No. 8-D/2006: Genital tract infections as a risk factor for preterm
QO IV Y ottt e

2.9. Contract No. 11-D/2006: Evaluation of the predictive value of the PLGF, VEGF and sFlt-1
receptor of the development of preeclampsia between 18 and 24 weeks of
e 1101 D

2.10. Contract No. 16-D/2007: Evaluation of diagnostic importance of sputum investigation in children
with chronic pulmonary diseases.........................

2.11. Contract No. 5-D/2006: Assessment of the intrinsic radiosensitivity of patients with cervical and
endometrial cancer undergoing pelvic radiotherapy by radiation-induced micronuclei in peripheral
blood lymphocytes...............

2.12. Contract No. 7-D/2006: Prognostic and predictive value of thymidylate synthase expression in
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patients with colorectal cancer..............................

2.13. Contract No. 12 -D/2006: 4G/5G polymorphism of PAI-1 gene and PI**/PI** polymorphism of
the gene encoding Illa subunit of the GP IIbllla receptor in patients with myocardial infarction —a
pilot case-control study in Bulgarian
o0 101 E: 1303 o FO

2.14. Contract No. 12-D/2007: Evaluation of coronary atherosclerosis using flow-mediated dilatation
of the brachial artery and intima-media thickness of the common carotid

2.15. Contract No. 9-D/2006: A comparative study, using two different approaches to investigate the
aldosterone to renin ratio in the screening for primary aldosteronism among patients with
hypertension and adrenal adenomas

2.16. Contract No. 9-D/2007: Oxidative stress in prediabetes — evaluation of the serum
myeloperoxidase IeVels..........oovviiiiiii

2.17. Contract No. 2-D/2007: Prevalence of the metabolic syndrome and investigation of 8-iso-
prostaglandin F2 alpha as a marker of oxidative stress in patients with primary aldosteronism and
essential hypertension..................

2.18. Contract No. 2-D/2006: Objective methods for assessment of anesthetic depth: clinical practice
and economical benefit. Patient comfort..................

2.19. Contract No. 1-D/2007: HBV DNA Genotyping. Influence of the different HBV genotypes on
the clinical course, outcome and prognosis in acute hepatitis

2.20. Contract No. 13-D/2007: Development of an expert computer programme for children’s oral
health status assessment............ooeveeuiieiineiiiiiiiiienennn,

Hnoexc kapma
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Hay4unu pe3yaraTu OT U3CJ1€10BATEJICKHA MPOEKTH (PMHAHCHPAHH OT
Menununcku yausepceurer — Co¢us no peaa na Hapenoa Ne 9 or 8
aBryct 2003 r. 3a ycjioBUsSITA U pe/ia 3a IVIAHUPAHe, pa3npe/leeHue U
pa3xoaBaHe Ha CpeCTBATA, OTIYCKAHH LIeJ1€BO OT IbP:KaABHUS
OI0/KeT 32 MPUCHINATA HA BUCHIUTE YUYHJIHINA HAYYHA HJIH
XYA0KEeCTBEHO-TBOPYECKA eiHOCT
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BnBeaenue

KonkypcHusaT npuHIm Ha GUHAHCHpaHEe HAa W3CIIENOBATENICKU MPOEKTH, Ha 0a3ara Ha CBOOOIHA
KOHKYPCHIIUSI M eKCIIePTHAa OIICHKa Ype3 Npo(EeCHOHATHO MOMOpaHU KPHUTEPHH, € OCHOBEH IIpH
(mHaHCHpaHe Ha HAYYHOM3CJIenoBaTeNcKaTa AeHocT B MeaunnHcky yHUBepcuTeT — Cous u e u3Isio
CHhOOpa3eH ¢ M3UCKBAHUATA HA HAIIMOHATHOTO M MEXTyHaPOTHO 3aKOHOIATEIICTBO B Ta3H 00aCT.

IIpoBexxnanure HayuyHu wusciensanuss B MY — Codus ca MOAYMHCHM HAa HAIMOHAIHU U
BEJIOMCTBCHU 3/[PaBHU U HAYYHH MIPUOPUTETH U ce PUHAHCUpAT 1eiaeBo oT Hanmonanuus Gouy ,,Hayunu
m3cneaaans”’ (HO “HU”) ma MOH, oT MeXayHapogHH IMPOTpaMHd U €BPONEWCKH (POHAOBE U ChHC
CPEICTBA HA YHUBEPCUTETA OT OFOJKETHH U COOCTBCHH MIPUXOTH.

[Ipe3 nocnennute 15 TOAMHU KOHKYPCHOTO MPOCKTHO (PMHAHCHPAHE HA HAYYHUTE pa3paO0TKU Ha
kosiekTuBu Ha MY — Codus, upe3 cucremara 3a oneHka ot Cpera mo menunuacka Hayka (CMH) u
Komucusita o eruka va Hayunute uscnensanus (KEHUMYC), ce yIBbpan TpaiiHO KaTO OOEKTHBEH H
HAayYyHO U3IbpXKaH IIOAXOJ 3a TMOANOMaraHe | IPUIOCTHO (UHAHCHpaHE Ha JeHHOCTTAa Ha
M3CIIeIOBATENICKUTE KOJIEKTUBU Ha yHUBepcuTeTa. OCBEH OCHOBHHTE JIBa TPAaHTa — FOJUIIHHAT TPAHT 32
W3CTIEIOBATENICKH KOJICKTHBU OT (DaKyNTETUTE W YHWBEPCUTETCKHATE OONHUIM, KaKTO M TpaHTa ,,Mian
uscinenosaren”’ Oe pa3pabOTeH HOB KOHKypc 3a ,,CTUMynHpaHe Ha KOJIEKTUBH C BUCOKHM Hay4HH
noctwkeHus”. Ta3u nmpakTUKa e TPOALIDKY U 3a ObJele.

Ha ®urypa 1 ca nmpencraBeHu cpaBHUTEITHU TaHHU 32 POBeACHNUTE KOHKYpcH mpe3 2006 u 2007
roguau. KaTo msio ce HaOMr01aBa TCHCHIMS Ha YBEIUYCHUE HA OpOs Ha MOJAJCHUTE MPOSKTH. TpsiOoBa
Jla ce OTYeTe CHIO M HAPACTHAJIOTO yYacTHe MO OCTaHAJMTE KOHKYPCH, KOETO ChIIIO BIMsE cCHCTEMAaTa 3a
BBTPEIITHO TPAHTOBO (PHHAHCHPAHE.

®urypa 1. CpaBHUTeIHH JaHHHU 32 poBeeHNTe KOHKYpcH B MY - Codus
npe3 2006 , 2007 roquna
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2006 ronuHa 2007 ronuHa
‘ Oopoii, yuacTBa/IM B KOHKYPCa MPOEKTH Dopoii, kiIacupaHu 3a pUHAHCHPAHE MPOEKTH

Ha q)HprI/I 2uile npeacraBeHa yCrieBacMOCTTa Ha U3CJICAOBATCIICKUTE CKUIIA B ITPOBCKIAHUTC
KOHKYPCH B pa3rjieKaaHus N€pruoa, o OTHOIICHUE Ha OTHOCUTCIIHUA )1 Ha (1)I/IHaHCI/IpaHI/ITe IIPOCKTH.
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HabmronaBa ce yBenmueHmne Ha pa3padoTkure oT Meauko-ononorngHata (MbO) u HamansiBane Ha
Te3u oT meauko-kimHnuHa (MKO) n Mennko-counannara (MCO) nayunu obnactu (purypa 4).

®urypa 4. Punancupanu papadorku npe3 2006,2007 u 2008 roaunm,
pasinpe/iesieHH 10 HAYYHH 00,1aCTH

40
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MBO MKO MCO

‘ 82006 romna 82007 romsa ‘

TenpeHuusATa Ha HaMaJeHWE HA HAyYHHUTE pa3pabOTKU OT MEAUMKO-KIMHHYHATA M MEIHKO-
colManHuTe O00NacT Kopelaupa C Ta3M 3a HaMaJsiBaHE HA HAydyHUTe pa3paboTKu Oa3upaHu B
YHHBEPCUTETCKHTE OONHUIM. HamaneHneTo Ha MpPOEKTUTE OT YHUBEPCUTETCKHUTE OONHUIIN, KAKTO U OT
MEIUKO-KIIMHAYHATa M MeIUKa-COI[MalHa O0JacT BEpOSTHO C€ ABIDKM Ha OCOOCHHUS CTaTyT Ha
YHUBEPCHTETCKUTE OOJHHIM. YeHOBeTe Ha aKaJeMHYHUS CHCTAaB HAa YHHUBEPCUTETCKHTE OOJHUIM ca
JUTBXKHHU J]a ce ChoOpa3siBaT ChC CTaTyTa Ha ThPrOBCKO IPYXKECTBO Ha CBOsATa 0a3zoBa opranusanus. [Ipu
TO3M CTaTyT HayYHOM3CIIeIOBaTeICKaTa IEHHOCT He € IPHOPUTET, a KAPUEPHOTO Pa3BUTHE € 33 CMETKa Ha
JIMLETO, CTPEMSIIO Ce KbM HEro, He W Ha MHCTUTYIHATA. ChILNO Taka MEepCOHATHUTE Bh3HATPAXKICHUS Ha
TE3W HAYYHO-TIPEIoIaBaTeICKH KaJIpy ca B NPsIKa 3aBHCUMOCT OT JieueOHO-IMarHOCTUYHATA UM JIEHHOCT
M0 KIIMHWYHU ITHTEKH, KOETO JONPUHACS 3a IEMOTHBAIIMATA UM 32 HAy4YHA JICHHOCT.

Hauanoto Ha koHkypc “Muax nscnenosaten” B MY — Codus e mocraseHo npe3 2003 roauna, Bb3
ocHoBa Ha T. 13 (1) or [IMC Ne 16/30.01.2003 r. u oTmyckaHuUTe CpeiCTBa ¢ Or/pKeTHaA cyOcuaus. B
TO3M KOHKYpC Ha 0a3ata Ha CBOOO/IHA KOHKYPEHIUS M €KCIIePTHA OIEHKA Ce MOJ0MpaT N3CIIe0BATENICKH
NPOEKTH, pa3paboTeHH W MpeAcTaBeHH OT JokrtopaHTH Ha MY — Codwus 3a ¢uHaHCOBa Mmojkpena Ha
pa3paboTKUTE BBB Bpb3Ka C IOKTOPAHTYpaTa.

Ha ®urypa 5 e npeicTaBeHO ChOTHOLIEHUETO MEX Ty KaHIUIaTCTBALINTE U KJIACHPAaHHU MPOEKTH IIpe3
2006 u 2007 ronuau. YBEeITHMYSHUETO Ha Oposi Ha (PMHAHCHPAHUTE MPOEKTH € MOJI0KUTEIIHA TEHACHIHA 32
pa3BHBaHE Ha YMEHUS 3a pa3paboTBaHe HA HAYYHH IPOSKTH 32 BHHIIHO (prHACUpaHe.
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@urypa 5. CbOTHOIICHHE MEXAy KaHAUIATCTBAIMTE U KIACHPAHUTE 3a (MHAHCHPaHE MPOCKTH B
KoHKypcute "Miax uzcnenosaren 2006 u 2007 roguaN"
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2006 2007

D o6 6poit npoexktn B KIacupaHu MIPOEKTH ‘

Pa3paboTkuTe OT BCHYKM HaydHH oO0JacTh yBennm4daBaT cBos Opoil. OT Tpure obmacTu
TPaJAUIIMOHHO HA-MHOTO pa3pabOTKH MMa B METUKO-KIIMHUYHATA 00JIacT, ClIeIBAaHA OT Opos pa3paboTKu
B MEIMKO-OMOJIOTMYHATA U Hall-MaJIKO B MEIMKO-COlMaHaTa ooact (Purypa 6).

®@urypa 6. Paznpenesienne Ha puHaAHCHpaHuTe NpoeKTH npe3 2006 u 2007 roauHU M0 HAYYHH
obacTu

MBO MKO MCO

‘ 02006 roquaa 82007 roguHa

3a
pasnuka OT KoOHKypca ,Ipantr 20077, mno-rojsMata € aKTUBHOCTTa Ha JOKTOPAHTUTE OT
VYHuBepcHTETCKUTE OOHHIIM, B CpaBHEHHE C Te3U 0T CTPYKTYpPHHUTE 3BEHA.

B nHacrosmums cOOpHMK ca MpEACTaBeHU pe3toMeTaTa Ha MpoekTure, ¢puHaHcupaHu npe3 2006-
2007 ronuan or CMH B u3nbiHeHNe Ha U3UCKBAaHUATA Ha pa3nopenoure Ha wi. 2. Ha Hapen6a 9/2003 3a
YCIIOBUATA U pella 3a IUIaHUpaHe, paslpe/ie]ICHUe U pa3Xxo/iBaHe Ha CPeJCcTBaTa, IPEJOCTaBsIHU LIEJIEBO OT
IbpKaBHUS OIOPKET, 3a MPUCHINATA HAa BHUCIINTE YUYWIMIA HaydyHa WM XYJ0’KECTBEHO-TBOpYECKa
IIEUHOCT.

[IpoexTute ca pa3aeneHy MO HAYYHU HampaBiCHUS: MEAMKO-OMOJIOIMYHH, MEIUKO-KIMHUYHU U
MEIMKO-COIMATHH, 2 B PAMKUTE Ha HAYYHOTO HAIPaBJIEHHE — 110 CIIEIUATHOCTH.

IIpo@. n-p Banbo MuTteB, 1M, 10H IIpo@. I'enka IlerpoBa, nd, 1dpu
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OuensiBail ekun — ¢bCTaB HAa CbLBeTa M0 MEeANIIMHCKA
HayKa KbM AKaJeMUYHHUS CbBeT HA MeauIMHCKH
yausepcurtet — Codus

I. Manaat anpua 2006 — anpui 2008 r.:

Ipeacenaresn:
1. TIpodp. m-p MUBAH T'EPTOB MWUTOB, mm, nom — M®, Karempa ,,MenunuHcka
MHKPOOHOJIOTHS .

Cexperap, ¢ npaBo Ha rJjac:

2. [1-p THHKA BOAHOBA BEKAPOBA — MY - Codus, Pexropar, PvkoBomuten Otaen
»Hayka”.

Yienose:
3. Ui xop. npod. UBAH '’EOPITMEB UBAHOB — BAH, MacTUTyT 110 MOJIEKyIsipHa OHOJIOTHSL.
4. IIpod. x-p IFIOBOMUP HUKOJIOB KA3AKOB — BAH, UaCcTHTYT 11O HEBPOOHOIOTHSL.

5. [Ipod. PYMEH I'EOPT'MEB TTAHKOB — CVY ,,Cp.Cs. Kiiument Oxpuacku”, buonorudecku
¢dakynrer, Karenpa «Kierbuna Ouonorus».

6. IIpop. n1-p AHACTACHA BOXUIIOBA WIIMEBA-IIACTUPOBA - M®, Karenpa
«AHATOMMS, XUCTOJIOTUSI U eMOPHOJIOTHS.

7. Ilpod. n-p EJIEHA MJIAJJEHOBA HIMIIKOBEHCKA - ®O0O3, Kareapa «IIpeBanTuBHA
MEIUIIMHAY.

8. IIpod. n1-p KAMEH HUKOJIAEB HAYEB — M®, Kareapa «Knunuuyna nabopatopus u
KmHnYHA uMyHOJoTHs», Y MBAJI «Anekcaunaposcka» EAJL.

9. Tlpod. n-p CABMHA 3AXAPUEBA 3AXAPHUEBA — M®, KI| 1o €HIOKpUHOJIOTHUS W
repontonorusi, CbAJIE «Akan. Usan [lenue» EA/I.

10. Hou. n-p POCULA UIIMEBA KABAKYMEBA - ®JIM, Karempa «/lercka neHTamHa
MEIUIIITHA.

11. Jou. a-p CHEXAHKA 3AIIPUHOBA TOIIAJIOBA — IIMPUHCKA — ®©JIM, Kareapa
«KoHcepBaTtuBHO 3p0051€4EHUEY.

12. lou. CTE®KA HUKOJIOBA TUTEBA — ®®, Kareapa «TexHojorusi Ha JIeKapCTBEHUTE
cpencTra ¢ ouodapmarus.

13. Jou. MJIIKO HUKOJIAEB T'ETOB — ®®, Kartenpa «Opranuzanus ¥ HUKOHOMHKA Ha
dhapmaraTay.

14. JTorr. AJIEKCAHABbP BOPUCOB 3JIATKOB — ®®, Kareapa «DapMarieBTUIHa XHMUS.
15. I'n. acucr. HUKO MOCU® BEHBACAT — ®®, Kareapa «DapMaKkorHo3us 1 GOTaHHKA.
16. IIpod. x-p PAJOCIIAB AJIEKCAH/IPOB I'bPUEB — M®, Katenpa «Duznonorus».

17. Tpod. a-p MOPJAHKA BEJIMKOBA Y3YHOBA — M®, Karenpa «Yponorus», YMBAJI
«Anekcanaposcka» EAJI.
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. 18. Jlow. 1-p BOPSIHA TIETPOBA JIEJIMHCKA — M®, KI[ o Hebponorus, YMBAJI «L{apuma
Hoanna» EA/I.

19. Hou. a-p [IETBO 'EOPTMEB TOKOB — M®, Katenpa «O0mia u onepaTHBHA XUPYPTH»,
YMBAIJI «AnekcanapoBckay» EAJL.

20. Jlou. a-p BACWJI AUMUTPOB JUMUTPOB — M®, Kl no aneproaorus, YMBAJI
«Anekcanaposcka» EAJI.

21. Jlon. a-p PYMSHA CBBUEBA TAPHOBCKA-KBJIPEBA — M®, Kareapa «Bbrpeinnu
oonectny, YMBAJI «Anekcanapockay EAJIL.

22. lou. n-p BEHETA CAIIOBA BOXMHOBA-YAMOBA — M®, Karenpa «Hespomnorusi»,
YMBAIJI «CB. Haym».

23. lou. n-p ITEHKA WJIMEBA TTEPEHOBCKA — M®, Karenpa «/lercku 6onectm», MBAJI
«Anexcanaposcka» EA/I.

II. Mangat okromBpu 2008 — okromsBpu 2012 r.

IHpencenaren:

1. TIpop. TEHKA HMBAHOBA TIETPOBA — TAIIKOBA, adu — 3amectHuk-PexTop Mo
HayyHaTa faeitHoct Ha MY — C odus.

Cexperap, ¢ npaBo Ha rJac:
2. 1I-p AHTOAHETA MOPTAHOBA KOCTOBA — MII «JleTcko 31paBey.
Yaenose:

3. Ilpod. n-p AHACTACHUA BOXUIOBA WIIMEBA-ITACTUPOBA - M®, Kareapa
«AHATOMMS, XUCTOJIOTUSI U EMOPHOIIOTHS.

4. ITpod. a-p PAJOCJIAB AJIEKCAH/IPOB I'bPUYEB - M®, Katenpa «Pu3nonorus».

5. Jom. m-p IBETAJIMHA MBAHOBA TAHKOBA — M®, KI[ mo eHIOKpUHOJOTHS U
repontonorus, YCBAJIE «Akan. Usan [lenues» EA]JI.

. 6. on. a-p BOPSIHA TIETPOBA JIEJIMHCKA — M®, KII 1o medponorus, YMBAJI «Ilapuma
Hoanna» EA/I.

7. Jdou. a-p POCHULA W/IMEBA KABAKUMEBA - ®JIM, Karempa «/lercka mentamHa
MEIUIIHHAY.

8. Homn. a-p CHEXAHKA 3AIIPUHOBA TOITAJIOBA-TIMPUHCKA - ®JIM, Kareapa
«KoncepBatuBHO 36001€UCHUCY.

9. ou. [INTAMEH TOJJOPOB MEMKOB — OO, Karenpa «DapMaleBTUUHA XUMHUSI.

10. Hou. n-p AHPU AHXKEJI ACTPYT — ®®, Kareapa «DapmMakonorusi 1 TOKCUKOIOTHD».
11. JTorr. 3BAXAPUHA AHI'EJIOBA CABOBA — ®03, Karenpa «MeauimHCKa Te1arorukay.
12. Jlou. n-p BACUJI TIMCEB KOCTOB — ®03, Karenpa «IIpeBaHTHBHA MEAUIIMHAY.

13. Yn. kop. mpod. n-p PAJOMUP T'EOPTUMEB PAJOMMUPOB - BAH, Huctutyt 1o
HEBPOOHMOJIOTHSI.
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14. TIpo¢. AJIBEHA BOPUCOBA MOMUYMNIJIOBA — BAH, HuactuTyT 1o 6noduznka.

15. Jlou. a-p 3JIATKO HUKOJIOB KBJIBAYUEB — HI3IIb, Jlabopatopus «MonekynsapHa
BUPYCOJIOTHSD).

16. Hou. a-p JOPA HHKOJIOBA IIOIIOBA — MBAJICM «H.U. Iuporosy, OtaenexHue mo
TpaHc(hy3HMOHHA XEMATOJIOTHSI U UMYHOJIOTHSI.

17. J1-p TUXOMUP ITbPBAHOB TOJ/IOPOB - penosen pokropant B M®, Kareapa
«MeIuIMHCKa XUMUSI 1 OHOXUMUSD).

CbcraB Ha KoMucusATa 10 €TUKA HA HAYYHUTE U3CJIeIBAHUSA
(KEHUMYC) kbM MeauunHcku yausepeurtet - Codus

3anoBen Ne P-467/30.05.2006 r. na Pexropa na MY — Codust
IHpeacenaresn:
1. Ipod. n-p APATA MBAHOBA TOHYEBA, nM, M®, Karempa ,,Menunuacka
TeHEeTHKa .
Yienose:
2. IIpo¢. TIETKO MUHYEB MMHYEB — KIIbb, CBAJI,,CB.Codus” EA/I.
3. Ipo¢. JFIOBOMHNP HUKOJIOB KA3AKOB — BAH, UncTtutyT no ¢uznonorus.

4. Ilpod. n-p CALLIKA PYMEHOBA IIOIIOBAp am — @03, Karenpa ,,Menununcka
€THKa U 3[PaBHU I'PUXKH .

5. Ilpodp. AHI'EJIMHA MJIIMEBA KHUCEJIOBA — ®/IM, Karenpa ,,JIunieBo-uentocTHa
PEHTTEHOJIOTHS U OpaJIHA JUArHOCTHKA .

6. Ilpop. HNCKPA TIIETPOBA AJITBHKOBA - M®, Karempa , Kinuaudna
naboparopust u knmuauaHa umyHnonorus”’, MBAJI ,,Cs.UBan Puncku” EAJI.

7. Hom. MJIMAHA WJIMEBA MOHKOBA - @O, Karenpa ,,DapmakorHo3usi u
OoTaHuKa”.

8. CJIBUSd ACEHOBA TOMOBA - rmaBeH ropuckocynr Ha MY — Codus,
Pexropar.

9. UIJIMKA TOJOPOBA WOPJAHOBA - pemosen moktopant, M®, Karempa
»AKYIIEPCTBO U THHEKOJIOTHUS .

10. Orenr BOXNUJAP CTOAHOB — Xpawm ,,C.Tpoura”.
CEKPETAP:
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H-p TUHKA BOSHOBA BEKSIPOBA, MY — Codus, Pexropar, otmen ,,Hayka”
(Bpemenno wm3nwaHsgBama ¢ynkinuure Ha Cekperap Ha KEHUMYC - 3amosen Ne P-
199/12.03.2007 r. vHa Pextopa Ha MY — Codus).

Cocra Ha Komucusita mo eruka Ha HayYHUTE
m3caeapanuss (KEHUMYC) kbM MeauuuHCKHA
yHuBepcuret - Codust

Ha3znauyena cbc 3anoBex Ne P-133/17.02.2009 r. na PexTopa na MY — Codus
IIpencenare.:

1. IIpod. a-p CALLIKA PYMEHOBA IIOIIOBA, nm, 3amecTHHK-pekTOop Ha MY —
Codus, PpkoBoauten Karenpa ,MeaunuHcka etuka u npaBo” Ha dakynrtera 1o
OO0IIIECTBEHO 3/paBe.

Yenose:

2. UYnen-xkopecnongent mnpod. a-p MUIJIA BIIACKOBCKA - M®, Karempa mo
(bapMaKoIoTusi U TOKCUKOJIOTHSI.

3. Ipod. n1-p KAMEH LAYEB - M®, Karenpa mo kimHHUYHA JabopaTopus H
KJIMHUYHA UMYHOJIOTHUSI.

4. Ilpod. n-p AHI'EJIMHA WJIMEBA KHUCEJIOBA — ®JIM, Karenpa no muneso-
YeJIIOCTHA PEHTICHOJIOTHS U OpajiHa INarHOCTHUKA.

5. Tpod. a-p UBAWJIO JIIOAMUJIOB THhPHEB, M®, Karespa 1o HEeBPOJIOTHSL.
6. Hou. n-p XPUCTO XEJIEB XEJIEB — M®, Kareapa mo neguarpusi.

7. Hou. MJIMAHA WMJIIMEBA MOHKOBA - OP, Karenpa ,, PapmMakorsHosuss u
OoraHuKa”.

8. TI'm. acuct. PAJIKA KbHEBA — M®, Karenpa 1o MeIuiimHCKa XUMHSI U OMOXUMUSL.

9. Jokxropant MOMUYNII AHTOHOB HUHKOJIOB — M®, Karenpa mo MemuImHCcKa
XAMUS U OMOXUMHS.

10. AxBokar UBAMJIO CTAMKOB, .

Cexperap:
J-p TMHKA BOSHOBA BEKAPOBA, MV — Codus, Pextopar, otaen ,,Hayka”.
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|. Kouxkypcu ,,I'pant’ 2006” u ,,I'pant’ 2007
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Meauko-0MoJJOrun4Ha 00J1aCT
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1.1. Torosop Ne 40/2006 r. nva MY — Codus
HAYYHO HAITPABJIEHHE: Koxa. MonekynsipHa Ouonorus u renetika. buoxumus. Metaboaussm

TEMA HA U3CJEJOBATEJCKUSA NPOEKT: BnusHue Ha cenekTUBHUAT nHXuOUTOp Ha CK2 —
TBB BbpxXy KIeThYHHUS LMKbBI HA aBTOKPUHHO NPOJH(epHpalid HOPMAalTHH, YOBELIKH, CNUAECPMATIHU
KEepPaTUHOLUTH

HNEPUOJ HA ®PUHAHCOBA MNOJAKPEIIA: 2006 1.
BOJAEI U3CJIEJOBATEJL: 1-p Bnranumup KoctaguaoB Helides, cTapin acUCTEHT
YJIEHOBE HA U3CJEAOBATEJICKHWS EKUIT:

e Awntonus Pymenosa Hcaesa, Ouoinor, Katenpa mo Xumus u ouoxumusi, MO, MV;

o JI-p JlroOka ['aBpunoBa CrosiHoBa — MuteBa, riaBeH acucteHt, Katenpa mo JlepMaTtosiorus u
BeHepoJiorus, MO, MVY;

o bunsna ['eopruesa ['eopruesa, PhD, crapmu acucrent, Karenpa nmo Xumus u ouoxumus, M®D,
MY

AJPEC 3A KOHTAKTM: Karenpa mo Xumus u ouoxumus, M®, MY, yu. 3apase 2, 1431 Codus,
ca.ten.: +359 2 9172 692

BA30OBA OPTAHU3ALIUA: MY, M®, Katenpa mo Xumus 1 OMOXUMUS
PE3YJITATHU.

[Ipunaranero Ha crneunpuuyanar 3a CK2 waxubutop-TBB B HOpMamHH, €KCHIOHEHIHAIHO
pacTsIM KepaTUHOIUTH MPeIM3BUKBa HapyllIeHHe B KJIEThYHUS LIUKBI U KIeTh4YeH apecT. B pesynraTt Ha
HEro KIETKHTE ca ,,HeCIOCOOHW” [1a OCBHINECTBIT MHUTO3a. T0Ba BEPOATHO C€ ABDKA HA CHITHO
nHXuOupanusaT (npudnusurenno 90% wnuxubupane) npouec Ha JJHK cunTes. AHTHpEIIMKAaMOHHUAT
epext Ha TBB He ce apmku Ha HapylieHus B mpoliecute Ha mpecuHTetnuHara G1 ¢aza. Twit karo
oentrunute HUBa Ha PCNA u E2F He ce mosnusBar ot Hamanenata aktuBHocT Ha CK2. He ce nnaynmpa
eKCIpecHsiTa Ha peryJaTopuTe Ha KIEThYHMS HMKBI-p21 U p53. Bcuuko ToBa mokasBa, ye aKTUBHOCTTA
Ha CK2 e ot orpoMHO 3HaueHHWe 3a Mpolleca Ha pelvivKanus W He kacae nmoarorButenHara Gl dasa.
Hapen ¢ edexra npousBeieH BbpXy NPOTHYAHETO HA KIETHUHUS IUKBJI Oelle OTUYETEHO 3a IIbPBU BT, U
KEepaTHHOLMTHATa OPHUTUH JleKapOOKcuiIa3Ha akTuBHOCT ce perynupa ot CK2. Uuxubupanero Ha CK2
penyunpa 1o J030-3aBUCUM ITbT MHTpALENyJapHUTE HUBA B HAl-TOJIsIMa CTEIIEH Ha MYTPECLHHA U B I10-
MajJKa Ha HEroBUTE JIEPUBATU-CIIEPMUAMH M clepMuH. HamansBaHeTo Ha KOHIIEHTpalusATa Ha
MyTpeCLHA Ce ABKU Ha MOHWXKeHa akTuBHOCT Ha ODC, a He Ha HamalsiBaHe Ha OENTHYHHUTE HUBA HA
ODC. BeposTHOTO mHpoanonToTHYHO aAekcTBue Ha TBB Moke nma ce wWrHopupa, ThH Karo He ce
HaOroaBa MHIYKIHS Ha P53, YBENMYCHHETO HAa KOWTO € €IHO OT IbPBHTE CHOUTHS MPEAXOXKAAIIN
pa3pyllaBaHeTo Ha KJIETKata.

Hayunusar or4yer e mpuer ¢ BMCOKA onenka mo ckajara Ha CbBeTa N0 MeIMIMHCKA
HayKa.

1.2. Jlorosop Ne 21/2007 r. Ha MY — Codus
HAYYHO HAIIPABJIEHHME: Koxa. Monekynsipra 6uosorus u renetuka. buoxumms. Metabonuzsm




Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-27 -

TEMA HA M3CJIIEJOBATEJICKHUS ITPOEKT: Uscnensane Ha edekra Ha creruduunns CDK-
naxudurop CYC202 sepxy HPV16 E6 u E7-tpanchopmupann 4oBemKd KepaTHHOLUTH

HNEPUOJ HA PUHAHCOBA INOJAKPEIIA: 2007 1.
BOJEII U3CJIEJJOBATEJI: I'anka HecropoBa AtanacoBa
YJIIEHOBE HA N3CJIEJOBATEJICKHA EKUIT:

e Awntonus Pymenosa Hcaesa, Ouoinor, Katenpa mo Xumus u ouoxumus, MO, MV;

e [Ipod. n-p Banno MBanos Mures, 1M, 16H, Kareapa nmo Xumus u 6uoxumusi, MO, MY.
AJIPEC 3A KOHTAKTM: Kareapa no Xumust u ouoxumusi, MO, MY, yu. 3apase 2, 1431 Codus
BA30OBA OPTAHU3ALMSL: MY, MO, Kareapa XuMust 1 OMOXUMUS
PE3VYJITATH:

B Hactosmero npoyuBane uscieasaxme edexra Ha CDK-unxudurop CYC202 Bepxy HPV16 E6
u E7-tpanchopMHpaHM 4YOBEIIKH KEPaTUHOLUTH, B KOMTO (YHKIMOHUPAHETO HAa HHXMOMTOpa Ha
wieTbunus wukea  p21°°' e mapymeso ot  BupycHHTe reHH.  L[UTOTOKCHYHOCTTAa M
anTunpoiudeparusHoro neiicteue Ha CYC202 0sxa ycranoBenu 4pe3 MTT tect u ananmm3 Ha JJHK
pemmnkanusara. Edexture My Bbpxy MAPK curHamHo-TpaHCHIyKIMOHHMS TBT OfXa OTYETEHH upe3
Western blot analysis. CYC202 edexTiBHO MOTHCKA 110 J030-3aBHCUM T Tposudeparusta Ha E6 u E7-
Tpanchopmuparnn  kepatmHOIMTH. I[petwpanero ¢ CYC202  mpeaW3BUKBa  YyCTBUTETHO
KOHIIEHTpAIlMOHHO-3aBUCHUMO akTuBHpaHe Ha p38 MAPK. Haii-BucokaTa npuiiokeHa KOHIEHTpaIys Ha
nHXHOMTOpa moHMkaBa aktuBHOcTTa HA ERK1/2. leiictBuero CYC202 He 3acsara (yHKIIMOHUPAHETO HA
JNK1/2. B pesynrar Ha HapacHanata aktuBHOCT Ha p38 MAPK ce yBenmuaBa u dochopunnupanero Ha
Herinus edexrop HSP27, nokaro motuckaHero Ha aktuBHOCTTa Ha ERK1/2 Boau mo moHmwkaBaHe Ha
JHK-cBBp3Baiara akTHBHOCT Ha TPAHCKPUIILIUS PETYIATOP C-MYC.

HAYYHHU ITYBJINKALINUA:

e Atanasova G., Isaeva A., Poumay Y., Mitev V. Effects of the CDK-inhibitor CYC202 on p38
MAPK, ERK1/2 and c-Myc activities in papillomavirus type 16 E6- and E7-transformed human
keratinocytes. Oncol. Rep. 18, 2007, No 4, 999-1005;

e Atanasova G., Isaeva A., Ivanova P., Kalenderova S., Poumay Y., Mitev V. Pharmacological
growth inhibition of papillomavirus tye 16 EGE7-transformed keratinocytes by the CDK-inhibitor
CYC202. Comptes rendus de I'Academie bulgare des Sciences. Tome 60, 2007, No 2, 183-188.

Hayunust otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha ChbBeTa mo MeIHIHMHCKA
HayKa.

1.3. Jlorosop Ne 13/2007 r. Ha MY — Codmus
HAYYHO HAITIPABJIEHHE: Koxa. buoxumus. Merabonnzsm. MonekynsipHa O10JIOTHsI M TeHETHKA.

TEMA HA H3CJIIEAOBATEJICKUSI NPOEKT: HM3cnenpane Ha ekcIpecusTa, CyOKJIeThIHATa
JIOKQJIM3alisg U peryjaTopHu (YHKIUMH Ha Maikus [-OeiaTbk, Racl, B 4YOBCIIKM KEPATHHOLMTU U
CMUIEPMHUC

NEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2007 r.
BOJIEI U3CJIEJOBATEJL: Banentun CroiiueB JI03aHOB, cIEIUaIUCT-XUMHUK
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YJIEHOBE HA N3CJIEJOBATEJICKHA EKUIT:

e Exarepuna MapunoBa Huxonosa, PhD; Karempa nmo Xumus u buoxumus, MeauuuHcKku
®akynret, ya. 3npase 2, 1431 Codus, Ten. +359 2 9172 692.

AJIPEC 3A KOHTAKTMH: Kareapa no Xumus u buoxumus, Menununcku dakynrer, yiu. 3npase 2,
1431 Codus, temn. +359 2 9172 592/ +359 2 9172 692

BA30OBA OPI'AHU3ALUA: [lexanat Ha Menumuackn DakynTeT
PE3YJTATMU.

Racl e mpenctaButen ma Rho cemelictBoro Ha Mankute I'Tdasm, KOWTO ce ekcrpecupa B
3HAYMTENIHA CTEIEH B eNUIepMalHi KepaTuHOUUTH. B mMumku 3Hadenuero Ha Racl 3a mopabpikaHe Ha
enuaepMuca € J0cTa NPOTUBOPEUMBO. B KepaTHMHOLMTH C YOBEIIKHM Mpou3Xonx poisra Ha Racl B
KOHTpOJIa Ha KJIETHUHHS PacTeX W JudepeHlranus Bce Olle He € U3sICHeHa. B HacTosIoTOo n3cneaBane
Hue u3noisBaxme Meroxa Ha PHK uHTepdepenuunsta, 3a ga mocTuraeM crenquduyHO MHXUOUpaHE Ha
ekcripecuata Ha Racl B KydITMBHpaHM 4YOBEIIKM KEPaTHMHOIMTH M BIIOCIEJACTBHE Ja aHaJIU3UpaMe
MOCTCTUIINTE BBPXY Mponudepanusta U audepeHnuanusTa. Hue ycTtaHoBHMXME, 4Ye aBTOKpHHHATA
nposndepanysi Ha YOBEIIKUTE KEPAaTHHOLWTH OCTaBa HEMPOMEHEHa B pe3yiTaT OT 3aTHIIABAHETO Ha
Racl. Cynpecusita Ha Racl, obave, mHAaynmmpa mpexaeBpeMeHHa AudepeHmnanus, KaKTo I0Kasa
eKcrpecHuaTa Ha IUQepeHIuanuoHHuTe Mapkepu (kepatuH 10 W HMHBONYKPHH), HO TI0O MEXaHHU3BM
HE3aBUCHM OT P38 MHTOreH aKTUBHUpyeMaTa NMPOTeHH KHHa3a. B mombnHeHHe, HHE yCTaHOBHUXME, e
edexture oT Racl 3aruimaBaHeTo BbpXy KepaTHHOLUTHATA AU(EpEHIMALUS Ce ChIIBTCTBAT C HETaTHBHA
perymanus Ha Ser62/Thr58-pochopunupaneTro Ha TpaHCKpuniuoHHus (akrop c-Myc — wusBecTeH
MEXaHU3bM, KOHTPOJMpal] MOCTTPaHCIAMOHHATA CTaOMIHOCT Ha c-MyC - mporemna. O6oOuieHH
HAaIUTEe pe3ylTaTH JeMoHcTpupar, 4e Racl mnoarucka npexaeBpeMEHHaTa eKCIpecHs Ha
IudepeHIMallMOHHUTe MapKepyu B  NpodudepHpalid YOBEUIKH KEPaTUHOLUTH, IOCPEACTBOM
yIpaKHSBaHE Ha MO3UTUBEH KOHTPOJ BBPXY aKTHBHOCTTA U MPOMOP-CBBpP3BallaTa akTHBHOCT Ha C-MYyC.

HAYYHHU ITYBJINKALINUA:

¢ Nikolova E., Mitev V., Minner F., Deroanne C., Poumay Y. 2008. The inhibition of the
expression of the small Rho GTPases Racl, induces differentiation with no effect on cell
proliferation in growing adult keratinocytes. J Cell Biochem. 103(3):857-64.

Hayunusar or4er e npuer ¢ BHCOKA ounenka mo ckajara Ha CbBeTa N0 MeIUIMHCKA
HayKka.

1.4. lorosop Ne 54/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHE: Koxa. buoxumus. Merabonuzsm. MonekynsipHa OHoorus U reHeTHKa

TEMA HA MU3CJ/IIEAOBATEJICKUSA ITPOEKT: MscnenBane Ha pacTekHaTa posid Ha Mallkara
I'Tdaza Racl B yoBemiku KoxxHU (HruOpodIacTu

HNEPHOA HA ®UHAHCOBA ITOAKPEIIA: 2007 r.
BOJEILI U3CJELOBATEJIL: ITpod. a-p Banvo MiBanoB Mutes, aM, 10H
YJIEHOBE HA U3CJEAOBATEJICKHSA EKUIT:

e Ekarepuna MapuHosa Hukonosa, 16, Katenpa no Xumus u bruoxumus, Meanuackun dakynrer,
MY — Codus.



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-29-

AJPEC 3A KOHTAKTM: Kareapa mo Xumus u buoxumusa, Megummackn ®@akynrer, yi. 3npase 2,
1431 Codus, ciryxk. Tem: +359 2 9172 964

BA30BA OPI'"AHU3ALUA: Menununcku ®akynret, Karenpa no Xumus u buoxumus
PE3YJITATM:

[Ipomudeparuara Ha mgepMamHuUTe (GUOPOOIACTH € KPUTHYHA 3a IMOXILPKAHETO HAa KOYKHATa
xomeocTaza. Mankara Rho I'T®a3za, Racl, e ugentuduumpana karo npeaaBaTes Ha MponuepaTHBHA
CUTHAJIM B Pa3IMYHH KIIETHUYHU THUIIOBE, HO B HOPMAJHH YOBEIIKH JepMalTHU (QHOPOOIACTH 3HAYEHHUETO
Ha Racl 3a KOHTposa Ha KJIETBYHHA PACTEK HE € M3CIEIBAHO J0Cera. B HAcCTOSAMIOTO MpoydyBaHE HUE
npwioxkuxme mMerona Ha PHK unTedepenuunsTa, 3a nja moaTHCHEM eKcrpecHsara Ha eHporeHHus Racl
MPOTEUH U J1a u3cjeaBaMe MOCIESANLUTE BbPXY YOBEIIKU KOXHH QuOpobracTy. 3aTumasaneTo Ha Racl
npean3snka naxuoOupade Ha JIHK cuHTe3ara B woBemkuTe aepMaiaHu Guopodimactu. To3m edekt He ce
MeAuupa OT MOATHCKAaHE Ha IIEHTPATHUS TPAHCAYKTOp Ha mponudepatusan curaanu, ERK1/2, auto ot
aKTHBHpaHE Ha MPO-aloNTOTHYHATa p38 - MUTOTEeH aKTUBUpyeMa NMpOTeHH KuHaza. KaTo mocnenuna ot
cympecusita Ha Racl-ekcmpecusita Hue HaOmromaBaxme TOHWXKEHO (ocdopunupane Ha c-Myc,
JEMOHCTPHUPAWKH 32 TBPBU BT, Y€ B YOBEIIKH KOXHHU (Qubpodmactu Racl ympaxHsIBa KOHTPOT BBPXY
npoiudepanuaTa Ha HopManHuTe (udpobiactu mocpeactsoM (ocdopuiupane Ha c-Myc. Hamure
pesynraTu mokazaxa, 4e Racl aktuBmpa mponudeparmsita Ha HopMagHUTE (GHOPOOIACTH TOCPEICTBOM
cTuMmynupaHe Ha c-Myc dochopunmpanero 6e3 aa 3acsra ERK1/2 aktuBHOCTTA.

HAYYHU ITYBJIUKALUUA:

¢ Nikolova E., Mitev V., Zhelev N., Deroanne CF., Poumay Y. 2007. The small Rho GTPase Racl
controls normal human dermal fibroblasts proliferation with phosphorylation of the oncoprotein
c-myc. Biochem Biophys Res Commun.359(3):834-9.

Hayunusit otuer e npuer ¢ OT/THYHA ouenka mo ckajara Ha CbBeTa mo MeIMIHHCKA
HayKa.

1.5. lorosop Ne 19/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHE: Koxa. MonekymnsipHa Ouos0orus 1 renetuka. buoxumus. Metabonuzsm

TEMA HA M3CJIEAOBATEJICKUSA ITPOEKT: Uscnensane Ha posata Ha CK2 B perynanusra Ha
TeHa 3a HHBOJYKPUH

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 1.
BOJEII U3CJIEJOBATEJIL: Cunsus I'eopruesa Kanenneposa, cTapiiy aCHCTEHT
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

e Awntonus Pymenosa Hcaesa, Ouosor, Katenpa nmo Xumus u ouoxumus, M®, MY — Codus;
e [Ipod. n-p Banbo MBanos Mures, 1M, 16H; Kareapa no Xumus u ouoxumusi, MO, MY — Codus.

AJIPEC 3A KOHTAKTM: Kareapa no Xumust u ouoxumusi, MO, MY - Codus, 3apase 2, Copus —
1431, ci.ten. +359 2 9172 586

BA30OBA OPITAHU3ALUA: MY - Codus, M®D, Karenpa mo Xumust 1 OMoXxuMust
PE3YJITATU:

B Hactosmero wu3cnenBaHe 0sixa yCTAaHOBEHHM 3a IIbPBHU IBT (PYHKIMOHAIHHM B3aMOBPB3KH
mexay CK2 m MAPK cewmeiictBoro. Hopmannoro ¢ynknuonupane Ha CK2 e yact oT cursaiHo-


http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Nikolova%20E%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Mitev%20V%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Zhelev%20N%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Deroanne%20CF%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Poumay%20Y%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
javascript:AL_get(this,%20'jour',%20'Biochem%20Biophys%20Res%20Commun.');
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TPAHCAYKIIMOHHUTE MEXaHW3MH, pPEryJIvpailyd aBTOKPHHHATA KEPaTHHOIMTHA mpoiudepanus u
MMOTHCKAHETO HA HEWHATa aKTUBHOCT APACTUYHO TMOHMXAaBa IO J[030-3aBHCHUM IThT KEPAaTHHOILUTHATA
peruikanus ©u  c1abo  TPOMEHS  KEpPaTUHOIMTHATA  JKM3HECIOCOOHOCT. CHIIHO — HaMalleHUST
nponudepaTHBeH CTaTyC Ha KEPATHHOIMTUTE € ChIPOBOACH C: |. mHakTuBupane Ha ERK1/2-eaun ot
TNIABHUTE MUTOTHYHH PETYJIATOPH HA KePaTHHOIUTHATA Mponudepanys, 2. 1030-3aBIUCUMa aKTHBAIUS Ha
p38 MAPK, 4usTO aKTUBHOCT € OT IBPBOCTENCHHO 3HAYCHHE 3a Tpexoaa OT nposmdepanus KbM
nudepeHImanys Ha MOJIeTTHATA CHCTeMa. B IONbJIHEHHE Ha JIMIIcaTa Ha MMPOMsHA BB (DYHKIIHOHUPAHETO
Ha KEPaTHHOIIMTHATA MUTOXOHJpPUAIIHA JIEXHUJPOTeHa3a HE Ce MPOMEHs W 0a3alHara aKTHBHOCT Ha
JNK1/2, ynero akTuBHUpaHe TPaJUIMOHHO CE CBBP3BA C AaMONTOTHUYHHUS Mpolec. Te3u OpUTHHAIHU
pe3yiTaTH IEMOHCTPHUPAT 3a IIbPBHU ITBT, e akTuBHOCTTa Ha CK2 ¢ He camo HeoOXoauMa 3a HOPMAaTHOTO
MpoTHYaHEe Ha TpoiudepanusaTa, HO U 4Ye BEPOSTHO HEHHOTO TOHIDKABAaHE € YacT OT CHUTHAIHO-
TpPaHCIyKIMOHHATA PETyJialius Ha Mpexojaa oT mponudeparus KbM TUGEpEHIUANS HA STHISPMATHUTE
KEPATHHOITUTH.

HAYYHHU ITYBJIUKAIIUUA:

e Ucaea A. Ilpomeun xunaza CK2: cmpykmypa, ¢pyukyuu u namozener nomenyuai. CbBpeMeHHa
Meaununa. LVIIL, 2007, No 5-6, 109-116;

o Isaeva A., Atanasova G., Mitev V. Inhibition of CK2 activity provokes opposite effects on
ERK1/2 phosphorylation and p38 MAPK phosphorylation in normal human keratinocytes.
Comptes rendus de I'Academie bulgare des Sciences. Tome 60, 2007, No 8, 909-912.

Hayuynusit ot4yer e npuer ¢ BHCOKA oueHka mo ckajgara Ha CbBera mo MeIMUIHMHCKA
HayKa.

1.6. loroBop Ne 15/2006 r. na MY — Codus

HAYYHO HAINIPABJIEHHUE: IIHC. HeBponayku u mnoBeieHue. bonka. AHecTe3HOJOTHS U
peaHuManus

TEMA HA U3CJIEJOBATEJICKUS ITPOEKT: IlocronepatuBHa 0oJKa: eKCIIEPUMEHTATIHH MOJEIIN
u apMaKo-TepaneBTUYHH OJXO0I1 32 HEHHOTO MOBIIMSBaHE

HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2006 1.
BOJEII U3CJIEJOBATEJI: I'n. acuct. a-p CnaBuna Kupunosa Cypuesa, 1M
YJIEHOBE HA U3CJIEJOBATEJICKHUSA EKUAIL:

o [Ipod. n-p Munka Bacunepa BnackoBcka, am, iMH — npodecop B Karenpa mo dapmakosorus u
tokcukosorus, M®, Codus;

e Jlon. a-p Hukonuna [emueBa MBanoBa — boBsiHCKa, 1M — goueHt npu Karteapa mo Ypomorus,
Knuanka no Hedponuruaza — MBAJT;

e Hukomnaii CBetocnaBoB SlHeB — nokTopanT, MY Codus;

e Ugan 'eoprues KoitueB — cryaeHt no meaununa, V Kypc;

e Munka AcnapyxoBa Hamrap — cnenmanuct, UactutyT no HeBpobuonorus, BAH;
e  Muna OrusiHoBa CUMOHCKA — J1a00paTOpEeH aCHCTEH.

AJIPEC 3A KOHTAKTM: Karenpa no ®Papmakonorus u Tokcukonorus, Menuuuackn dakynrer —
Codus, yi. 3apase 2, 1431 Codus
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BA30OBA OPI'AHU3ALUA: Jlekanat Ha Meannnacku @axynretr Codust
PE3YJTATHMU.

Uznon3sanu ca mbxku mrbpxose (Wistar, 180-200g). 3a onpenensHe Ha 0a3adHU HOLUUUETITUBHU
[IParoBe ¥ aHAJITeTUYHO ACHCTBHE Ca M3IOI3BAHN MOJEIH Ha Bh3NAINTENHA XUIepaire3us (KapareHuH 1
amoBanT Ha Freund). IlocromepatuBHa Oonka ce IMpeAM3BHKBAa 4pe3 IUIAHTApHAa MHLOM3UA. boikoBute
nparoBe 0sixa ONpeaessIHA TPeIr MHIM3UATA U Clie] Hest Ha pasnuunu uatepsand (1 h, 2 h, 24 h, 2*", 4™
neH). [IpomsHata B GonkoBust mpar Oe ompezensHa upe3 von Frey nurammuen anecresnometrsp (DPA,
Ugo Basile, Italy), nakanamuranc ananresus metsp (IAM, 2 Biolin, Italy), Tect 3a Hatuck Ha mamna (PPT;
Ugo Basile, Italy). Kuotnure (8-10 B rpyma) 0sixa TpeTupanu i.p. ¢ metamizol (150 mg/kg), parecoxib
(5 mg/kg), ibuprofen (20, 40 mg/kg), pethidin (5 mg/kg), tramadol (10, 30 mg/kg). BwBenen ¢ u
OXapaKTepU3UPaH EKCIIEPUMEHTAJIEH MOAET 3a H3CJIEABAHE Ha IOCTOIepaTHBHA OoOJika (MHIM3MS Ha
3ajHa nana Ha mbx). OtyereHo Oe pa3BuTHETO Ha MexaHnuHa xunepanresus (PPT), Taktunna anoguaus
(DPA) u npomMsiHa B pasnpeneseHUeTo Ha TexecTra Ha 3aauuTe ganu (IAM). MakcuMmanHuTe IPOMEHU B
0osKOBaTa YyBCTBUTEIHOCT Osixa HaOmomaBanu g0 4 mocromeparuBeH aeH. W3cnemanurte COX
o0JieKyaBaT NpeINMHO MEXaHWYHATa XMUIIEPANre3usl U TAKTUIIHATA AIOMUHMA. AHAITCTUYHUAT eEeKT Ha
METaMHu30Jla JOMHHUpA TpH TaKTHJIHATA aJlOJUHMSA, JOKATO IapeKOKCcMOa TOBIHsABA TPEAUMHO
MeXaHH4yHata xunepaire3us. OnMOMOHWTE AHANTETHULIM IIOBHIIABAT OOJKOBHMSA Ipar W IpHU TPHUTE
n3cnenBanu merona. IlpenonepatuBHoTO TpeTHpane ¢ metamizol HE IPOMEHS! aHAJITETUYHOTO ACHCTBHE
Ha ONMOUIHUTE aHAJITeTHLH, HO 3acuiiBa edpexkra Ha COX mHXMOUTOpHTE.

HAYYHU ITYBJIUKALUUA:

e Yanev N., Surcheva S., Kraevski P., Bovjanska N., Surchev L., Kasakov L., Vlaskovska M. Rat
model of incisional pain: comparative study on the analgesic effect of metamizol (analgin) and
dynastat. Comptes rendus de I'Academie bulgare des Sciences, 59, 2006, Ne 12, 1313-1318.

HAYYHU ITPOSIBU:

e Yanev N., Mihov M., N. Surchev, I. Koychev, S. Surcheva. Rat incisional pain: Experimental
model to study postoperative analgesia. V-th International Congress Of Medical Sciences for
students and young doctors, Sofia, Bulgaria 11-14 May, 2006, p. 47.

e Surcheva S., Yanev N., Surchev N., Bovjanska N., Vlaskovska M. Rat model of incisional pain:
possibility to study mechanism and potency of postoperative analgesia. 3" National Conference
for the treatment of pain, 29.06 - 01.07.2006, Borovetz, p 44.

Hayunusar order e npuer ¢ OT/IHYHA ounenka mo ckajgara Ha CbBeTa Mo MeIUIMHCKA
HayKa.

1.7. loroBop Ne 35/2006 r. na MY — Codusi
HAYUYHO HAITPABJIEHHUE: [THC. HeBponayku u IOBeICHHE

TEMA HA MU3CJIIEJOBATEJICKHUS ITPOEKT: Yuactune Ha anrnoTeHsmHoBu AT; peuenTtopu B
perynanusTa Ha HUPKaJuaHHUTE PUTMH Ha OOJIKOBHSA Ipar y CHOHTAHHO XUIIEPTEH3UBHU IITbXOBE

NEPUOJ HA ®UHAHCOBA NOJKPEIIA: 2006 1.
BOJAELL U3CJIEJJOBATEJIL: IIpod. Anexcauasp ['eoprues CtoiiHeB, TMH
YJEHOBE HA U3CJIIEAJOBATEJICKUS EKHAIL:
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e Jlannena MapunoBa [lexmmBanoBa, H.c. Il cT., HaydHO 3BeHO ‘“HeBpoOmonorns Ha MO3bYHATA
mwiactuaaocT”’, UactutyT mo HeBpoOuomnorus, bAH,;

o [lers IlaBmoBa MapkoBa, crnenuanuct, Karenpa mo ®dwusmonorus, Meaunuacku (akynTer,
MenuimHCKY YHUBEPCUTET;

e Jlrommuna MunaHoBa SlHkoBa, XUMMK-TeXxHMK, HayuHo 3BeHo “IloBemeHuecka acumerpus’,
WuctutyT no Hespobuonorus, BAH.

AJPEC 3A KOHTAKTM: Karegpa mo matodmsmonorus, MenuimHCKH ¢akynTeT, MeaunHCKA
yHUBepcuTeT, yi. ['eopru Coduiicku 1, 1431 Codus, Tenedon — gomamen: +359 2 928 75 90; ciysxeben:
HaMa; MobuneH: +359 899 267 943; e-mail: astoynev@rtb-mu.com

BA30OBA OPT'AHM3AILIUS: Karenpa mo [latodusmonorus, MenumuHcku (akynrer, MeaunmnHCKA
YHHBEPCUTET

PE3VYIITATH:

PeHuH-aHTHOTEH3MHOBATA CUCTEMa YJYacTBa B peryianusaTa Ha apTepUaiHOTO HalIsraHe U BOJIHO-
cojeBus OajaHC, HO MOIYyJMpa M HIKOUW IOBEIACHYECKH pPEAaKUHUH. AHTMOTEH3WHOBUTE IENTHIN
MOBIHSBAT MO pa3IMueH HAaYMH LEHTpalHuTe (YHKIUH, KaTto B3ammoperctBar ¢ ATy, AT, u AT,
aHI'MOTEH3HHOBH perienTopu. Llen Ha HacToAIMS MPOEKT Oelle 1a ce u3caeaBaT AeHOHOIHUTE BapUalluu
B OOJIKOBMS Ipar y CIIOHTAaHHO XurepTeH3uBHH mbxoBe (SHR) u BiusHHETO Ha XPOHMYHO CHCTEMHO
TpeTupaHe cbC ceneKTuBeH AT; peuentopeH aHTaroHUCT BbPXY LMpPKaJUaHHUS PUTBM Ha OOJKOBaTa
YYBCTBUTEIIHOCT.

Wzcnenpanusara 0sixa mpoBeieHN BBPXY 16-ceIMHUYHI HOPMOTEH3MBHU TurbxoBe Wistar (n=10) u
SHR wH(pYy3upaHn MOAKOXHO B TPOABIDKEHHE Ha 14 gHM 4Ype3 MHUHHOCMOTHYHHM ToMmu  Alzet ¢
BexukynyMm (n=10) wnu ¢ AT, peuentopHusi antaronuct yocaprad 10 mr/kr/nen (n=10). AprepuanHoTo
Hamsirane y SHR 6eme mo-Bucoko (18612 mm Hg), B cpaBHeHHE ¢ HOPMOTEH3WBHUTE TUTbX0Be Wistar
(11942 mm Hg). SHR He moka3zaxa HapylIeHHss B MOTOPHATa KOOPAMHAIMS B HUTO €HA OT U30paHHTe
TOYKU OT JICHOHOIIHUSI IUKBJ, HO MMaT MO-HUCHK OOJIKOB Ipar W JIUICA Ha JIOCTOBEPHU JICHOHOUIHH
KojieOaHusi B OOJIKOBaTa YyBCTBHTEIHOCT, B cpaBHeHHE ¢ Wistar. XpOHUYHOTO TpPETHpaHE C JIOCapTaH
MIOHWKU JTOCTOBEPHO apTepuainHoTo HamsraHe (14844 mm Hg; p < 0.05) u nmpoMeHu cToWHOCTHUTE Ha
OOJIKOBUS TIpar B pa3jMYHMA TOYKU OT ACHOHOIIHUS HMKBI Y SHR, kaTo moHmxu OonkoBuS mpar mpes
ceernara ¢asza (12:00 4) u moBuIM croifHOcTTa My Ipe3 ThbMHaTa (aza (03:00 1), B cpaBHeHne ¢ SHR
KOHTPOJIM MH(Y3UPAHH C BEXUKYITYM.

Hammre pesynratm mokaszear, 4ye y SHR numcBa w3paseH jaeHOHOIIEH pUTBM Ha 0OJIKOBa
YYBCTBUTEJIHOCT M XPOHHUYHOTO TperupaHe ¢ AT; peuenTopeH aHTAaroHUCT NPEANM3BHKBA IOsIBA HA
JOCTOBEPHHU JICHOHOIIHM KOJeOaHWs, WHBEPTUPaHH Mo (a3a B CpaBHEHHE C LUPKAJUAHHUS PUTHM Ha
OonkoBus mipar y mrbpxoBe Wistar. ToBa HU JaBa OCHOBaHWE Ja TipueMeM, 4ye aHruoTeHsuHoBute AT
peLenTopu B3eMaT CBIIECTBEHO ydyacTHE B MEXaHHW3Ma Ha peryjauus Ha LUpKaJuaHHUS PUTBM Ha
OOJIKOBUS Ipar y CIIOHTAaHHO XUIIEPTEH3UBHH IUTBXOBE.

HAYYHMU ITPOSIBU:

e [lexnuBanoBa /I., Mapxkosa I1., CtolineB A. Eghexm na xponuuna un@ysus na 10capman 6vpxy
YUPKAOUAHHUS pUmbM HA DONIKOBUA Npaz y CNOHMAHHO Xunepmen3uenu nivxoge. IX Hanmonanexn
Konrpec no ®usnonornunn Hayku, bmaroesrpan, 9 — 11 HoemBpu 2007 (moxmax 3asBeH 3a
y4acTue).

Hayuynusat ot4er e mpuer ¢ BMCOKA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.


mailto:astoynev@rtb-mu.com
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1.8. lorosop Ne 7/2007 r. Ha MY — Codus
HAYYHO HAITPABJIEHHUE: [THC. HeBponayku u oBeieHHE

TEMA HA HU3CJIIEJOBATEJICKUS ITPOEKT: M3cnenBane ponsita Ha XPOHUYHO TPETHPAHE CHC
cenekTiBHUA AT2 penenTopHU JTUTaHAN BbPXY JCHOHOIIHUS PUTHM Ha OOJIKOB Mpar MpH MIHXOBE

HNEPUOJ HA ®UHAHCOBA MNOJAKPEIIA: 2007 t.
BOJAEII U3CJIEJOBATEJIL: IIpod. n-p Anekcauasp I'eoprues CToiiHEeB, IMH
YJIEHOBE HA U3CJEAOBATEJICKHWS EKUIT:

e Jlanmena Mapunosa IlexnuBanoBa, H.c. Il ct., Hayuno 3BeHo “HeBpoOuomnorus Ha mMo3bpuHaTa
mwractuaHocT”, Mactutyt no HespoGuonorus, BAH;

o [lers IlaBmoBa MapkoBa, crnenuanuct, Karenpa mo ®dwusuosnorus, MeaunuHcku (akynrer,
Menaununcku yauBepcutet - Codusi.

AJPEC 3A KOHTAKTM: Karenmpa mo marodusnonorvs, MemumuHCKH ¢axynTeT, MeaunnHCKA
yauBepeuteT — Codust, yn. ['eopru Coduiicku 1, 1431 Codus; Tenebonn — gomamen: + 359 2 928 75
90; cnyxeben: Hama; mobmner: +359 899 267943; e-mail: astoynev@medfac.acad.bg

BA3OBA OPTAHM3AIIUS: Karenpa mo [latodusmonorus, MenuimHcku (akynrer, MeaunmuHCKA
yauBepcutet — Cous

PE3VIJIITATH:

W3cnensanero Ha ACHOHOLIHWTE BapHallMM B MapaMeTpUTe HAa (U3HONOTMYHUTE (YHKUUH U
TEXHUTE NATOPU3HOJIOTHYHM M3MEHEHHMS € BaKHO 3a J[MarHoCTHKaTa M JICUCHHETO Ha MHOIO
3a00ssBaHus. PeHMH-aHTMOTEH3MHOBATA CUCTEMA € C KJIFOUOBa POJIsl HE CaMo B peryJalusiTa Ha KPbBHOTO
HaJsiraHe ¥ BOJHO-COJIEBHSI OalaHC, HO CHIO Taka B MOJyJalusATa Ha OOJIKOBaTa YyBCcTBUTENHOCT. LlenTta
Ha HacTosuara padora Oere Ja ce nicnensar eheKTUTe Ha XPOHUYHOTO TpeTtupaHe ¢ AT2 peuenTopHus
anraronuct PD123319 (10 mr/kr/nmen, n.k., 13 ngum) u AT2 peuentopuus aronuct CGP 42112A (12
Ur/TTBX/eH, W.1.B., 13 1HH) BbpPXY JCHOHOIIHMTE BapualMyd Ha OOJKOBaTa 4yBCTBUTETHOCT Y ILTBX.
[Tomyuenute pesyaraTtu mokas3maT, 4e XpoHWYHOTO mpuiaraHe Ha CGP 42112A moBumaBa mpuema Ha
XpaHa M BOJa, KAKTO M EKCKpeUHusiTa Ha ypuHa M MOA0OpsiBa MOTOpPHATa KOOPAMHAIM Tpe3 uenus 24
4acoB IIUKBJI Y IIBXOBE OT nopoaa Wistar. [Ipuinoxxen ennokpatho B 10o3u 1 and 5 pur/murex CGP 42112A
MPEeIM3BUKBA AHTHHOIMIICTITUBEH e(PeKT (TeCT “HaTUCK Ha Jlana” Ha IUThX). XpOHUYHOTO TpeTupaHe ¢ PD
123319 namansBa OONKOBHS Ipar mpe3 IbpBara nojoBuHaHa cernara ¢aza, CGP 42112A Bomu no
TaKOBa MMOHW)KEHHUE IIPe3 PaHHUTE M KbCHUTE YacOBE Ha CBeTiara ¢a3a, KaTo ChIIO TaKa MpeJAn3BUKBAT
W3paBHSABAaHE HA CTOMHOCTUTE Ha OOJIKOBUS Mpar npe3 pa3indHuTe a3y oT IeHOHOUTHUS [IUKBIL.

Hammre nanau mokasBat, ue AT2 peuenTopuTe ydacTBaT B MOIyJalusATa Ha JCHOHOLIHHUTE
KoyieOaHus B 0OJIKOBATa YyBCTBUTEIHOCT TPH ITbX0Be Wistar.

HAYYHU ITYBJUKAIIUMU: B iporiec Ha OTOTOBKA
HAYYHMHU ITPOSIBHA:

e Pechlivanova D., Stoynev A. Study of the role of chronic treatment with selective angiotensin
AT1 and AT2 ligands on the diurnal variation of nociception in rats. V Bulgarian Peptide
Symposium, 28-30.05.2008, Blagoevgrad.

Hayunusr otder e mpuet ¢ /[ObPA onenka no ckajara Ha CbBeTa 10 MeIMIMHCKA HayKa.


mailto:astoynev@rtb-mu.com
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1.9. lorosop Ne 2/2007 r. Ha MY — Codusn

HAYYHO HAINIPABJIEHHUE: IIHC. HeBponayku u mnoBeieHue. bomka. AHecCTe3HMONOTHS U
peaHuManys

TEMA HA M3CJIIEJOBATEJICKUSI ITPOEKT: ExcnepumenTamun Moaend W (hapMaKoJIOTHIHO
MOJIyJIUPaHE Ha HEBPOIIATUYHATA AJIOJMHUS U XUTICPaITre3us

MHNEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 r.
BOAEL U3CJIEJNOBATEJIL: I'nasen acuctent aA-p CnaBuna Kupunosa Cypuesa, M
YJAEHOBE HA U3CJIEJOBATEJICKUS EKHAIL:

o [Ipod. Muna Bacunera Bnackoscka, nmu; Kareapa no ¢apmakonorus, M®, MY;
e Huxomnaii CBeTocnaBoB SIHeB, TOKTOpaHT; MY

o [laBen TonueB KpaeBcku, nokropant; UHCTUTYT 10 HeBpobuomnorus, bAH;

e Munka AcniapyxoBa Hamrap — H.c. I cT.; MHCTHTYT IO HeBpoOuonorus, BAH;

o Huxonaii JInuezapor Cypues, cTyaeHT MeaunuHa VI k.;

e  Mua OrasHoBa CuMoOHCKa, nadopant; Kareapa o ¢papmakonorus, M.

AJZIPEC 3A KOHTAKTMH: Karenpa no ®apmakonorust 1 TOKCUKonorusi, Menuuuacku daxkynrer, yi.
3npaBe 2, 1431 Co¢wus; Tenedonu: — momamren: +359 2 876 85 58, cmyxeben: +359 2 9172 620,
mobuen: +359 2 898 200 927

BA30OBA OPTAHM3ALUSA: Karenpa no @apmakonorus, Menurnmucku @akynrer, Copust
PE3VYIJITATH:

Onurure 0s1Xa MPOBEIECHUM HAa MBXKKU Oenu 1urbxose, nmopoxa Wistar 220-250 rp. M3nonsanu
0sixa In vivo Mojenu 3a HeBponaTHYHA OOJIKA: XPOHWUYHA KOHCTPHKTHBHA yBpeaa Ha n.ichiadicus u
CTPENTO30LUMH-UHIyIupaHa auaderHa mnepudepHa HespomaTus. OmpenensH O0e OOJNKOBUS Hpar HpU
MexaHn4yHa (paw pressure test) m tepmuuna (hot plate test, plantar heat test (Hargreaves's apparatus)
xurnepaire3usi, MexannuHa anoaunus (dynamic plantar aesthesiometer), incapacitance test. 11 nBara
METO/a aJIeKBaTHO pa3KpHBaT HEBPONATUYHHUSI OOJIKOB CHHIPOM KaTO € HalIMIE H3pa3eHa TaKTHUIIHA
QIOIMHMS U B pa3IMyHa CTENCH XHUIIEPAIre3usi B 3aBUCUMOCT OT NpWiIaraHuTe cTuMmyiu. V3cnensanure
dbapmakonornynu cpencrsa ca: Metamizole (Analgin) 150 mg/kg i.p., Parecoxib (Dynastat) 5 mg/kg, i.p.,
Ibuprofen 20 u 40 mg/kg, Morphine 5 mg/kg, s.c., Tramadol 10 mg/kg, 30 mg/kg, p.o., Amitriptyline 10
mg/kg ip., Carbamazepine 50 mg/kg i.p., Gabapentin 100 mg/kg i.p. MexannuHa anoauHusi ce
HabJro1aBa U IIPH JIBaTa MOJIeJIa Ha HEBpONaTHYHA OOJIKa OKOJIO 2 CEAMHLM ciiell HHAyupaneTo um. [Ipu
IMa0eTUHUTE JKUBOTHHU TMO-CHJIHO € HM3pa3eHa MexaHWdHarta xunepanresus jgokaro mnpu CCl monena
JOMHUHHpPa TEPMUYHATA XUIlepaire3us. Pesynrarure nmoka3saT MOAyJIUpaHe HA aHAJITeTHYHATA aKTUBHOCT
Ha MpWIAraHUTe CpPEACTBa B 3aBHCUMOCT OT MOJeJa Ha HeBpomaTHyHa OONKa M XapakTepa Ha
MPWIATaHUTE CTUMYJIH. YCTaHOBeHa € Mop(doyiornyHa Kopenaius ¢ HaOIroJaBaHWTE TMOBEJACHYECKU
MPOSIBM HA HEBpPONIATUYHATA OOJIKA ITPH JIBaTa €KCIIEPUMEHTAIHN MOJIEIA.

HAYYHU ITYBJIUKALIUUA:

e Surcheva S., et al. Experimental painful diabetic neuropathy: pharmacological and
morphological approach. Trakia Journal of Sciences suppl. (in press) — npeicTaBeH TeKCT;
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Surchev L., Surcheva S., Janev N., Kasakov L., Vlaskovska M. Comparative assessment of the
morphological equivalents in two experimental rat models of neuropathic pain. Hokmamn Ha
BAH, 8, 61, 2008.

HAYYHU ITPOSIBU:

HayKa.

Laleva L., Surchev N., Milev M., Hubenova P., Surcheva S., Vlaskovska M. Modulation of
hyperalgesia and allodynia by clinically effective analgesics in streptozotocin induced diabetic
neuropathy. 7" International Congress of Medical Sciences, 8-11 May 2008, Sofia. Abstract
book, p. 58;

Surchev N., Milev M., Laleva L., Takova V., Hubenova P. Benfotiamine effects on different
analgesic treatments of diabetic neuropathy. 7" International Congress of Medical Sciences, 8-11
May 2008, Sofia. Abstract book, p. 98;

Surcheva S., Kraevsky P., Surchev L., Kasakov L., Vlaskovska M. Experimental painful diabetic
neuropathy: pharmacological and morphological approach. FO6uneitna Hay4na KoH(pepeHIHs,
Cr. 3aropa, 27-29.09.2007;

Surcheva S., Yanev N., Surchev N., Kasakov L., Vlaskovska M. Pain behaviour and analgesic
response in different experimental models of neuropathic pain. YerBbpra HanmoHasHa
KoH()EepEHIIMs 3a JICYCHUE Ha OojKaTa ¢ MEKIYHApOAHO ydacTue. Xwucaps, bearapus, 19.06-
21.06.2008 r.;

Surchev L., Surcheva S., Janev N., Kasakov L., Vlaskovska M. Morphological changes in
different experimental rat models of neuropathic pain. YerBspra HammoHaiHa KOH(EPEHIUS 3a
JieYeHre Ha 0OJIKaTa ¢ MeXIyHapOIHO ydacTue. Xucaps, bearapus, 19.06-21.06.2008 r.;

Surchev L., Surcheva S., Janev N., Kasakov L., Vlaskovska M. Comparative assessment of the
morphological equivalents in two experimental rat models of neuropathic pain. 4™ national
congress of neuroscience. Sofia, Bulgaria, 26-28.09.2008.

Hayunusar or4yer e mpuer ¢ BHCOKA onenka mo ckajara Ha CbBeTa N0 MeIUIMHCKA

1.10. ToroBop Ne 6/2007 r. na MY — Codus

HAYYHO HAITPABJIEHHUE: [THC. HeBponayku u IOBeICHHE

TEMA HA U3CJIEJOBATEJICKUS IMMPOEKT: Crynos ctpec: epekTH Ha KHOTOP(UH BBPXY NOS U
nadph-d mo3uTHBHE HEBPOHH B MO3bK U HAJ0BOPEK Ha TUIBX

NEPUOJ HA ®PUHAHCOBA IMOJAKPEIIA: 2007 r.
BOJAELL U3CJIEJJOBATEJI: Jlon. n1-p Anpuana liBanosa bodeBap am
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKHAIT:

boiiuo Bacunes JlanmxoB, acuctent, MY, Karenpa no AHaToMUs U XUCTOJIOTHS;

Enena Bopucosa J[)xamba3oBa, penosen goktopant, MY, Karenpa no Ilatopuzuonorus.

AJIPEC 3A KOHTAKTH: Memuuuncku ¢axynrer, Katenpa mo Ilatodusmonorus, MeauuuHcku
Yuusepcuret, 1431 Codus, yi. 3apase 2, ten. +359 2 9172 546

BA30OBA OPTAHM3ALUA: Menunuackn Yausepcurer — Codust
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PE3YJITATM:

EnuH oT MexaHM3MuUTe, y4acTBallll B OTITOBOpa Ha OpraHM3Ma Ha CTpec, € aKTHBHPAaHETO Ha
SHIOTeHHaTa onuougHa cucteMa. HesponmentuabT kuotopduH (Kyo) mputekaBa cBoiicTBaTa Ha
HEBpOMeIuaTop/HeBpoMoyaTop. CpelHi KOHLIEHTPAlMK OT HEro c€ HaMHpaT B XUIOTajlamyca — €IHa
OT I'JIaBHUTE KOHTPOJIHM CTPYKTYPH Ha cTpec cucremara. JlureparypHu gaHHM 1oka3Bart, ue Kyo BbBeneH
WHTpalepeOpOBEHTPUKYJIAPHO IMOBHINABA IUIa3MEHUTE HHBAa Ha OKCUTOLMHA — ,.CTpec” XOPMOH MNpHU
IpU3aYH.

W3BecTHO e, 4e CTpechT MpEeAM3BHKBA aKTWBHpaHe Ha a3zoTeH okcup (NO)-mpomynmpammnte
HeBporu. OcBeH ToBa, Kyo, kakto m L-arginine, ca BB3MOXHH CyOCTpaTh 3a HHIyLMOWIHATa U
HEBpOHAJHATa a30THOOKcHCHA cuHTaza (NOS).

Lenta Ha HameTo m3crmeaBane Oe ma ce m3ydar edexrure Ha Kyo (5 mg/kg, i.p.) BBpXY
A30THOOKHCHAaTa aKTHBHOCT B XWIIOTAJJaMHUYHO TapaBeHTpukymapHo saapo (PVN) nHa minpx cruen
enHouacoB crynoB crpec (CS). IMyHOXUCTOXMMHYHM W XUCTOXMMHUYHU METOJM OsiXa HM3MOJI3BaHU 32
omnpenensHe wIbTHOCTTa HAa NOS MMyHOpPEakTHBHU M HUKOTHHaMHJ TUHYKiIeoTun docdar-nuadopaznu
(NADPH-d)-peaktiBHH HEBpOHHM B MBKKH IUIbxoBe Wistar. HarmTe pesynratu mokasaxa, 4e W JBara
THTIAa HEBPOHU MoBHIIaBat Opos cu cien CS B xumnoTanamyca U ce MOBIUSIBAT OT BhBEXIaHeTo Ha Kyo.
3a mppBU 0BT HUE Nokazaxme, ye Kyo moBumasa NO akTuBHOCT B xunotaiamMuyHo PVN Ha mibxoBe
ClJIeZ] CTYAOB CTpEC.

HAYYHU ITYBJIUKALUUA:

o Dzambazova E., Bocheva A., Landzhov B., Bozhilova-Pastirova A. Effects of kyotorphin on
NADPH-d reactive neurons in rats after cold stress. Compt. Rend. Acad. Bulg. Sci., 2008 (in
press).

HAYYHU ITPOSIBU:

o Dzambazova E., Bocheva A., Landzhov B., Bozhilova—Pastirova A. Effects of kyotorphin on NOS
and NADPH-d positive neurons in rats after cold stress. Jubilee Scientific Conference 25 Years
Medical Faculty, Stara Zagora, Bulgaria, September 27-29, 2007.

Hayunusar order e npuer ¢ OT/IHYHA ouenka mo ckajnara Ha CbBeTa Mo MeIUIMHCKA
HayKa.

1.11. /ToroBop Ne 47/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHME: Twkanu u knetku. IMyHHa cuctema. buoxumus

TEMA HA HU3CJEJOBATEJICKHSA INPOEKT: Yuactue Ha QocdaruanianHO3UTON 3-KMHA3aTa B
AKTUBUPAHUTE OT aTHTEHHUAT PELenTop Kackaau B B-knerpunara muans RAMOS

HEPUOJA HA ®PUHAHCOBA IIOJAKPEIIA: 2007 T.
BOJEI U3CJIEJOBATEJI: Kpym KpymoB Xpucros, 1oKTop
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

e Banenrun CrotiueB JlozanoB, criennanuct; Kateapa mo Xwumus u buoxumus;

e [IIpod. n-p Bawmbo HBanoB MureB, nmM, n0H; PproBommTen karempa, Karempa mo Xumus u
buoxnmus.
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AJIPEC 3A KOHTAKTMU: Kareapa no Xumus u buoxumus, yin. 3npase 2, 1431 Codust
BA30OBA OPTAHM3ALUA: Menununcku YHuusepcureT — Codust, Karenpa no Xumus n buoxumus
PE3VYJITATM:

PI3k e moka3ana ma y4acTBa B CHTHAJHUTE KacKaiu Ha aHTUTeHHUAT peuentop U CD40 kakTo
IIPH 3peNd Taka W Ipu He3penu B-knetkn u B-knerpunn nuann. Hue Hammpame, 4e CTUMyIHpaHETO Ha
AHTUTEHHUAT perenTop Ha Ramos B kierkure npuumHsBa OBP30 M MPOBIKUTEIHO THPO3UHOBO
thochopunmpane Ha perynaropHaTa cyoenunuma p85 ua PI3k. p85 e TuposznnoBo (ecdopunupana korato
KIeTkuTe mporpecupaT kbM G1 pacTexkeH apect u anonTo3a. IHTEpECHOTO € 4e TOBa He ce MOBIUSIBA OT
MOBUINIMHUETO Ha THPO3HH (pochaTazHaTa aKTUBHOCT, HAOIIOAABAHO TIPS aKTHBUPAHETO Ha caspase-3 u
HACTBIIBAaHETO Ha aronro3ata. CHocoOHOCTTa Ha BaHAAaTa, HECEJCKTUBEH THPO3uH ¢ocdarazen
WHXUOWTOP, Ja IIOBUINABa THPO3WHOBOTO Qocdopmmmpane Ha P85 IOMBIHUTEIIHO IEMOHCTPHpA
cneunpuIHOCTTa Ha B3amMojeiicTBueTo. MuTepecHoTO € ue HHe Hamupame CD40 menuupaHute
CUTHAJIHM KaCKaJu NpPeJ0TBPATSBAIY alonTo3aTa, a UMCHHO akTuBupaneTo Ha PI3k-PKB/Akt curnanex
ITBT, BOJAT JI0 MHXAOMPAHETO HA aKTUBUPAHOTO OT aHTUTEHHUSAT PELENTop THPO3NHOBO (hocopmmmpane
Ha p85. CienoBarenHo, TOBa MpEAIoara BaXXHOCTTAa HA TOBAa B3aUMOJICUCTBHE 32 aHTU-AIIONTOTUYHUTE
CUTHAJIHM MEXaHU3MH U akTUBHOCTTa Ha PI3k-PKB/Akt curnanes mbT.

HAYYHHU ITYBJINKALINU:

e Hristov K., Knox K., and Mitev V. Involvement of phosphatidylinositol 3-kinase in BCR-
triggered signalling cascades in Burkitt’s lymphoma B cell line Ramos. (In press).

Hayunusar otdet e mpuet ¢ /[ObPA ounenka no ckajara Ha CbBeTa 0 MeIMIMHCKA HayKa.

1.12. /loroBop Ne 8/2007 r. Ha MY — Codus
HAYYHO HAHNPABJIEHHME: Twkanu u knetku. Myckymnu. Koctu. CraBu

TEMA HA M3CIEJOBATEJICKUA TIPOEKT: XuCTOXMMHYHO W HWMYyHOXHUCTOXMMHYHO
U3CleBaHe Ha JACTEHEPATUBHHUTE NMPOMEHHM Ha MEXIYNPELUICHOBUTE AWCKOBE Ipu 4doBek. Kopenmamuun
MEX/1y Bb3MaJIEHUE U JeTeHepaIus

NEPUOJ HA ®PUHAHCOBA MNOJAKPEIIA: 2007 1.
BOJAEII U3CJIIEJOBATEJIL: [I-p boituo Bacunes Jlanaxos
YJIEHOBE HA U3CJIIEJOBATEJICKUS EKHUIT:

e JI-p boituo Bacunes JlanmkoB, ctapmu acucteHT, Kateapa mo Araromus u Xucronorus, MO;

o [Ipod. Bnamumup AtanacoB OpuapoB, nmH; PbkoBomuten Ha Kartempa mo AnartoMusi u
Xwucromorus, MO;

e Enena bopucoa [I>)xambazoBa, nokropant; Kareapa o Ilaropusuonorus, M®;
e Pymsana [IBeranosa l{BeTkoBa, CTYACHT.

AJIPEC 3A KOHTAKTMU: Karenpa no Anaromus u xucronorus, [IYL], M® Codus, MY Codus; yim.
3npage 2, 1431 Codus: cn. Tenedon: +359 2 917 26 08

BA3OBA OPI'AHU3ALMUS: Karenpa mo Anatomust u Xucronorus, Memuuuacku @akynrer Codus,
Menununacku Yuusepcuter — Codus
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PE3YJITATM:

Hue w3crnenBaxMe XHUCTOXMMHYHO, HMYHOXUCTOXMMHYHO M MOP(OMETPUYHO HAKOU OT
OPUYMHUTE BOJEIIM A0 OHUcKoBa JereHepanua. Cropen HammMTe pe3yiaTaTH HUKOTHHAMHI aJleHWH
muaykineotun ¢ocdar nuadopazara (NADPH-d) m mzodpopmure Ha azoreH okcupa cuHTazara (NOS),
KOWTO ca WMHAMPEKTeH Mapkep 3a azoreH okcuna (NO), ca CBBp3aHH C JCTCHEPATUBHUTE IPOMEHHU B
MexaynpenuienoBus quck (IVD).

Cropen pesynararute HU NADPH-d peaktuBHuTe m NOS MMyHOpeaKTHBHUTE KIETKH Osxa
[OBeYe B [HCKOBETE C JEreHepaTHMBHM IIPOMEHHM B CpaBHEHHWE C HopmanHuTe. Haii-romsmo e
konnuyectBoTo Ha mHAYKTHBHUA (INOS), cneaBano ot enpotenuanaus (eNOS) W He3HAUUTETHO MpHU
HeBpoHanuus (NNOS) azoren okcupg cunHTaza. NADPH-d u NOS ekcnpecust e mo-cuiiHO u3pa3eHa B
xoHApouutute Ha 50-65 roaumHuTe MHAMBUAM. Bunasxa ce pa3nuyHMSA U B €KCIIPECHUSITA B PA3TUYHUTE
YacTu Ha Jucka. Komu4ecTBOTO Ha Te3M XOHAOPLHTH € MO- rojsiMo BbB BbHUIIHUS AF B cpaBHeHue ¢
TE3M Pa3IoJIoKEHU BbB BbhTpeHaTa yacT. Ot apyra crpana MEHOro NADPH-d, iNOS u eNOS no3utuBHu
KJIETKH c€ HaOJII0AaBaT Ha rpaHMULIaTa HA BACKYJIAPHUTE KaHAIU. BposT Ha MO3UTHBHUTE KJIETKU HapacTBa
KaKTO C OCTapsIBAHETO TaKa U C P3BUTHUETO Ha JCTCHEPALUITA.

KomnuectBotro Ha NADPH-d peaktuanTe 1 NOS MMyHOpeaKTUBHHUTE KJIETKU € Hall- MalKO MpU
UHAUBUIU Mexay 20-35 roauiiHa Bb3pacT. MaTepHarbT OT IETEHEPATUBHYU AUCKOBE MOKAa3Ba MO-TOJISIMO
KOJINYECTBO Ha TMO3UTHBHHU KIIETKH B CPaBHEHHE C KOHTOJHHTE IuckoBe. C TOBa HHE HOTBBPXKIaBaMe
daxra, ve NO e Monekysa, KOATO peryiupa KJIeTh4YHHs MeTa0OJIM3bM U yBEIM4YaBa CBOETO KOJIMYECBTO
YCIIOPEIHO C HAPACTBAHETO HA HEIPEKbCHATUTE CUJIM HA HATOBAPBAHE U AUCKOBATa JE€r€HEePalysl.

KommiorspausaT xonmuvectBeH ananu3 Ha NADPH-d peaktuBamre, iNOS u eNOS
HUMYHOPCAKTUBHUTC KIICTKU Ha mm2 MMOKa3BaT CTAaTUCTUYCCKU 3HAYMMH BB3PACTOBU pa3jIMiuia, 3a
pasnuka nNOS.

HAYYHHU ITYBJINKALINUA:

e Landzhov B. Age — related changes in the cells of intervertebral cartilage end plates. Acta
Morph. and Anthr, in press;

e Landzhov B., et al. Degenerative changes in the human intervertebral discs. Histocemical study.
Acta Morph. and Anthr, in press.

HAYYHH ITPOSIBU:

e Landzhov B. Age-related changes in human intervertebral discs. Histochemical study. Trakia
Journal of Sciences, Vol. 5, 2007, Suppl. 2, p. 34;

e Landzhov B. Neovascularisation of Cartilage end plates in humans. Trakia Journal of Sciences,
Vol. 5, 2007, Suppl. 2, p. 35;

e Landzhov B. et al. Degenerative changes in the herniated intervertebral disc. Trakia Journal of
Sciences, Vol. 5, 2007, Suppl. 2, p. 35;

e Landzhov B., Stokov L. NADPH-d reactivity in the herniated and nonherniated human
intervertebral disc. 10™ Jubilee national congress of the Bulgarian orthopaedic and traumatologic
association, Abstract book, 17"-21™ October 2007, p. 57;

e Delcheva D., Choneva I., Landzhov B., Vladimirov B. Corelations between degenerative changes
and herniation in the human intervertebral disc. Comparative morphological, MRI and clinical
study. 7™ International Congress of Medical Sciences. Abstract book, 8"™-11" May 2008, p. 263.
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Hayuynusat otyer e npuer ¢ OT/IHYHA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

1.13. JloroBop Ne 9/2006 r. na MY — Codust
HAYYHO HAIIPABJIEHHUE: Umynana cuctema. buoxumus. Metabomnzsm

TEMA HA U3CJIEJOBATEJICKUS IMTPOEKT: UscnenBane Ha Tupo3uH QocdaTazHaTa aKTUBHOCT B
Ramos B knetku ¢ IN-GEL docdartazan nmpodu

INEPNOJ HA ®PUHAHCOBA ITOAKPEIIA: 2006 r.
BOJEILI U3CJIEJOBATEJI: Kpym KpymoB Xpucros
YJEHOBE HA U3CJIEJOBATEJICKUSA EKUAII:

e Bunanumup Heitues, acucrent, Kateapa no Xumus u buoxumus, MY
e Ekarepuna Hukonosa, noxropant, Kareapa no Xumus u buoxumus, MY.

AJIPEC 3A KOHTAKTM: Karenpa no Xumus u buoxumus, Menuuuncku @akynrer, MenuLUHCKU
Yuusepcuret, yi. 3npase 2, 1431 Codust, bearapus, Ten.: +359 2 954 17 15,

e-mail: mitev@medfac.acad.bg

BA3OBA OPTTAHM3AIIUA: Karenpa no Xumus u buoxumus, Menuuunacku ®@akynrer, MeIUuUIUHCKI
YHuBepcuteT

PE3VIJIITATH:

O6patuMoTOo THPO3WMHOBO (hoCchopHIIMpaHe, PETYINPaHETO Ha EeKCIpecHusTa W IMPOTeoin3ara
KOHTpPOJIMpAT MPUHOCA Ha THPO3WH (ocdaTa3ure 3a CUTHATHUTE KACKAIW HAa QaHTUTCHHUST PELENnTop U
CD40 o Bpeme Ha B —xnerpunara cenekuus. Hue nonszsaxme Ramos-bJI B —kneTbuHara nuHus 3a 1a
u3cieBaMe MPOMEHUTE B TUPO3WH (hocaTazHUTE aKTUBHOCTH ClIe]] CTUMYJIMPAHETO HA aHTUTCHHHSAT
penentop u CD40, nnn naExuOMpaneTo Ha SIC — TUPO3WH KUHA3UTE, THPO3HH (ocdaTazure U Kacma3zuTe
mocpeactBoM in-gel dhocdarasuun npodu. Ycranosuxme THpo3uH GocharazHuTe aKTUBHOCTH HATHYHHU B
Ramos-bJI B -kierkure cien tperupane ¢ 20 ug/ml anti-IgM, 1 ug/ml anti-CD40, 10 uM herbimycin A,
178 uM vanadate,100 uM phenylarsine oxide u 10 uM zVAD-fmk na in-gel pocdarasuu nmpobu [Burridge,
K. and Nelson A., 1995]. Cenem ocHOBHH TupO3uH (GocdaTa3HH aKTUBHOCTH, C MPUONU3UTEIHA
MoJieKyTHa Maca ot 132.7, 63.9, 60.3, 54.2, 49.7, 44.6, u 39 kDa 6s1xa ycTaHOBEHH B KJIETHUHH JTH3ATH OT
Ramos-BJI B -knetku. Tperupanero ¢ Src-tupos3uH KuHaHUAT WHXHOHTOp herbimycin A mpenotspartssa
132.7 kDa tupo3uH ¢pocdaTazHa akTHBHOCT. 3aKIF0UaBaMe 4e KaTaJIuTHYHATA aKTUBHOCT Ha SIC-TUPO3UH
kuHasuTe B Ramos-BJI B -kieTkuTe ¢ KpuTHUHA 3a Hamuuneto Ha tasu 132.7 kDa tuposun docharasna
AKTHUBHOCT.

HAYYHHU ITYBJIUKALINUA:

e Hristov K., Knox K., and Mitev V. Src inhibitor herbimycin A prevents 132.7 kDa tyrosine

phosphatase activities in Ramos Burkitt’s lymphoma B cell line. Comtes rendus de 1’ Academie
bulgare des Sciences 59, 2006, Ne 12, 1283-1286.

Hayunusar or4yer e npuer ¢ BMCOKA onenka mo ckanara Ha CbBeTa N0 MeIHIIMHCKA
HayKa.
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1.14. Torosop Ne 2/2006 r. nva MY — Codus
HAYYHO HAITPABJIEHHUE: MonexyisipHa OHONOTHS B TeHETHKA

TEMA HA U3CJIIEJOBATEJCKUS MMPOEKT: CxkpuHHHT 32 MOJISKYJIHU Ae(deKTH B reH nipal mpu
OBJIrapcKy MalMeHTy ¢ HAcJIEeICTBEHA CIACTUYHA Haparierus

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2006 T.
BOJAEII U3CJIEJOBATEJIL: Hessana UBanosa MBanosa, JOKTOp
YJIEHOBE HA U3CJIIEJOBATEJICKUSA EKUIL:

o Tansa Kupunmosa Kamguncka, 6uomnor-cnermanuct, Kareapa mo Xumus 1 buoxumus;
o bwmsanaa I'eopruesa I'eopruesa, 6momnor-cneruanuct, Karenpa mo Xumus u buoxumus;

e AnbGena KamenoBa AmnzpeeBa, opaumHatop, Kimaunka mo  Hespomorusi, YMBAJI
“AnexcangpoBcka” EAJ;

e Ugaitno JlronmunoB TepHEB, TOKTOp IO MeauIlMHa, Mo1eHT, Kinunuka mo HeBponorus, Y MBAJI
“Anexcangposcka” EA/I.

AJPEC 3A KOHTAKTMU: Karenpa no Xumus u buoxumus, MenunuHacku ¢akyinrer, yia. 3apase 2,
1431 Codms, Tem.: +359 2 9172 771

BA30OBA OPTAHM3ALUSA: Menununcku daxynret, Katenpa no Xumus u buoxumus
PE3VIITATH:

B pesynrar Ha mpoBeneHus mytannoneH ckpuHUHT B TeH NIPAL mpu Obarapcku mammeHTH c
HCII 6sixa ycranoBenu 2 Hykieotumnu 3amenu €.341g>a (Glyl06Trp) u c.466g>a (Thrl47Thr),
3acsraliy KoJupaiaTa IMOCIeI0BaTEIHOCT Ha TeHa B ek30HM 3 M 4, chorBeTHO. [IppBaTa OT TAIX
npeJIcTaBisiBa 00JECTOTBOPHA MyTallUs, @ Bropara € monuMopdussm. Mytaiusra €.341g>a, Gly106Trp e
choO1eHa B orie 2 HepoacTBern (hamminnn ot Kurait u bpazunus. 3amsHa Ha cbuius Hykieotua g341, Ho
¢ uuro3uH (C.341g>C) e ycraHoBeHa B Tpera (GaMuivs ¥ BOAM JO ChIaTa aMHHOKHCEIMHHA 3aMsHa
(Gly106Trp). Hamnumeto Ha 4 damMuiuu ¢ 2 pasiudHH MYTallMd B €IWH M CHI[ HYKJICOTHI, KaKTO W
(YHKLMOHAIHOTO 3HaUY€HHE Ha 3acerHaTHs OeNThueH y4acThbK MOKa3Bart, ye nmo3unus 341 B koaupamiara
nocnenoBatenHocT Ha NIPAL rena BeposTHO mpesacTaBisiBa «ropelia TOYKa» Ha MyTHpaHe.

HAYYHU ITIYBJIIUKALIMM: assma
HAYYHHU ITPOSIBH: uama

Hayunusar or4yer e npuer ¢ BHCOKA ounenka mo ckajara Ha CbBeTa N0 MeIUIMHCKA
HayKa.

1.15. loroBop Ne 5/2007 r. na MY — Codusi
HAYYHO HAIIPABJIEHME: HeonaraiHo u MOCTHATAIHO pa3Butue. JleTcku OojiecTu

TEMA HA MU3CJIEJNOBATEJIICKHSI ITPOEKT: IlsstocTHO Te€HOMHO CKaHHpaHe 3a
MUKPOCTPYKTYpHHU HeOaaHCHpPaHH XPOMO3OMHH a0epaliuy Mpu XeMUuXuIepuiasus u Proteus cuaapom

HNEPUO/J HA ®UHAHCOBA INOJAKPEIIA: 2007 1.
BOAEL U3CJIEJOBATEJL: I1pod. [para MBanora ToHueBa, 10H
YJIEHOBE HA N3CJIEJOBATEJICKUSA EKUIL:




Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-4] -

e PanocnaBa BacuneBa Bwxaposa, ri1. acuctent, Kateapa no MenuinHcka reHeTUKA;

e Jlanmena MupueBa ABIKHEBa, CT. acucTeHT, Kimmanka mo ExgokpuHoIorus, quadeT u reHeTHKa,
CBAJI/JB.

AJPEC 3A KOHTAKTH: 1431 Codwus, yn. 3apase 2, Katenpa mo MeannuHcka TeHETHKA, TeEIL.:
+359 2 952 03 57

BA30OBA OPTAHU3AILMSI: Karenpa 1mo MeIUIMHCKA TeHETHKA
PE3YIJITATHU:

Bponennte mandopmanmu ca aedeKkTH Ha Pa3BUTHTETO M C€ IBJDKAT HAa TEHETHYHU WU
HereHeTWYHH NpuduHu. Te ce nuarnoctunmpar B 15-20% ot MppTBOpoeHUTE fera. ['osiMa J9acT OT TsIX
MOraT J1a C€ yCTaHOBST IPEHATalHO 4Ype3 YJITPa3BYKOBa JMArHOCTHKA, HO JIPYTU C€ yCTaHOBSBAT €llBa
cien paxkaaneto. 7-10% ot genata, poAeHU ¢ JeeKTH Ha Pa3BUTHETO, MMaT OPOHHM WM CTPYKTYpHH
XpoOMO30MHH abeparuu. Te TpsOBa na ObIAT MACHTU(MUIIMPAHU 3a MOCTABSIHETO Ha TOYHA JUArHo3a U
aIeKBaTHO TEHETHYHO KOHCYNTupaHe. MOJEKyIApHO-IUTOICHETUYHUTE M MUKPOYMUIIOBUTE TEXHUKHU
MO3BOJISIBAT BUCOKOPE30IIOTUBEH CKPUHUHT 338 BPOACHH aHOMAJIUH, TBJDKAIM ce Ha TEHOMEH JrcOalHC.
Hue w3cnenBaxme 5 nema ¢ BpOAEHM aHOMAaIHMHW, NPHIPYKEHH HIM HE C YMCTBEHO M30CTaBaHE, C
HewmsscHeHa etnonorus. [Ipu emHo nete ycraHoBuxMe neienus Ha paiiona 18021.1 - 18q23, oO6xBamang
28 Mb, B Mozanuna ¢opma. Tazu abepanus He Oere NUArHOCTHIMPAaHA NP PYTHHHO UTOTEHETHYHO
n3cnensane. [lpy apyr mamueHT OTKpUxMe cyO-TemoMepHa 1p36 menenus, npocrupaiia ce B 3,683,364-
8,740,843 bp (1p36.33-1p36.23) paiiona. Hue crecHuxMe paifoH B XpoMO30MHa JieHTa 1p36.23, KoiTO
Oemre o011 3a HAIIUS MALMEHT U APYTH AOKIAABAHM CIIyYad C HAJMYUE HA XWI3YTU3bM B KIMHUYHATA
KapTHHA U MpeAyIoKUXMe KaHAuaaT-reH 3a xup3ytusma — PARK7, koiiTo konupa MO3UTHBEH perynarop
Ha aHAPOTEeH-PEENTOp 3aBUCUMATa TPAHCKPHUIILIUS.

BbB Bcnuky nanueHTH 0sxa yCTaHOBEHH pa3indHu momuMopdusmu Ha Opos korust (CNVs).
HAYYHU NYBJIUKALUMN:

e Dimova I., Vazharova R., Nikolova D., Tincheva R., Nesheva D., Toncheva D. Whole genome
analysis in patients with congenital anomalies by array-CGH technology. Balkan Journal of
Medical Genetics 2008 (in press);

e Dimova l., Hadjidekova S., Lilova M., Vazharova R., Toncheva D. Fine-mapping of 1p36 deletion,
related to the manifestation of hirsutism. Turkish Journal of Pediatric (submitted).

Hayunusar or4er e mpuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKka.

1.16. /loroBop Ne 27/2007 r. na MY — Codusn
HAYYHO HAIIPABJIEHHUE: MonekynapHa OHOJIOTHS ¥ TeHETHKA

TEMA HA U3CJIEJOBATEJICKUSA MMPOEKT: Uscnensane Bausauero Ha myranud B BRCAL u
BRCAZ2 renure BbpXy pa3BHTHE Ha paK Ha I'bpJlaTa U pak Ha IpocTarara

MNEPUO/ HA ®PUHAHCOBA ITOJAKPEIIA: 2007 T.
BOJAEII U3CJIIEJOBATEJI: [I-p Atanacka BenuukoBa MurtkoBa, M
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUIL:
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Panxa IlerpoBa KpueBa, 10, acucrent; Karenpa mo Xumust u buoxumust, MenmumHcku (hakymnTer,
HenTsp no Monekynana Meaumuaa, MY — Codwust;

[Ipod. n-p o Mapuno Kpemencku, nmH; Hadanauk snaboparopum, HarmonanHa reHeTmyHa
naboparopusi, CBAJIAT “Maitunn gom”, LlenTsp 1o MonekynHa Meaunuaa, MY — Codus;

Bunnana /lumutpoBa SHkoBa, nabopant; LlenTsp no Monekynna Menununa, MY — Codus;

J-p Enenko IlerkoB Ilonos, nokxropant; Knunuka no yponorus, YMBAJI “AnexkcanapoBcka” —
Codus;

e Jlou. n-p Yaemap Kpymor CmaBoB, nM; Kimanka mo Ypomnorus, YMBAJI “AnekcangpoBcka” —
Codus;

e JI-p Atanac Credanos Moukos, ri. acucrent; Kimanka mo OG6ma u yepHOApOOHA XMPYprus,
YMBAIJI “Anekcanaposcka” — Codus;

o Jlou. n-p Crernana JlrooomupoBa Xpucrosa, aM; Llentsp mo Knuamuna mnatonorus, YMBAJI
“Anexcannposcka” — Codus;

o JI-p Anekcannpuna MBanoBa BmaxoBa, ct. acucteHT; LleHTsp no knuHWYHA naTtoiorus Y MBAJI
“Anexcangposcka” — Codus;

e JI-p Tuxomup WnuitueB [ukoB, acucteHt; LleHThp no kiuHuyHa naronorus, YMBAJI
“Anexcangposcka” — Codus;

o JI-p Teodun Amnreno Cemioes, ri. acucteHT; Il Xupyprus, YMBAJI “AnekcanapoBcka” —
Codus.

AJZIPEC 3A KOHTAKTMU: Leutrsp no Monekynna Megununa; CBAJIAID “Maiiuun nom”, yn. 3apase
2, 1431 Codus, Ciyxeben tenedon: +359 2 9172 268; Mobuien tenedon: +359 885 109 619; e-mail:
mitkova@mmchbg.org

BA30OBA OPI'AHM3ALMSA: Mennmuncku ®akynrer, Katenpa mo AxymepctBo u I'mHekosorus,
CBAJIAI' Maitunn nom” EAJl, Hammonanmna I'enermuna JlaGoparopus, LlenTsp mo MonekynHa
Menununa

PE3VYIJIITATH:

[IpoyuBaHusiTa NpH pa3aMyHU MOMYJIALUH 110 CBETa [IOKa3BaT, Ye T€PMUHATHBHUTE MYyTallUH B
BRCAL/2 renure ca mpuymHa 3a MO-TOJsIMA YacT OT HACJEACTBEHHUTE ClIydad Ha PaK Ha I'bpjara W/WilH
sYHAIATE. B HAacTOSAIOTO M3cienBane Oelle MpOBe/IeH TeHETHYCH aHAIN3 Upe3 TUPEKTHO CEKBEHUpaHe
3a Hanmuune Ha myTauu B BRCAL ex3on 11 npu 43 ObArapcky NanyeHTKH ¢ pak Ha r'bpjaTa U J0Ka3aHa
(amuIHa UCTOPHUS Ha pak Ha I'bpAaTa W/uiaM sidHunure. B u3cnenBanara rpyna 0sxa OTKPUTH YETHPH
nonumopduszma Q356R, S694S, L871P u E1038G, kouto 0sxa BamuIupaHy ChIO B KOHTPOJHA IPyma OT
25 37paBu JKEHU, U €JHA HEU3BECTHA JI0 cera ,missense” myrarus B kogoH 1037 (T>C), xosto Boau 10
3amsiHa Ha Val ¢ Ala u kopejupa ¢ paHHO Hayayo, JABYCTpAaHEH KapIMHOM M YEPHOAPOOHU METACTa3H.
Yectusar nonmumopden Bapuant Q356R memoHcTpupa 15 mbTH yBenMUYEH PUCK OT pa3BUTHE HA PaK Ha
rbplaTa NpH MauueHTKy ¢ paMuiIHa uctopus Ha Bb3pact Haa 60 r (OR=15.5; p=0.0004). I'enotunst CC
npu noinumopduszma L871P (OR=2.04; p=0.157) u nHocurenctBoro Ha enuH C amen npu S694S
(OR=1.94; p=0.091), moxa3axa TeHASHIMS 3a yBeIU4YaBaHe PHCKa OT pa3BHTHE Ha pak Ha rppaaTa. Haii-
3HaYMMa acolMalus ¢ paka Ha rbpiaaTa Oeme HabmromaBaHa npu nomumopdusma E1038G, xbaerto
npucheTBUeTO Ha eauH (OR=2.17; p=0.042) uau aBa A anena (OR=2.78; p=0.052) e cBbp3ano ¢ 2-3
'BTH YBEIHYCH PUCK.

HAYYHMU NYBJIMKALIMH
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HAYYHH ITPOSIBU:

e Mitkova A., et al. Mutation screening of BRCA1 exon 11 in Bugarian breast cancer families. 20"
Conference of European Association of Cancer Research, Lyon 5-8 July 2008. Abtracts — in
proccess”™.

HOJ’Iy‘IeHI/ITG peE3yiTaT Ca OT roJisiIMO 3HAUYCHUC U CC MPCABUIKAA Oa 6’I)I[aT HY6J'II/IKYBaHI/I ({18
H3CJIEABAHE HaA ITO-TOJIsIMa Ir'pyna NalrueHTH B pEHOMUPAHO MEXAYHAPOAHO CIIMCAHUE

“TIprsIo’kKeHO € MMCMO 3a TIOTBLPIKACHUE HA yIaCTHETO BEB hopymMa B AGCTPaKT.

Hayunusat otyet e npuet ¢ /[ObPA ouenka no ckajata Ha CbBeTa Mo MeIMIMHCKA HayKa.

1.17. loroBop Ne 29/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHUE: MonekynsapHa OHOJIOTHS U TeHETHKA. bBOpery n ypuHapeH TpakT

TEMA HA U3CJHEOOBATEJCKHSA IMMPOEKT: Pons Ha myrtarnuute B nmogonutoBus red (NPHS2)
32 MATOJNIOTHATA HA CTEPOHMI-PE3UCTCHTHHS HEPPOTHYEH CHHIAPOM U 32 TOMYJANMOHHUS PUCK OT
MUKpoanOyMuHypusi B brirapus

NEPUOJ HA ®UHAHCOBA MNOJAKPEIIA: 2007 t.
BOJAEII U3CJIEJOBATEJI: Onra XXuBanosa bemnuesa, TOKTOp
YJIEHOBE HA U3CJTEAOBATEJICKHUSA EKUIT:

e Jlon. n-p Anemns XpuctoBa byeBa, mokrop; Kimmuuka mo Jercka Hedpomorus, Karenpa mo
[eguarpus, MY — Codus;

o [Ipod. n-p MBo MapunoB Kpemencku, nmu; Havamuuk HarnmonanHa reHeTudHa j1abopaTopus,
CBAJIAT “Maituun nom”, LleHTsp mo MosiekyaHa meaunubaa, MY — Codus;

o Aumekceit CnaBkoB CaBoB, JOKTOp, TJaBeH acuUCTeHT, HammoHanmHa reHeTHyHa IabopaTopus,
CBAJIAT “Maitunn nom” — Codus;

e Pagxa IletpoBa KwHeBa, mokrop, acucreHnt; Karenpa mo Xumus u Omoxwmmust; LleHTBp 1O
MouteKkyiHa MeauiinHa, MY — Codus;

e Jl-p Crernana XpuctoBa MapuHOBa, INIaBeH acUCTEeHT; KJiMHHMKa 10 JeTCKa He(pOoJIOoTHs,
Karenpa o neauarpust, MY — Codusi;

e Momumn AHTOHOB HMKONOB, MarucTep, AOKTOpaHT; LleHTbp mo MosekynHa mequnuHa, MY —
Codus.

AJIPEC 3A KOHTAKTM: yn. 3apase 2, 1431 Codus, Ten.: +359 2 9172 268

BA30OBA OPI'AHM3ALMUA: Haumonanna renetnyna tadopatopust CBAJIAL ,,Maituun nom”, LleHTBp
10 MOJIeKyJTHa Menuinaa, Meauruackn Y HuBepcuteT — Codust, Meaummacku @akynrer

PE3VYIITATH:

N3cnenBanero € mbpBU MO poja CH ONUT 3@ M3ACHSABAaHE HA NEHETUYHHTE OCHOBU Ha CTEPOM]-
pesucrentHust HeppormdeH cuuapom (CPHC) B Bwarapus. Twit karo mpu 10%-30% or CPHC
MalyueHTHTe ce OTKpuBaT JedexkTu B moponuHoBus reH (NPHS2) Hue cekBeHMpaxme BCHYKH €K30HH,
€K30H-UHTPOHHM TPaHULM U HeTpaHchupanu pernond Ha NPHS2 npu Gomam ot Obarapeku (8), poMcKu
(4) m typcku (1) mpoumsxoxn. Ilpm emuH manuMeHT OTKPUXME XETEPO3WTOTHA MyTalHs BOJENIA 0
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aMUHOKHCcennHAa 3aMsHa R229Q). To3m BapwaHT Mpeau3BHKBa HapylieHa CTaOWIIHOCT Ha OBOpedHus
¢unTbp M B KoMOMHanus ¢ Apyru myTtauud B NPHS2 nnm npyru rmomepyno-cnennuvHy T€HH BOIU A0
CPHC. Ilpu KOHKpeTHHS MalMeHT HE OTKPUXME NOMBIHUTENHH MyTauuu B NPHS2 - mpuuumnara 3a
OorectTa BEpOSATHO € JAedeKT B HEW3CIEABAHHM y4JacThIM Ha MOAONWHOBHA TeH (MHTPOHH / MIPOMOTOP)
WM B OpyT TeH, Hanpumep NPHSI.

UzsectHo e, ye R229Q Boam 10 2,77-KpaTHO yBeNHYEHHE Ha PHCKA 38 MUKPOAIOYMUHYpHS,
(dakTop 3a cwepmeuHo-chaoBuTe 3aboimsBaHusA (Pereira et al.,, 2004). YcraHoBuxme, 4e TIpH 31paBU
OBITapu M pOMH TO3H BapHaHT ce cpema B choTBeTHO 1.3% (n=238) u 3.4% (n=204) ot cnyuante. Hama
CTaTUCTUYECKH 3HAauWMa pas3inka B decToTata Ha R229Q mpu asere rpynum. Makap, decroraTa Ha
MOJJOLMHOBHUS BapHaHT IPY POMH Ja HE ce pa3inyaBa OT Ta3u MPU IPYTU KaBKa3LH, MPH ObIrapu TOU e
3HAYUTEITHO MO-PSIIBK OT KOJKOTO MpH apyru eBporneitn (p =0,036).

HAYYHU ITYBJIUKALIUUA:

o bores Il. Ponss na mymayuume 6 nodoyunosus een (NPHS2) 3a namonoecusma na cmepouo-
PE3UCMEHMHUsL HePOMUUeH CUHOPOM U 3a NONYIAYUOHHUS PUCK OM MUKPOALOYMUHYDUSL 6
bvnecapus. JlumnomHa paboTa 3a TMPHCHXKAAHE HAa HaydHa CTerneH ,Maructbp’. Codwus,
14.02.2008.

HAYYHU ITPOSIBU:

e Beltcheva O. et al. Frequency of the R229Q functional variant in NPHS2, associated with
increased risk for microalbuminuria, in Bulgarian Roma population. European Human Genetics
Conference 2008, Barcelona, Spain. 31.05-03.06.2008. Ono0peH abCcTpakT 3a TOTUIIHATA Cpela
Ha ESHG.

Hayunusar otdet e npuet ¢ B/ COKA ouenka no ckanara Ha CbBeTa 10 MeAUIMHCKA HAyKa.

1.18. /loroBop Ne 17/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHUE: MonekynsapHa OHOJIOTHS U T€HETHKA

TEMA HA NU3CJIIEJOBATEJCKUS ITPOEKT: Breexaane Ha HOB METOJ 332 OTKPUBAHE Ha TOJIEMU
JENeNUW/IyTUINKaud B TUCTpOPUHOBUS TeH. [logroroBka Ha OBJTapCKH TAMEHTH C MYCKYIIHA
muctpodus tun Hromen/bekep 3a reHHa Tepanus

HEPUOJ HA PUHAHCOBA ITOJAKPEIIA: 2007 r.
BOJEII U3CJIEJOBATEJIL: bunsua I'eopruesa ['eopruesa, T0KTOp, aCHCTEHT
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

bunsua I'eopruesa I'eopruesa, qokTop, acuctent; Karenpa no Xumus u buoxumus, M®;

o AnbGena [IspBanoBa Tonoposa, 10KkTOp, cT. acucTeHT; Kareapa mo Xumus u buoxumus, M®D;
Tuxomup IIspBanoB TomopoB, MarucTep Mo MOJNEKYJIsIpHA Omoryorusi, JOKTopaHT; Katempa mo
Xumus u buoxumust, M@;

e Muxaena KocrantunoBa JlykoBa, MarucTsp mo molekyisipaa ouoinorusi, Kpexounuk; Karenpa
o Xumus u buoxumus, M®;

e Jlapuna KoncrantuHOBa, MarucTep-papmanesT, JoKTopaHT, Kareapa mo Xumusa m buoxumus,
Mo.
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AJIPEC 3A KOHTAKTMU: Menumuacku YuuepcuteT — Codusi, Menummacku ®akynret, Katenpa no
Xumus u buoxumus, YL 3npase 2, 1431 Codust;
Ten. ci.: +3592 9172 771

BA30OBA OPI'AHU3ALUA: Menumuackn YauBepcuteT — Codust, Mennumackn @akynrer, Katenpa
o Xumus u buoxumus, yi. 3apase 2, 1431 Codus

PE3VYIITATH:

C paboraTa 1o HACTOSIIHMS MPOEKT ycremHo BbBegoxme MLPA (Multiplex Ligation-dependent
Probe Amplification) anann3a 3a ThpceHe Ha AETEIMH/IYTUIUKAIINN B TUCTPOPUHOBUSA T'eH, Kato Osxa
HalpaBeHU JIBC ONTUMH3AIMH CIPSIMO OPUTHHATHHS TPOTOKON. Pa3paboreH Oe MareMaTHYeCKU
QITOPUTHM 3a KOJHMYSCTBCHA OIICHKA Ha TOJYYCHWTE IUIONIM Ha MHUKOBETE OT eJeKTpodoperorpamure,
CHOTBETCTBAIM HA BCEKW €K30H W HAYMH 33 CPaBHJIBAHE HA MAIUCHTCKUTE PE3YJITATH C KOHTPOJIHHTE
mpoou.

3a mepBu 6T y Hac MLPA Merona 06¢ U3oJi3BaH 3a TUarHOCTUYHY LICIH.

bsixa m3cnenBanm Tpuma OONHH OT TPU ceMelicTBa ¢ KinHWYHA awarHo3a [IMJI/BMJI u Gsixa
OTKPUTH ChOTBeTHHTE MOsIeKyTHU fAedektu (dup 48-50, del 45-47, p.Tyr997Stop). Ilpu 12 oT AUPEKTHO
u3cieBaHuTe 13 PUCKOBH JKEHHU OT CEMEHCTRaTa, Oele JOKa3aHO HOCUTEICTBO Ha MYTaIlusl.

MLPA ananu3 6e npoBeneH u Bbpxy JJHK m3omupana ot ¢eTamHun XOpHOHHU BBCH, C KOETO O¢
JEMOHCTPHUPAHO YCHEIIHOTO NnpuioxeHue Ha MLPA metona 3a u3BbplIBaHEe Ha 10POJOBA IUArHOCTHKA.

MLPA ananu3bT JaBaT BH3MOKHOCT Ha MAIMEHTUTE M TEXHHUTE CEMEHCTBA Ja MOJydaT TOYHA
KJIIMHUYHA JMarHo3a, ajJcKBaTHa TI'CHETUYHA KOHCYJITAllMsi, pPaHHA NpOoQUIaKTHKAa M IPEHATaIHA
IUArHOCTHKA. B mombiaHeHne, TO3M METOA 1aBa BE3MOXKHOCT IMAIMEHTHUTE [1a ObJaT MPEIU3HO TeHETUIHO
OXapaKTepU3NPaHU U TIOJATOTBCHH 332 TeHHA Tepamnus B Oblelie. EAMHCTBEHO TO3M METO/I MO3BOJIsABA Ja Ce
W3CJEABAT CEMENCTBA, IPU KOUTO MHACKCHUST MAlMEHT € MOYMHAJ WK J1a Ce U3CIIeIBaT JUPEKTHO KEHU
3a HOCHTEJICTBO, KOETO J0 cera He Oellle Bb3MOKHO.

HAYYHHU ITYBJINKALINUA:
HAYYHU ITPOSIBU:

e Todorov T., Todorova A., Lukova M., Dworniczak B., Mitev V. Point mutation p.Tyr997X in
exon 23 of the dystrophin gene by MLPA analysis in Bulgarian DMD family (case report).
European Human Genetic Conference 2007, June 16-19, 2007, Nice, France. Eur J Hum Genet,
2007, 15(Supl 1): 211-212, P0O801.

Hayunust otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha CbhbBeTa mo MeIMIHMHCKA
HayKa.

1.19. Horosop Ne 40/2007 r. ua MY — Codus

HAYYHO HAIIPABJIEHHUE: Monekynsipaa Ouonorus u reHeruka. Crepwinrter (KonTpanemuus).
AbopT

TEMA HA M3CJIIEJOBATEJICKHUS ITPOEKT: Ornenka Ha SIMYHUKOBHS pecypc — aHajau3 Ha
IJIOUIHOCTTAa M CBHCTOSHHMETO HA XPOMAaTHHA IMPU OBOLMTH, HU30JUpaHU OT OIMNEPATUBHO OTCTpPaHEHA
SIMYHUKOBA ThKaH

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 T.
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BOJAEIL U3CJIEAOBATEJL: Jlon. n-p Wmms LlBeranoB BareB, nMm, PrkoBoamren Ha Karempa mo
buonorus

YJIEHOBE HA U3CJEJOBATEJICKUSA EKUAIL:

e Jlou. n-p Hpara MBanoa ToHuyeBa, IMH, KOHCYJITAHT Ha MPOEKTa, MEIULIMHCKH YHUBEPCHUTET,
Menunuuackn dakynret, Karenpa mo MeanimHCKa TeHETHKA;

e JI-p Mapuana AunekcanapoBa IIpHeBcka, oM, MeAUIIMHCKA YHUBEPCUTET, MeAUIMHCKU
¢akynrer, Karenpa mo Axymepctso u runexonorust 1 CBAJIAT “Maitunn nom”;

o Panumna Credanosa XKuskora, 10, Menuiuacku yauepcutet, Menununcku dakynrer, Karenapa
no buomnorus;

e Crepra MerogueBa [lemmmurpeBa, 10, MenWIIMHCKN YHUBEPCHTET, MeTUITMHCKH (DaKyiTeT,
Karenpa no buonorus;

e JI-p Banepu PanrenoB Benes, Meaunuacku yHuBepcuTeT, MeaummHackn ¢dakynret, Kareapa mo
buonorns;

e JI-p Enuua Yasnaposa beuera, Menuuuncku yauBepcureT, Meannuacku dakynter, Katenpa mo
MeauiuHcKka TeHeTHKa.

AJPEC 3A KOHTAKTMU: 1431 Codus, yn. Cs. I'. Codumiicku 1, Memumnuacku yauBepcuteT — Codus,
Menunuackn dakynret, Karenpa no bromorus; ten. +359 2 9172 678

BA30OBA OPTAHU3AIMSA: Menuuncku yausepcuteT — Codus, Menunuacku ¢akyntet, Kateapa
o buomorwust, JlabopaTopus 1o in Vitro omiokaane u mpeauMITTaHTalMOHHA eMOPHOTIOTHs

PE3VYJITATH:

Uzcnenanero obOxBama OuoricnyeH mareprai oT 30 omepaTHBHH JIAMapOCKONHH Ha JKEHU C
nuarHosa oBapuanna nonukucro3a (PCO), mosiydeH ciiesi MHPOPMHPAHO ChIVIACHE Ha MAI[MCHTHUTE,
ceriacHo m3uckBanusita Ha KEHUMYC. B 10 or caydaute (33,33%) upe3 CTepeOMHUKPOCKOIICKA
nucekuust Osxa u3onupaHd 16 obekra - oBouMTH WM Manku (onukynu. Te Osfxa MOMIOKEHH Ha
00paboTKa 3a OTCTpaHsBaHEe Ha (POJIMKYJIHUTE KJICTKUA U OTCTpaHsBaHe Ha zona pellucida, nukyOupanu B
XHIIOTOHWYEH Pa3TBOp M (UKCUpaHH Ha cThkIo. Dukcupanure obektn Oaxa momnoxenn Ha FISH 3a
MapkepHH XxpoMo3omu 18, 21 u X. Ycneuien 6eute ananu3bT Ha 11 (68,75%) ot obextute (5 donukymna u
6 oBomuta). [ler siineknerku (31,25%) umaxa HeratuBHa FISH peakiust mopaam CHIIHO KOHAEH3WUpPaH
XPOMAaTHH, TIOKa3Balll KJIEThYHO CTApEeHE, XapaKTEePHO 3a aTPEeTHYHH (DOJTHKYITH.

Hze00u:

1. Tlonmydyenu ca JaHHH 3a CHCTOSHHETO Ha XpPOMAaTHHA M XPOMO3OMHHS HAOOp Ha W3CIIE/IBAHUTE
SIMIIEKJIETKY, CBBbP3aHHU C ITWHAMUKaTa Ha oBOIUTHUS pesepB npu PCO, ¢ mporecute 3peeHe u
CTapeeHe Ha XpOMAaTHHA B PACTSIIU U aTPETUYHH (HOIUKYIIH.

2. W3cnenBanero naBa mHQOpMays 3a OMOJOTMYHH NapaMeTpy Ha siiuHuKoBaTta ThKaH npu PCO,
JOTIpMHACS 32 YTOUYHSBAaHE Ha KpailHaTa JuarHo3a Ha IMAIWEHTKUTE W 3a PernpoayKTHBHATA
3[[paBHa IIPOrHO3a.

3. HeoOxommMu ca mno-mamaOHM H3CIeABaHUS 1O MpodjemMa — HU3CIEABAHUTE CIydan H
AHAIU3UPAHUTE SULEKIETKU Ca HENOCTAaThbYHO 3a CPaBHSABAHE HA JAaHHU 3a aHEYIUIOWJUHU B
siiuHnKOBa ThKaH npu PCO ¢ HopManHO QyHKIIMOHUPAIH STHYHUIIH.

HAYYHU ITYBJIUKALIUUA:
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I[Be HYGHI/IKaI_II/II/I Ca B IICpHOJ Ha YCHUJICHA IMOATOTOBKAa Ha PBbKOIMCHUTE. Hpe,Z[CTOI/I TAXHOTO 3aBBPINBAHE
" npeajiaralne 3a HY6J'II/IKYB3HC B NICPpUOJUYHHN HAYYHU CIIMCAHUA. HpezmnaraMe pa6OTHI/IT€ WM 3arjiaBus:

e Aptopcku konektuB: JKuskoBa P., IIbHeBcka M., [enumurpeBa C., PykoBa b., TonueBa /I,
BateB U. Ananuz na eounuunu yogewiku auyekiemku u oauKyay, U3oaupanu om onepamueHo
OMCMpanena ANYHUKOBA MbKAH NPU NAYUEHMKY C 08APUATHA NOTUKUCTO3A.

e Aptopcku KonektuB: IIpHeBcka M., XKuBkoma P., Maitaxapn K., BareB W. Xucmonocuunu
Haxooxku om dbuoncus npu sncenu ¢ PCOS.

HAYYHU ITPOSIBU:

e [lomyuenure maHHM 1me ObIAT AOKIanBaHU Ha npencrosmara VI Hammonanna kandepermus mo
MEIUIIMHCKA ONOJIOTHS, KOSTO TIPECTOM 1a Ob1e mpoBeneHa mpe3 centeMBpu 2009 1. B Codus.

Hay4yHnusit otuet e npuer ¢ //ObPA onenka no ckajara Ha CbBeTa 10 MeIMLMHCKA HAYKa.

1.20. ToroBop Ne 28/2007 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: MonexyisipHa OHONOTHS B TEHETHKA

TEMA HA U3CJEAOBATEJICKHUS MPOEKT: Uscnensane Ha poisiTa Ha NOTUMOP(GHUTE BApUAHTH
Ha MeTa0OTpONHUS IIyTamareH peuentop | 3a mpexpasmosioskeHHe KbM adeKTHBHU Pa3CTpOMCcTBa U
HapKOTUYHH 3aBUCUMOCTH

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 1.
BOAELL U3CJIEJOBATEJIL: Ilpod. n-p Bo Mapunos Kpemencku, M, 1MH
YJIIEHOBE HA U3CJIEJOBATEJICKHA EKMIT:

e Panka [lerpoBa KbueBa, moktop, acucrent, Karenpa no Xumus u buoxumus, MY — Codus
(Llentwp o MosiekynHa meauninia, MY — Codus);

o [Ipod. n-p Buxpa KpymoBa MunanoBa, nMm, ppkoBoauten Kareapa mo Ilcuxuarpus, MY —
Codus (YMBAJI ,,Anekcanaposcka” AJl, Knuauka no ncuxuatpus);

e Onra Xusanosa benuesa, 1okTop, MoneKyJssipeH Ouosor, LleHTsp 1o MonekyiiHa MeaunuHa, MY
— Codus;

e JI-p Muna AwnrenoBa lBaHOBa, MarucTbp, peloBeH AOKTOpaHT, Kareapa mo AKymiepcTBO U
runekonorus, MY — Codus (LlenTsp mo monexynna meqununa, MY — Codust);

e JI-p Momuun AnHTOHOB HUKOIOB, MarucTep, peroBeH IOKTopaHT, Kareapa mo Xumus u
Buoxumus, MY — Codus (LlenTsp 1o mosekynna meauiiuaa, MY — Codusi).

AJPEC 3A KOHTAKTMU: Hamuonanna ['enernuna Jlaboparopus, CBAJIAD ,Maiiuna nom” EAJL;
Hentsp mo Monekynna Menununa, yi. 3apase 2, 1431 Codust, benrapus; Ten: +359 2 9172 268; dakc:
+359 2 9172 469; email: kremensk@yahoo.com ; kaneva@mmchbg.org

BA30OBA OPI'AHM3AIMA: Menununcku @Paxynter, Katenpa mo AKymepcTBO M T'MHEKOJOTHS,
Hanmonanna I'enernuna JlaGopatopus, CBAJIAI' ,Maituun nom” EAJl, Llentsp nmo MonekymnHa
Menununa

PE3VYIJITATH:
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JloknagBame pe3yaTaTUTE OT aHajdu3a Ha MOJIMMOP(U3MHU B reHa 3a METa0OTPONHUS TIIyTaMaTeH
peuentop 1 (GRM1), cunen ¢yHKIMOHAJICH W MO3MIMOHEH KaHIUIAT I'eH 3a MPEIpa3ooKeHUE KbM
ournonsipuu adextuBHU pazcrpoiictBa (BAP). I'enbT e nokamuszupan Ha 6024, mokasan Hal-moOpu
pe3ynTaTH Ipu reHoMeH ckaH Ha 3 poMcku pammnin ¢ BAP. Te3n Gpamunun npuHamiexat KM 00111 cy0-
M30JIaT U ca CBBbP3aHU C MHOXKECTBO POAHMHCKH BPB3KM B €IHO TOJISIMO Cylep-poxociosue. Llenra Ha
HACTOSIIIOTO M3cleABaHe Oe na ce uaeHTH(UUHUpaT eTHOHYKIeoTHIHH mnomumopdusmu (SNPS) B
ex3ouuTe Ha GRM1 rena upe3 cekBeHHpaHe Ha HOAOpaHM wWicHOBe Ha ¢amunusara. Hamepenu Osixa 6
HM3BECTHH TONUMOpQH3Ma, BCHUKM B ek30H 8 (rs2941; rs2942; rs6923492; rs6923864; rs1047006;
rs9373491). Otkputnte noauMophu3MHu Osixa TEHOTUIIMPAHU Ype3 CEKBEHUpAHE Ha § €K30H MPU BCUYKH
120 unenoBe Ha Qammmsara. [IpoBenen Oemie aHanuM3 3a ckadeHocT ¢ mporpamara SimWalk2,
n30/3Baiikd TACHa (eHortmmHa aeduuunus (camo BAP). PaitombT 6q24 region maBa IIOIOKHTETHH
pesyarati cs¢ STR mapkepure, Ho nanHuTe oT SNPS Mapkepute ca Heyoenutennu. Koncrpynupanu Osixa
XaIyIOTHIU ¥ MPUIOKEH KOMOMHUPAH aHalIn3 3a CKaueHOCT U aconuanus. He Oemre uaentudunmpan ool
XaIUIOTHIT Ha ocHoBarens, npu usnon3Bane Ha SNPS u momenaurenan STR mapkepu B 6024 peruona.
Haii-BeposiTHOTO OO0sicHEHHE €, Y€ APYr'd BapHaHTH B HEKOJUPAILM IOCIEAOBATEIHOCTH Ha I'eHA WIH
JIpyTU Te€HH OT pailoHa ca OTTOBOPHM 3a IpPEeApas3noiokeHneTo KkbM BAP U mo3utuBHHTE pe3ynTatu 3a
CKa4eHOCT.

HAYYHHU ITYBJINKALINU:

¢ Kaneva R., Milanova V., Angelicheva D., MacGregor S., Kostov C., Vladimirova R., Aleksiev
S., lvanova M., Stoyanova V., Loh A., Hallmayer J., Kalaydjieva L., Jablensky A. Bipolar
disorder in the Bulgarian Gypsies: genetic heterogeneity in a young founder population. Am J
Med Genet, Neuropsych Genet 2008 Apr 28. [Epub ahead of print] PMID: 18444255.

Hayunusar or4yer e npuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa M0 MeIUIIMHCKA
HayKa.

1.21. Jorosop Ne 1/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHME: buoxumus. Metaboinzsm

TEMA HA HM3CIEJOBATEJICKHUSA ITPOEKT: M3cneaBaHe Ha CUTHAIHO-TPAHCIYKUUOHHUTE
MEXaHU3MH, MEMUPAIIN MUTOTCHHHS €EeKT Ha MPOJIAKTHHA ITPU JuMpouaHaTa KieThuHa guaus Nb2

HEPUOJA HA ®PUHAHCOBA ITOJAKPEIIA: 2006 r.

BOJAEN U3CJIEAOBATEJIL: Cuneus ['eoprueBa Kanennepora, Maructep no Ouosiorus, Karenpa
Xumudg u bunoxumust, MO

YJIEHOBE HA U3CJIEJOBATEJICKUA EKUII:

e Tanka HecropoBa AtanacoBa, Maructsp 1o 6monorusi, Kateapa mo Xumus u bunoxumus, MO;
e [lera Bacunesa MBaHoBa, 1okTOp 10 cTomarosiorusi, Karenpa no Xumus u buoxumus, M®;

o  Tans Kupumosa Kaauiicka, Mmaructsp mo bromorust, PhD, Karenpa mo Xumus u bruoxumust, M®.

AJPEC 3A KOHTAKTM: Karenpa no Xumust u buoxumus, M®, Menuiuacku yausepcutetr — Codus,
yi. 3pase 2, 1431 Codus; Ten.: +359 2 9172 586, sylvia@medfac.acad.bg

BA3OBA OPI'AHM3ALUA: Karenpa no Xumusa u buoxumus, M®, MeauimHCKU YHUBEPCUTET —
Codust

PE3VYJITATMA:
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Ilpuema ce, dve curHamausar mbeT, Bkarousam JAK2/STATS e OCHOBEH 3a MPOJAKTHH-
uHIynrpanata nponudepanus Ha muMpomuute kietku Nb2. Bwernpeku ToBa, ce nmpeamnonara akTuBUpaHe
W Ha JPYT'M CWTHAJHHU IbTHUINA, KAKTO U KOOMEPATUBHOTO B3aUMOJACHCTHE MEXKAY TAX, Upe3 KOEeTO Te
ompeaenaT nponndepaTuBHUA eheKT Ha XOPMOHA B CHOTBETHHUS KJIEThUCH THUIL. HacTosmoTo u3cinensane
mokaza, 4e kwmHazure oT MAP cemelictBoro ERKI1/2, xakto m PKD kunHasurte, koomepupaT cC
JAK2/STATS curHanHusi IbT B MPOBEKAAHETO HA MUTOreHHHS e(ekT Ha nponakTuH B ND2 kinerbuHarta
cucTeMa.

Hayuynusat otuyer e mpuer ¢ BMCOKA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

1.22. JloroBop Ne 4/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHME: buoxumusa. Metaboiuzsm

TEMA HA U3CJIIEAJOBATEJICKUS ITPOEKT: Mexanuszmu 3a nosnusBane Ha MAII xkuHazHata
AKTUBHOCT B IBPBUYHHM KIIETKH OT MJIEYHA KJIe3a Ha 32K

MHNEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2006 1.
BOAELL U3CJIEJOBATEJIL: n1-p Banbo MBanos Mutes, 1M, 10H, mpodecop mo OnoXumus
YJIEHOBE HA U3CJIEJOBATEJICKHWA EKHUIL:

o Exarepmna MapuHoBa HukomoBa, Maructep mo Owonorus, AOKTopaHT, Karenpa mo Xwumusa u
buoxumus, M®, MY — Codus.

AJIPEC 3A KOHTAKTMU: Karenpa no Xumusa u buoxumus. Menunuacku @akynrer. MeTUuIIMHCKI
VYuusepcurer, yi. 3pase 2, 1431 Codus; Tem: +359 2 9172 692

BA30OBA OPTAHU3AIIUSA: /lexanat Ha M®D
PE3VYIITATH:

[Mpunaranero Ha pa3MUYHU MPOTEHH KUHA3HW WHXHUOWUTOPU BOJM 10 PA3iIMYHH €PEKTH BBPXY
AKTUBHOCTTA HAa MHTOTEH aKTHBUpaHaTa mnporenH kuHaza (MAPK). 10 muHyTHaTa mTpoONakTHHOBA
crumynanus Ha MAIIK akTuBHOCTTa ce BB3OpensITCTBAa OT MHXMOWTOpa Ha (ocdarmann mHO3UTON 3
kuHazata (PI3K), worthmannin, koeto mpeanonara ygactue Ha PI3K-3aBucum mbT B MpPOJIAKTHHOBATA
perynauusata Ha MAPK axrusnpaneto. C mzxmodenne Ha PKC unxuburopa, Go6983, nwiroro (40 vaca)
TPEeTUpaHEe C MPOJAKTUH B NPUCHCTBHE HAa PA3IUYHU NPOTEUH KHH3HU HMHXMOMTOPH TpEIU3BUKBA
CBIECTBEHO THPO3MHOBO (ochopunupane Ha MAPK B mbpBUYHHM KIIETKHM OT MIIEYHA JKJie3a H 3aeK.
Edexture or mHXMOMTOpHUTE MOXKE Ja ce OOSCHM C HMHXHOMpaHe Ha ekcnpecuara Ha MAPK —
¢docdarasure. OT nomyueHUTE pe3yaTaTH MOIaT J1a Ce HANpaBsT [Ba ChllecTBeHU n3Boaa: 1) IlponakTun-
CTUMYJIMPAaHOTO aKTHBHpaHe Ha akTuBHOCTTa HA MAPK B MbpBHYHM KIIETKH OT MJIEUHA JKJI€3a HA 3a€K ce
meauupa ot PI3K u wactuuno ot JAK2 kmuazata. 2) excnpecusita Ha MAPK-docdarazute 3aBucu ot
PKCW/PKD-, PI3K-, CaMK-, PKA-, Src- u JAK2- kuHazure.

HAYYHU ITYBJIUKALIUUA:

o Nikolova E., et al. The effect of chemical blockade of different signal transduction pathways on
MAP kinase tyrosine phosphorylation in rabbit mammary cells. Proceeding of the Bulgarian
Academy of Sciences, in press.

Hayunusar or4yer e npuer ¢ BMCOKA onenka mo ckanara Ha CbBeTa N0 MeIUIIMHCKA
HayKa.
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1.23. lorosop Ne 5/2006 r. ua MY — Codus
HAYYHO HAIIPABJIEHME: buoxumusa. Metaboiuzsm

TEMA HA MHU3CIEJAOBATEJIICKUA IIPOEKT: IlpoyuBaHe BIMSHHETO Ha Pa3IUYHU
MIPOTEMHKWHA3HU WHXHOUTOPH BBpPXY ekcrpecusta Ha MAP Kunazaute docdarasu - MKP-1, 2 u 3 B
ABTOHOMHO TposiiepupaIiy enuaepMaiHd KePaTHHOLUTH

MHNEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2006 1.
BOJAEII U3CJIEJJOBATEJL: bunsua I'eopruesa ['eopruesa, 16
YJAEHOBE HA U3CJIEJOBATEJCKUS EKUII:

e [lers Bacunera MBanoBa, moktop o cromaronorus, Karenpa no Xumus u buoxumus, M®;
e Awntonus Pymenona Hcaesa, maructep mno ouosnorus, Kareapa nmo Xumus u buoxumus, M®D;

o JlioOka [aBpamnoBa CrosiHOBa-MwuteBa, JAOKTOp mo MenunmHa, Karenapa mo Jepmaronorus u
Beneponorus.

AJIPEC 3A KOHTAKTM: Karenpa mo Xumus u buoxumust, MO, Menuuuackn yauepcuret — Codus,
yi. 3apaBe 2; Tenedonu: mom. - +359 2 928 64 52, cayx. - +359 2 9172 561, mobuien - +359 887
967 177, e-mail: gueorguievab@yahoo.com

BA3OBA OPI'AHM3AIUA: Karengpa no Xumusa u buoxumus, M®, MeaulIMHCKA YHUBEPCUTET —
Codus

PE3VYIJITATA:

Uzsectro e, ye EGF ctumymmpa ERK1/2 B woBemku kepatuHoruta mo PKC-3aBucuM mbT.
Crumynupanero Ha enuaepManHu keparuHoumtn ¢ EGF  wHnynupa OudaszHo axTuBHpaHe
(bochopunupane) Ha ERK1/2 u ekcnipecuss Ha MKP1, ¢ xuHeTnka Oiu3Kka 10 Ta3W Ha aKTUBUPAHUTE
ERK1/2.

Tpancdexuusara Ha anTtuceHc onuronykneoruam 3a PKC o, € u p (PKD1) B cyOkoH(myeHTHH
KEPATUHOIMTHH KYJITYPH, IOBE/IC 10 HHXUOUpaHe Ha TUMHIMHOBOTO HHKOPIIOpUpPaHE (KepaTUHOLMTHATA
nposudeparus) u go 3Hauntesino ERK1/2 dhochopunupane, 6e3 npomsina B ekcrpecusta Ha ERK1/2 u
MKP1 B mpobute. Ot apyra crpana upe3 UMyHOOJIOT Oellle YCTaHOBEHO, Ue eKCIIPecHsTa U aKTHBHOCTTA
Ha ERK1/2 ce yBenmnuaBaT 3HAYMTENHO MPH JOCTUTAaHE HA KOH(MIYEHTHOCT Ha KEPAaTHHOIUTHUTE
KYATYypH.

Enno BepoaTHO 0OsicHEHHWE Ha TOJIYYEHHTE OT Hac pe3yiraru e, 4e mojodHo Ha cyclin DI,
excripecusta Ha MKP1 e ERK1/2 3aBucrma, U HHIYKIUATA U 3aBUCH OT CHUJIaTa U MPOIBIDKATEITHOCTTA
Ha ERK1/2 axrtuBHoctra. [lomyueHure pe3ynratd HU JaBaT OCHOBaHME Ja mpeanoyioxum, ye ERK1/2
KMHA3WUTE y4acTBaT HE CaMO B MPOIIECUTE, PETyJIUPAIH KEPaTHHOLUTHATA Tposudepaliysi, HO U BEPOSTHO
B perynanusiTa Ha KepaTHHOIIMTHATa audepeHimanys. Jpyr BaxkeH n3Bo, KOWTO MOXE Ja C€ HalpaBy OT
MOJIyUYEHUTE pe3yaTatu € ue excnpecusta Ha ERK1/2 He ¢ KOHCTUTYTHBHA, a TOJICKH HA peryjiamus B
TO3H KJIETHUYCH THII.

Hayunusar otder e mpuet ¢ /[ObPA onenka no ckajara Ha CbBeTa 10 MeIMIMHCKA HayKa.

1.24. Torosop Ne 7/2006 r. ua MY — Codus
HAYYHO HAITPABJIEHUE: buoxumus. Metaboan3sm
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TEMA HA U3CJIIEJOBATEJICKUSA ITPOEKT: /lu3aiin 1 cMHTE3 HAa XPOMOTE€HHU M (DIIyOpOTeHHU
cyOcTpatu Ha 6a3a 2-aMHHOAKPHIOH 32 HE KAacla3HU NPOTEMHA3H y4acTBAIlM B alloNTo3aTa

MNEPHOA HA ®UHAHCOBA NOAKPEITA: 2006 r.
BOJEI U3CJIEAOBATEJL: Banentun Croiitues Jlo3aHoB
YJIIEHOBE HA N3CJIEJOBATEJICKHA EKUIT:
e Credan Cserozapos Iletpos, acuctent, Kareapa mo Xumus n buoxumus;
e Anekceil Anekcees, [lokTop, ri1. acuctent, Karenpa mo Xumus u buoxumus;
e Jlronmuna BragumupoBa MateBa, nokropanT, Karenpa no Xumus u buoxumus.

AJPEC 3A KOHTAKTMU: Karenpa no Xumus u buoxumus, Menununcku dakynrer, yia. 3apase 2,
1431 Cocwus, Cir. ten.: +359 2 9171 592; e-mail: lozanov@medfac.acad.bg

BA30OBA OPI'AHU3ALUA: Menumuacku daxynter, Katenpa mo Xumus n buoxumus
PE3VYJIITATU:

HoB tunm mentuanu ¢uyoporeHHn cyOcTtparu 3a karencuH b Osxa paspabotenu. [lpu Tesm
cyOcTpatn Kato (IyoporeHeH MapKep ce HM3IOJI3Ba 2-aMHHOAKpHIOH. Thii KaTO HOBOCHHTE3HPAHHUTE
NENTUAHA CyOCTpaTH TpPHUTEKaBaT clelu(UYHAa M 3HAYUTENHO TMO-MHTEH3MBHA (IIyopeclueHIrs OT
camusIT Qiryopodop, 6e peAsoKeH U U3caeIBaH HOB MOJIEIN 32 U3y4YaBaHe Ha MPOTea3n MPU KOUTO MsIpKa
3a eH3MMHATa aKTHBHOCT € HaMaJIeHHEeTO Ha (DIyOpecHEeHTHUST CHUTHal Ha Hm3cieaBaHara mpoba. Tosm
MOJIeTT MMa peAuIa MPEeANMCTBA Tpel TPAJUIMOHHO HM3MOJI3BAHHUAT NPH KOHUTO MspKa 3a €H3MMHATa
AKTUBHOCT € HapacTBaHE Ha (DIyOpecUEHIMITa Ha XUAPOIu3upanuar(ocBodoaeH) dhayopodop. HoBure
cyOcTtapatu Osixa pa3paboTeHH ciel OHO-KOMIIOTEPHO MOJENHpaHe Ha B3aUMOJICHCTBAMAITA CH3MM-
cyoctpar. Kunetnanute mapaMeTpy Ha Te3u cyOcpaTH ca B mpomec Ha ompexensHe. [Ipaktudeckara
M3ION3BAEMOCT Ha HOBHTE CyOCTpaTH U Mojien Oe MpoBepeHa Mpy KICYHH JIN3aTH U MPOOH TUTa3Ma.

Hayunusar otuyer e npuer ¢ HE3A/[OBOJINTE/IHA ouenka mo ckajgara Ha CbBeTa mo
MeAMIUHCKA HAyKa.

1.25. lorosop Ne 27/2006 r. Ha MY — Codus

HAYYHO HAIIPABJIEHHME: bunoxumus. Merabonuspm. @apmakosnorus u Tokcukonorusi. bAB u
JIeKapcTBa

TEMA HA WM3CJIEAOBATEJICKUS ITPOEKT: [IpoyuBaHe BIMSHMETO Ha MEIHHS XEJIaTop
TETPATHOMOJINOAT BbPXY OKCHUAATUBHUTE YBPEXKIaHNS IPU €KCIIEPUMEHTANIEH 1uadeT

NEPUOJ HA ®PUHAHCOBA IMOJAKPEIIA: 2006 T.
BOAEL U3CJIEJOBATEJIL: /I-p Munka Muinuea MusieBa, IOKTOp 10 (papMaKoJIOrus
YJIEHOBE HA N3CJIEJJOBATEJICKHS EKHAIT:

e Cr.u.c. Il ct., 1-p Maprapura JumurpoBa Anocronosa — JlabopaTopus 1o MEIUKO- OMOJIOTHYHH
uscnenBanus, MHCTUTYT 1o MonekyisipHa Ouonorus, benrapcka Axanemust Ha Haykure;

e Jlou. n-p 'enoBeBa AHToHOBa 3naTeBa - Katenpa no ®usuka u 6nodpusuka, MY — Codus;

e JI-p Ceerna Anrenosa Muresa - Karenpa no ®usuka u ouodusuka, MY — Codus;
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e Pammma MBanoBa Tomopoma, JlaGopaTopus mo MemuKo- OHOJOTMYHH H3cieaBaHusa, W-T mo
MOJIEKyJIsIpHa Onosnorus, beiarapcka akageMus Ha HAYKUTE;

e Awnren Hukonos, MY - Codus;
o JI-p 'enoBesa 3nateBa, noueHT B Meqununackus dakynrer Ha CVY.

e 3aycnemHaTa paboTa 1o MPOeKTa MPUHOC UMa U T-11a Bianumupa Bacuinesa, kosTo n3paboTu u
3alUTH TUTUIOMHATa CH paboTa ¢ MaTepUaIH IO TTPOESKTa.

AJPEC 3A KOHTAKTM: [-p Munka MuueBa Munesa, yi. 3apase 2; Tenedonu: +359 2 9172 585;
+359 2 943 71 60; +359 899 15 11 69

BA3OBA OPI'AHU3ALUA: Karenpa no PDusuka u Ouoduszmka, MEIUIUHCKU YHUBEPCUTET,
Menaunuacku aekanat — Cogus

PE3VYIJITATH:

CTpenTo30TOLMH-UHAYLIUPAHUAT OUa0eT NpU MUILKH MOBHIIABA ChIBP)KAHHUETO HA MapKepuTe
Ha OKCHIATHBHHUS CTPEC B YepeH Apo0 M maHkpeac Ha 24-us yac, S-us u 30-us IeH ciel MHIYIHUPAHETO.
Terparnomonubaar peaylupa OKCUIATUBHATE YBPEXKIAHHS, KaTO TCHACHIMITA € Haii-no0pe u3pazeHa Ha
30-us nmeH B uepeH aApoO, mMaHKpeac M OBOpenM Ha EKCHEPUMEHTATHUTE >KUBOTHH. YBEIHUYEHA
XETEepOTeHHa eKCIIpecHusl Ha METAIOTHOHEMHNTE ce HaOJI0aBa B €K30KpHHHATA YacT Ha MaHKpeaca | Io-
cnabo m3paseHa B JlaHrepxaHCOBHTE OCTPOBH, a B 4epHHUs Opo0 W ObOpenHTe — eKcrmpecusita €
XOMOT'€HHO u3pas3eHa. M mpu Tpure opraHa MMa €KCIIpecus Ha METAJIOTHOHEMHH B KJIETHUHHTE SIpa.
Haii-cunHo n3pazaeHo € UMyHOXUCTOXMMUYHOTO OLBETSIBAHE MPU KUBOTHUTE, TpeTUpanu cbe CT3 u npu
te3u, npuemanu CT3 u TTM. Eknpecusita Ha SOD1 B uepHust Apo6 e Hali-noOpe u3pa3eHa B TPYNUTE
CT3 u CT3+TTM, u e nokamu3upaHa B MepUPEPHOTO KIETHYHO MPOCTPAHCTBO, MPH IMMaHKpeaca € B
JlanrepxaHcoBHTE OCTPOBH U MO-cab0 B €K30KpHHHATa JacT. B ObOpernnTe Hail-cHiIHATa EKCTIPECHs € B
KOHTPOJIUTE, a Haii-ciaba e mpu kuBoTHUTE, mpueManun CT3+TTM.

[IpexuBseMocTTa Ha €HJIOTEJIHUTE KIETKU ITpU TpetupaneTo ¢ TTM, ce noHukaBa 4yBCTBUTEIIHO
Ha 72-ust yac. EQexThT e 10303aBHCHMM B KOHIEHTpAIIMOHHHS auana3oH Ha xemaropa 10 — 500 puM.
[Mpunaranero Ha TTM B KJIeThbUHHS MOJE] Ha AMA0CET IOHMXKAaBA NPEKHUBICMOCTTA Ha CHIOTCITHUTE
KJIETKU U ekcripecusita Ha SOD1.

HAYYHU IYBJIUKALIA:
CraTuu, u3/1€3)14 OT neyar:

e Munea M., T'anueBa K., 3mareBa I'., MureBa C., AmocronoBa M. Aumuoxcudanmuu u
aHmMuaHee02eHe3 U CceoUCmea Ha mempamuomoruboama 6 modennu cucmemu. Haykara B
ycioBusiTa Ha rnobanmm3anus npe3 XXI sex, Tom IV, pp 158 — 163;

e 3amuTeHa AUIUIOMHA paboTa Ha Tema: ,.BiusHue Ha MeOHU Xenamopu 6vbpXy pazeumuemo Ha
excnepumenmaner ouabem ¢ mooeinu cucmemy’”. Jlummomant Brnagumupa Bacunuesa, HaydHH
pBKOBOIUTENH CT.H.c MapraTtupa AnocTtososa u a-p Munka Muresa.

HAYYHMU ITPOSBU:
CnuchbK HAa y4aCTHATA B CHMIIO3HYMH H OTIICYATAHHU Pe3I0METa!

e MuneBa M., I'anuesa K., 3naresa I'., Mutesa C., AnocronoBa M. Anmuoxcudanmuu ceoticmea
HA mempamuomoauboama Kamo MeodeH Xenamop 6 HAKOU MOOeTHU Ccucmemu in Vitro.
MexnynaponHa HayyHa KoH(pepeHus “Haykara B ycnoBusTa Ha riobanuzanus mpe3 XXI Bek”,
IIOCBETEHA Ha 45 TOMHM OT OCHOBaBaHeTO Ha Chro3a Ha yueHute B Crapa 3aropa, 1-2 ronu 2006;
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e Mileva, M., Vassilieva V., Zlateva G., Apostolova M. Antioxidant properties of neocuproine and
tetrathiomolibdate in model systems. 20" Balcan Medical Week, September 28-30, Varna,
Bulgaria;

e BacunueBa B., MuneBa M., AnocronoBa M.. Buusnue Ha meOHume Xeramopu HAOKYNPOUH,
Oamoxynpoun u mempamuomMoaudboam evpxy pa3eUmMuUemo Ha eHOOMENHa OUCEHYHKYUS &
mooennu cucmemu. Tpakuiicku yHUBEpPCUTET, [IbpBa Hay4Ha KOH(EPEHIHs 3a JOKTOPAHTH U
CTYZEHTHU ¢ MeXAyHapoaHo ydactue, 10 — 12 nHoemspu 2006, Ctapa 3aropa.

Hayunusar oruyer e npuer ¢ HE3A/[OBOJIHTE/IHA ounenka mo ckajgara Ha CbBera mno
MEeAHMLIHUHCKA HAayKa.

1.26. Jorosop Ne 57/2007 r. na MY — Codus

HAYYHO HAIIPABJIEHHUE: Merabonu3em. Wubexnuu. Mukpobduonorus. Papmakoiorus u
Tokcukonorus. BAB u nekapctsa

TEMA HA M3CJIEJOBATEJICKHSA NPOEKT: IlpoyuBane aeiicTBUETO Ha OCENTaMHUBHp IpU
EKCIICpUMEHTIICH MOJIE)I Ha TPUITHA BUPYCHA WHPEKIHS THIT A

HNEPNOJ HA ®PUHAHCOBA ITIOAKPEIIA: 2007 r.
BOAELL U3CJIEJOBATEJL: Munka Mumrdesa MuieBa, JOKTOp 110 (hapMaKOJIOTHs
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

e ['eHoBeBa AHTOHOBa 31areBa, MOKTOp MO (M3WKA, TIaBeH acucTeHT; Karempa mo dwmsmka u
ounodpumzuka, MJl, MY — Codus;

e C(Cgerna AwnrenoBa MwureBa, AOKTOp mo (m3ukoxumus, acucreHT, Kareapa mo dm3mka u
ouno¢usuka, MJl, MY — Codus;

e Un.-kop. npod. n-p Auren CumeonoB I'vib00B, 10, AMH; Tpodecop MO BUPYCOJIOTHS, YJICH-
kopecnionieHT Ha BAH, nupekrop, MactuTyT 1o Mukpobuomnorus “Ct. Anrenos” — BAH;

o Jlopa CumeonoBa CumeoHoBa, H.c.lllcT.; MacTtutyT o Mukpobuonorus “Ct. Anrenos” — BAH.

AJIPEC 3A KOHTAKTM: yx. 3npase 2, Katenpa no ®usuka n 6uodpuzuka, MJ], M®; Temn.: +359 2
9172-585

BA30OBA OPTAHM3ALUSA: Katenpa no ®usuka u 6nodpusuka, MJ], MO
PE3VYJITATM:

B Hacrosmarta pabGota e wu3cnenBaH €QEeKTT Ha OCIETaMUBHDP BbPXY OKCHAATUBHHUTE
yBpeXIaHus B Os1 M yepeH ApoO M KpbBHA IUIa3Ma Ha MH()EKTUpaHW C IpulleH BUpyc MuIIKH. Kato
MapKepu Ha OKCHIATHBHHS CTpEC HHE HM3IMOJ3BaxMe JBa MPUOMYKTa Ha JMIUAHATA TEPOKCHIAINS —
MaJIOHIUANAEXU] U (IIyopecuaHTHH JUIO(yCUIUH-TT0ON00HN NPOAYKTH Ha 5-1 U 7-4 JIeH Cliel BUpycHAaTa
WHOKYJIALHSL.

Pesynrarute mokasmar, ue rpunHara uHpeknus tan A/Aichi/2/68 (H3N2) ce chnpoBoxkia oT
3HAYHUTEIIHO HApacTBaHE HAa CHJOTEHHHUTE MPOJYKTH Ha JIMNHHATA TEPOKCHIANNS W pa3BUBaHE Ha
OKcHIaTuBeH cTpec. Hue ycTaHoBsiBaMe, 4e NMpMIIaraHETO Ha OCENTAMHUBUD IO TepareBTHYHATA CXeMa
UMa TPOTEKTHUBEH e(EeKT Cpelly OKCHIATHBHUTE YBPEXKIaHWS B depeH M Osu1 qpol, KakTo W KPHBHA
IJ1a3Ma Ha 5-4 U 7-51 IeH Clell NHOKYJIALMAITA.
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C men mpocrnensBaHe HA MEXaHU3MHTE Ha OCEITAMHUBHP Ja MTOBIHSIBA OKCHIATUBHUTE yBPEKIAHUS,
Osixa TIPOBEJCHU CKCIICPUMECHTH B HIKOM MojenHu cuctemMd. CrocoOHOCTTa Ha JIGKapCTBOTO Ja
B3aUMOJICHCTBA ChC CYNEPOKCHIHHUTE aHWUOH-paJIUKaiy Oelle TPOBEPeHAa CHCTeMaTa KCaHTHH-
KCaHTHMMHOKCH/Ia3a 3a TeHepupaHe Ha cymnepokcna. HuBoTO Ha cymepokcuma Oelie MPOCIEAEHO
cnekrpodoroMeTpudaHo, upe3 NBT-test, a pesynrarure Osxa MpencTaBeHH KaTo CHEKTPO(GOTOMETPUICH
CKeBUH/DKUHT-UHACKC (SpSI). AHTHOKCHIAHTHUTE CBOWMCTBA Osixa M3CICABAHE W B CHUCTEMa OT SHYCHU
JIMIIO30MU Ype3 MHAYKUUS Ha JIMIHAJHATA MEPOKCUAALHS C Fe?* u (Fe2+ - EDTA) mo xonmdecTBoTO Ha
TBARS, a pesynrarute npencraBuxme kato TBARS — ckeBUHIKUHT WHAEKC.

PesynrtatuTte mokasBar, 4ye OceITaMUBHP HE MPOSBSBA CYyNEPOKCUA-CKEBUHKEPHU CBOICTBA, HE
nosmusea Fe®* u (Fe”* - EDTA) — wuHAyuupaHaTa JMIMIHA [EPOKCHIAIMS JIMIO30MH B
KOHIIeHTparmoHHus auamazon 10 mM - 0.01 mM. MexaHu3MHTe, 10 KOUTO OCEITAMUBHP IOBIHSIBA
OKCHJATUBHUTE YBpPEKIAaHUS B XOJa Ha TrpumHata MH(EKUus BEPOSTHO c€ ABIDKAT HAa HETOBUTE
cneun(pUIHU aHTUBUPYCHH CBOWCTBA.

HAYYHHU ITYBJIUKAIIUUA:

e Mileva M., Simeonova L., Genova G., Galabov A. Awmuoxcuoaumuu ceoticmeéa Ha
ocenmamusup ¢ modennu cumemu in Vitro. Trakia Journal of Science, in press.

HAYYHHU ITPOSIBU:
Jloxyiaam, U3HECEHH HA HAYYHU MePONIPUSATHS

o Munesa M., CumeonoBa JI., I'enoBa I'., I'enp00B A. Aumuoxcuoanmmuu ceovcmea Ha
ocenmamusup 8 modennu cumemu in vitro. KO06uneitna Hayuna Kondepennust na MeaumuHckn
@axyntet, Tpakuiicku YHuBepcurert, 27-29 centemspu 2007, Ct. 3aropa;

e Munesa M., Cumeonoa JI., I'enb00B A. Bausnue na mamuguy 6wvpxy oxcuoamusHume
V8pedcoanus npu  eKCnepuMeHmaneHn Mooel Ha 2PUnHa 6UpycHa uHgexkyus. TpakuicKu
Vuusepcurer, Crapa 3aropa, MexayHaponHa akajgemus ,,MHOToCTpaHHa MHTErpHpaHa
JUYHOCT”, AHTHUMHMKPOOHHM M TIPOTHUBONApPA3WTHH CpEeACTBA B XyMaHHaTa M BeTepHHapHaTa
MenuinHa. JlekapcetBena pesuctenTHOCT. 8-10 HoemBpu 2007, Ct. 3aropa, bearapus;

e Mileva M., Traikov L., Galabov A., Simeonova L., Genova G. Oseltamivir as a modulator of
oxidative damages in lung of influenza virus infected mice and in some model systems. In:
Program of Second Congress of Virology (Days of Virology in Bulgaria) with International
Participation, May 28-31, 2008, Sofia, p. 109;

e Simeonova L., Galabov A., Gegova G. In vivo synergistic combination effect of rimantadine and
oseltamivir againstinfluenza A(H3N4) is manifested in several dose ration. Program and
Abstracts of the Twenty-First International Conference on Antiviral Research (ICAR), Montreal,
Quebec, Canada, April 13-17, 2008, Antiviral research, V 78, (2) p Al9.

Impact factor: 2.483

ocTepu, npeAcTaBeHN HA HAYYHH CHOMTHS:

e Mileva M., Galabov A. Antioxidant properties of oseltamivir — a specific NA inhibitor of
influenza virus infection type A in some model systems. Abstracts book, p. 106, 5-th Balkan
Congress for Microbiology, 24-27 October 2007, Budva, Montenegro;

e Mileva M., Galabov A., Simeonova L., Gegnova G. Antioxidant properties of oseltamivir — a
specific NA inhibitor of influenza virus infection type A in influenza virus infected mice and in
some model systems. Program and Abstracts of the Twenty-First International Conference on
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Antiviral Research (ICAR), Montreal, Quebec, Canada, April 13-17, 2008, Antiviral research, V
78, (2) p. A60.
Impact factor: 2.483

Hayunusart otyet e npuet ¢ /[ObPA ouenka no ckajata Ha CbBeTa Mo MeIMIMHCKA HayKa.

1.27. Torosop Ne 20/2007 r. ua MY — Codus
HAYYHO HAIIPABJIEHME: buoxumust. MeTtabonnzsm

TEMA HA U3CJIEJOBATEJICKUSA ITPOEKT: UsscusBane ponsita Ha [Ipotenn Kunaza C p/ PKD1
B IIPOIECHT HA MPOIH(epanyst Ha YOBEIIKH SNUICPMAITHN KEPATHHOLUTH

HNEPUOJ HA ®PUHAHCOBA INOJAKPEIIA: 2007 T.
BOJAEII U3CJIEJOBATEJIL: [I-p Ilers Bacunera lBanoBa
YJIEHOBE HA U3CJTIEJOBATEJICKUSA EKUIL:

e [Ipod. n-p Barbo MBanoB Murtes, am, 10H; Karenpa mo Xumus u onoxumus, MO;
e Exarepuna Mapunosa Huxomnosa, 16; Kareapa no Xumwust n 6noxumust, M®D;

e ['anka HectepoBa Artanacosa, 10; Katenpa mo Xumus u onoxumus, MO.

AJPEC 3A KOHTAKTM: Karenpa mo Xumus u buoxumust, MO, Menuuuacku yauepcuret — Codus,
yi1. 3apase 2; Mobwnen tei: +359 888 932 774, e-mail: pivanova@medfac.acad.bg

BA3OBA OPrAHM3ALUA: M®, Meauumncku yHuBepcuteT — Codus, Karenpa mo Xumus u
buoxumus

PE3VYIJIITATH:

CyOkoH(IYEeHTHH HOPMAJIHU YOBEHIKM KEPAaTHHOIMTHU KYJITYpPH TIPOSIBIBAT aBTOHOMHA
(aBTokpuHHa) mponudepanyss W eKCOpecHpaTr CHeUUPUYHM MapKepd Ha KepaTHHOIMTHATa
mponudeparus K5 (keparur 5) m K14 (keparun 14). Upe3 uzmon3BaHeTO Ha TO3M MoOAeN Osixa
ycranoBeHu edekrure ot 3arumaBaHeTo Ha IIK/[1 (Ilporemn Kunasa JI1) BbpXy akTHBHpaHETO Ha
KepaTHHOIMTHATA audepeHnuanus. 3a crnenuuyHoTo HHXuOMpaHe ekcnpecusra Ha [IKJ[1 Osxa
m3nom3Banu MUPHK (mankm waxuburopan PHKu) m npomsHara B HuBata Ha MPHKw Ha paszmuunn
keparuHoUuTHH Mapkepu - K14 u PCNA (mapkepu Ha 06a3aiHuTe HpoiuQepupamiyd KEepaTHHOLWTH),
nHBOJIYKpHH 1 K10 (panHu nudepeHInonHN Mapkep) Osixa ycTaHOBEHH. TpaH3UTOpPHATA TPaHCQEKIIHs
Ha MuPHK 3a [IKJ[1 B kynTypupanu kepatuHouuTd noseae Ao penykuus B MPHK nuBara na IIK/I1,
MPOMSIHA B KJIETHYHHUAT ()EHOTUI U MHULMUPAHE HA KepaTHHOLMTHATA JU(epeHIranys, yCTaHOBEHO Ype3
nopunieHata ekcripecust Ha MPHKu Ha naBomykpun 1 K10. He 6s1xa ycranosenn npomenn B MPHK HuBa
Ha K14, "o excrpecusta Ha PCNA MPHK Oemre 3nauntenHo nonmxena. B HacTosmoTo u3cienBane 3a
nbpBU mbT ycraHoBuxme, ue IIKJ[1 ce excmpecupa B CyOKOHQUIYEHTHH HOPMAajHH HYOBEIIKU
KEpaTUHOITUTH, BhIpeku MHOTO HECkUTe cii MPHK HuBa, MPHK HuBara na IIK/I1 ca 8 mbTH 10-HUCKH OT
cbimuTe yctaHoBeHd B hTert keparuHouuTH. YcraHoBeHHMTe edekTd OT 3aruinaBaHero Ha I[1K]I1
npeanonarat aHtuaudepeHIupama poJjisi Ha KHHA3aTa B YOBEUIKH CNUACPMAJIHH KEPaTHHOLMUTH, 3a
pasnuka ot npoaudepeHImpaiaTa 1 pois B yoBemku hTert keparuHonuty. [loydeHure pe3ynratu HU
Jlaj0Xa OCHOBAaHWE Ja HAaNpaBUM H3BOJA, Y€ CHIIECTBYBAT DPA3IMKH B TPAHCAYKIWOHHWTE ITHTHINA
cBbp3anu ¢ yyactueto Ha [IK/[1 B 4oBemky MbpBHYHM KEPATHHOLMTHHU KYITYpH M B 00€3CMBPTEHUTE
hTert yoBemku KepaTUHOLUTH.

HAYYHHU ITYBJIMKALINH:


mailto:pivanova@medfac.acad.bg
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e lvanova P., Atanasova G., Poumay Y., Mitev V. Knockdown of PKD1 in normal human
epidermal keratinocytes increases mRNA expression of keratin 10 and involucrin: early markers
of keratinocyte differentiation. Arch Dermatol Res. (2008) 300:139-145.

Hayunusar order e npuer ¢ OT/IHYHA ouenka mo ckagara Ha CbBeTa M0 MeIUIIMHCKA
HayKa.

1.28. lorosop Ne 39/2007 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: Crepunutet (KoHTpanenims). AGopT

TEMA HA M3CIEJOBATEJICKUS MPOEKT: Mukpomenermmu Ha Y XpoMo3oMara IIpH
MIUOTNATHYHA a300CIIEPMUS M OCTPa OJUTOCIIePMHES — MIJIOTHO u3cieaABane upe3 JJHK mukpounmnore

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 1.
BOJAEII U3CJIEJOBATEJI: bopsina Muxaiinosa 3axapreBa, JOKTOpP, CTAPIIN ACUCTEHT
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

o Bepa Mnuera [lamsiHoBa, rinaBeH acucteHT; Karenpa no MeaunuHcKka OHOJIOTHS;

e lBanka Ucranmanosa /luMoBa, TOKTOp, IM1aBeH acucteHT; Karenpa mo Meauimacka TeHeTHKaA,;
e Anemuna I'opanosa Mocudosa, 6Guonor; Kareapa no MemimHCKa reHETHKA;

o Jlou. [Ipara MBanosa TonueBa, 10H; KaTenpa mo MeauiHcKa reHETHKA,

o Jlou. Mnus Liperanor Bates, nokrop; Kareapa no Menuimacka O1oJiorusi.

AJIPEC 3A KOHTAKTMU: 1431 Codus, yn. 3apase 2; Karenpa mo MeaunuHcka reHeTrka; Te.:
+359 2 952 03 57

BA30OBA OPTAHU3AIMUS: Karenpa no MenuuuHcKa reHeTUKA
PE3VYJIITATU:

CriepMeHO-XpOMO30MHATa aHEYIUIOWAMS € IIOBHIICHA NPH MHOIO BHIOBE HHMEPTWINTET H
OKa3Ba BB3JICHCTBHE BBPXY H3X0Ja OT JIedeHHeTo Ha wuHpepTunurtera. CpaBHHUTENHATa T'€HOMHA
xubpuamzanust (CGH) BbpXy MHKpOUMIIOBE € Hali-ChbBpeMEHHAaTa TEXHHKAa 3a H3cJe/[BaHe Ha
aHEYTUIOMAMS Ha TaMeTH, 3all[0TO JaBa BBb3MOXHOCT 3a MapajiellHa OIleHKa Ha BCHYKH XPOMO3OMH U
MPUTEKAaBA MHOT'O BUCOKa pe3oitonusi. Hue ananuzupaxme reHOMHHUTE AUCOaJaHCH B CIIEPMAIHU NTPoou
Ha 7 MBXe c uauomathyHa azoocmepmusi, ype3 CGH ¢ MUKpOUYHMNOBE, MOKPHUBAIM HENHS TE€HOM.
YcranoBuxme MUKpoaOepaliy Ipyu BCHYKY M3CIIeIBaHH MAIIMEeHTH, KaTo OposAT Ha mpoMeHuTe oeme 1 - 3
Ha npoba. B abepauuute mmame 2 - 16 3acerHaTu KJIOHOBE, JaBallld OTPakKEHHE BBPXY pa3Mepa Ha
n3MeHeHuTe ydacteiu ot 0,5 - 16 Mb. Ilpu equH mamueHnT ce yCTaHOBH IThJIHA opMa Ha nu3omMust X B
CIepMaJHHUTE KIIETKH, ChUeTaHa C JAeJNelys Ha MOYTH IUlaTa Xpomo3zoma Y ¢ u3kimoueHne Ha SRY
paifoHa B KbCOTO pamo. JlaHHWTE mOKa3BaT, 4e Y- MHUKpoabepauuuTe ca Hali-uecTuTe adepauuwu,
MOTBBPKJIAaBaKM Ba)KHATa poOJIi HA TEHHTE, JIOKAJIM3UPAaHU BBPXY ¥Y-XpoMmo3oMaTa, 3a HOpMallHaTa
criepMaToreHe3a W 3peeHeTO Ha crepMaro3ouguTe. B mombiiHeHWe 0sfixa yCTaHOBEHHM CyOTEIOMEpHHU
JIeTIeIMN, ACOIIMUPAHH C U3BECTHH CHHIPOMH, KaKTO U mosuMopdu3mMu B Opost konust. Hammure pesynratu
JEMOHCTpHpAT CUJIaTa Ha METO/a B M3ACHSABAaHE Ha T€HETHYHATa U €MUICHETHYHA poJisi Ha cliepMara 3a
panHata emOpuoreHe3a. ToBa e ejHa oOemiaBaiia o0JacT HAa HayYHH H3CIIEABAHUS ChC CEPHO3HO
KIIMHUYHO TIPHIIOJKEHUE.

HAYYHU ITYBJIUKALIUUA:
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e Dimova I, Damyanova V., Nesheva D., Hadjidekova S., Vatev I., Stanislavov R., Nikolova V.,
Toncheva D. Array CGH analysis of germ cells DNA copy number variations in infertile men
with idiopathic azoospermia (submitted) .

Hayunusar otder e mpuet ¢ /[ObPA onenka no ckajara Ha CbBeTa 0 MeIMIMHCKA HayKa.

1.29. lorosop Ne 10/2007 r. ua MY — Codus

HAYYHO HAIIPABJIEHHUE: CbpreuHo-cb0Ba cuctemMa

TEMA HA WU3CIEJOBATEJICKHS INMPOEKT: XucromophoJOrHdHH MPOMEHH B aopTraTa Ha
HOPMOTEH3MBHH W CIIOHTAaHHO XHWIIEPTCH3WBHH IUTHXOBE MpH JTUMOQYHIWH-HHIYNIHPAH MOJAEN Ha
aTepocKiepo3a

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 1.
BOJAEII U3CJIEJOBATEJI: [{-p JIazap XKenes CnaBoB, cTapiin aCUCTEHT
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

e Jl-p Jlazap XKenmeB CnaBoB, crapmu acucteHt,; Karenmpa mo AwHaToMmus, XHUCTOJIOTHUA U
emOpuonorus, MemuuuHcky QakynreT, MenuuuHcky yausepcutet — Codus;

e JI-p Karepuna [dumurpoBa CumeoHOBa, riaBeH acucteHt; Karempa mo ®apmakonorus u
TOKCHKOJIOTHSA, MenuiuHcKu QakynTet, MenuuHcku yHuBepcuteT — Codus;

e [lers I[laBnmoBa MapkoBa, Owomor; Karempa mno @wsmornorus, MenuuHCKH (QaKynTeT,
Menunnuackn yHUBepcuteT — Codust;

o Tamuna ToteBa JJoOpescka, 6uosnor; Katenpa mo ¢hapMakosorust ¥ TOKCUKOIOTHSL, MeAUIINHCKH
¢dakynrer, Meanuuacku yauBepcureT — Codus;

e Jlon. n-p UWBan Tomopor JlambeB, am; Kartempa mo ®Dapmakoinoruss W TOKCHUKOIOTHS,
MenunuHcku dakynret, Meaunmacku yauBepcutet — Codus;

e Jlou. n-p JIvuezap Kones Cypues, nmu; Katenpa mo AHatomus, XHUCTOJOTHS U eMOPHOJIOTHS,
Menununcku gakynret, Menunuacku yausepeureT — Cogust.

AJPEC 3A KOHTAKTM: Kareapa nmo Anaromus, xucrosnorus u emopuonorus; MY — Codus, 1431
Codus, yn. 3apase 2; ci. ten: +359 2 9172 636; m00. Ten. +359 897 87 27 51

BA3OBA OPI'AHU3ALUSA: Memumunckn ¢akynrer, Kartempa 1o aHaTOMHUS, XHCTOIOTHS U
eMOpuoIoTus

PE3VYIJIITATH:

B Hactosmiata paborta 0sxa M3cieIBaHH XUCTOMOP(OIOTHYHUTE MPOMEHH B a0pTHATA WHTHMA
mpu HopMmoTeH3uBHU (Wistar) W croHTaHHO XunepteH3uBHH 1IpXxoBe (SHR) cien xpormuHO
naTpaBeHo3Ho (10 aun) u nepopanno (30 xHuU) Tperwpane c¢ nunuaHata emyicus Lipofundin (20%).
[lepopanHoTro mnpunoxeHue Ha JTUNOQYHAMH OpeAu3BHKa ciada KIeThbYHA peakuus Ha EHAOTea.
OtuetniBu MOP(HOJOTHYHH €HAOTETHN HApYIIEHHs Os1Xa YCTAHOBEHH CJIel HHTPABEHO3HO BHBEXKIAHE Ha
munopyHanH. OCHOBHUTE HAaXOJKH IO €HJIOTENa Ha HOPMOTCH3MBHUTE KUBOTHH Oellle W300WIMETO OT
pasnpbCHATH WM CHOPaHW HA TPy MOHOHYKIICAPHU KIIETKU U MO-PSIIKO HATMYUETO HA U3BBHKIICTHYHU
U BBTPEKIICTHYHH JIMTIUIHU HATpyBaHus. [Ipu XUMepTeH3UBHUTE TUIHXOBE Os1Xa HAOJFOaBaHN YBEINYCH
Opoli MOHOHYKJICAPHHU KIJIETKH, MPUKPENICHH KbM CHJIOTeNA, KAKTO M Pa3NoioKeHH B Pa3IHYHH MTOCOKU
CHOIIOBE OT IOJIJICIKAIIY TTIaJIKOMYCKYJTHH KIETKH. Pe3ynrarure oT TO3M MPOEKT MOMOTHAXa 32 TECTBaHE
Ha BH3MOXKHOCTUTE Ha HAIllaTa METOJMKATA 34 ,,JJUIEBH MPEraparH, C IIOMOIITa Ha KOSTO Ha €IUH U ChIIl
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IpermapaT MOXKe SCHO J1a ce TMpeacTaBs MOp(oyoTHsATa Ha €HIOTEITHHTE KJIIETKH, J]a Ce BH3yalIH3UpaT
MOHOHYKJICAPHH KJICTKH, MPUKPEIICHH KbM CHJIOTENa, KAKTO M Ja Ce HaOJI0JaBaT M3BBHKICTHUHU U
BBTPEKJICTHYUHH JIUITUIHU HATPYTIBAHUS.

HAYYHHU ITYBJINKALINU:

e Jelev L., Surchev L. A technigue for observation of the en face morphology of the endothelium.
Comptes rendus de I’ Académie bulgare des Sciences 60, 2007, 201-204,

e Jelev L., Surchev L. A novel simple technique for en face endothelial observations using water-
soluble media — “thinned-wall” preparations. Journal of Anatomy 212, 2008, 192-197.

HAYYHH ITPOSIBU:

e Jelev L., Simeonova K., Lambev I., Surchev L. Reaction of the rat aorta endothelium after
Lipofundin administration studied en face. XVIII National Congress of the Bulgarian Anatomical
Society, Stara Zagora 1-3 June 2007. The Trakia Journal of Sciences 5 (1), Supplement 2, p. 11,

e Jelev L, Simeonova K., Dobrevska G., Lambev 1., Surchev L. Rat aorta endothelium changes
after intravenous or intraperitoneal Lipofundin administration studied en face. 24. Arbeitstagung
der Anatomischen Gesellscheft in Wiirzburg, 26-28. 09. 2007. (Abstractbook in press).

Hayunusar or4yer e npuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa M0 MeIUIIMHCKA
HayKa.

1.30. Jlorosop Ne 42/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHME: ['acTtponHTeCTHHANEH TPaKT

TEMA HA U3CJIEJOBATEJICKHUS ITPOEKT: [IpomeHr Ha nWUTOCKeNleTa Ha €MHUTEITHUTE KIETKA
Ha CTOMaIIIHATa JIMTaBHIla B pe3y/ITaT Ha B3aumo eiicteuero ¢ Helicobacter pylori

NEPUOJ HA ®UHAHCOBA MOJKPEIIA: 2007 1.
BOJAELL U3CJIEJJOBATEJIL: [lom. a-p 30s Anrenosa Cracosa, 1M
YJIEHOBE HA U3CJIEAOBATEJICKUS EKHUIL:

o JI-p Bacun /lonues Jlonues, am, goneHt; M® — Codust; Kareapa nmo AHaTOMHUs, XUCTOJIOTHS U
eMOPHOTIOTHSI;

o Jlou. n-p Jlrogmuna bosiroBa ['eopruesa, mvm; M® — Codus; Kareapa mo MukpoOuoiurus;

o JI-p Jluna I'eopruea ManunoBa, crapim acucteHT, M® — Codus; Katenpa nmo Anaromus,
XUCTOJIOTHS U eMOPHOJIOTHSL.

AJPEC 3A KOHTAKTH: YMBAJI ,,Cs. HBan Punckn”; Knuauka o ["'acrpoenteponorus; Oyn. Axaz.
Wgan I'emioB 15; 1431 Codwus; Tenedonu: momamen +359 2 856 37 25; Mobunen +359 898 248 017; e-
mail: zoya spassova@hotmail.com

BA3OBA OPIAHM3ALUSA: M® — Codus: Karenpa no Bwrpemnu 6onectn; YMBAJI “Cs. Usan
Punckn”, Knunuka no I'actpoenteponorus; Oyn. Axan. Msan ['emos 15; 1431 Codus

PE3VYIJITATH:

Wudexnus ¢ Helicobacter pylori ycranoBuxme mpu 19 ot wm3cnensanure 25 nmma. [lpu
octanaiute 6 OOTHN HE OTKpUXME OaKTepuH.


mailto:zoya_spassova@hotmail.com
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[Ipu Habmionenne Ha cpesute ype3 EM ycTaHOBHMXMeE, Y€ MUTENbT HAa CTOMAITHATA JINTABHIIA
(dopMupa MomMOOHM Ha MHKPOBHIIM TPOTPY3WH IO IMOBBPXHOCTTA. B mporeca Ha mpuOianmkaBaHe Ha
OakTepusi KbM CHHUTEITHH KJICTKH 332 B3aUMOJICHCTBHE ChC CTOMAIllHATAa JIMTaBHIIA W oOpa3yBaHE Ha
KOHTaKT TE€3W MPOTPY3UH IHPBH AOONMMKaBar OakTepwsi MPUIETBAT KbM HEro, KaTo ITOCTEIIEHHO
HaMaJsiBaT CBOSITA BUCOYMHA M B KpaifHa CMETKa U34e3Bart.

[Ipu nanuBuan HenHpexktupanu ¢ Helicobacter pylori, ycTaHoBsiBaME HaTpylBaHe PeakIMOHEH
MPOIYKT HEMOCPEICTBEHO O] IUTa3MalieMaTa Ha enuTeaHaTa KieTka. CXOoIHH IPOMEHN HAaOII0JaBaxMe u
B OT/ICJIHH y4acThIHUTE OT NpoOH Ha OOJNHM C J0KazaHa ¢ KynaTypeneH mMeron u bYT undexuns kpaero
OakTepus HE Ce OTKpHUBAILIE.

Hapen c HarpynBaHe Ha €JNEKTPOHHO IUTBTEH PEAKIMOHEH MPOAYKT HEMOCPEICTBEHHO IOJ
IUIa3MajeMaTa Ha eNUTENIHAaTa KJIeTKa, CTPYIBAaHE Ha NMPOJLYKTa OTKPHUBAaXMe M B ONMCAHHUTE II0- TOpe
MIPOTPY3UH.

B wMecrata, kbaeTo OakTepuagHaTa KIETKAa OCBIICCTBABAIE KOHTAKT M IPHICHBAIIC O
eMUTeIHaTa KJIETKa Ha CTOMAIITHATA JIMTABHIIA, €JIEKTPOHHO ILTHTHUS PEaKIIMOHEH MPOJYKT Oe OCKbIeH B
HSKOW CITydal MSCTOTO Ha KOHTaKT Ha eNMUTeNTHara KjeTka ¢ OakTepwsi Cce MPenCcTaBsIle eIeTPOHHO —
ILTBTHO, HO MO-XOMOT'€HHO, 0€3 BUIAMMHM OeJie3u Ha BhTpEIIHA CTpyKTypa. He oTkpuBaxmMe npoMeHu B TO-
IBIIOOKHUTE YaCTH HA KIIETKATa, WA ChCETHU HAa KOHTAKTa y4acThIIH.

HAYYHHU ITYBJINKALINU:

e Cnacona 3., [lonueB B., bosnosa JI., Manuunosa JI. Ilpomenu na yumockenema na enumennume
KJIemKu Ha CIMOMAuHama aueaguya 6 peyamam Ha e3aumooeiicmeuemo c Helicobacter pylori.
YMBAJI “Cs. UBan Puncku”, Knunuka mo racrpoenteponorus; Kareapa mo MUKpoOHOIHTHS
Karenpa mo Anatomust; Menummacku Y HusepcuteT — Codust. (I[lox neuar).

Hayunusar or4yer e npuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa M0 MeIUIIMHCKA
HayKa.

1.31. Cniopazymenue Ne 1/2006 r. no /loroBop Ne 4/2004 r. na MY — Codusg
HAYYHO HAIIPABJIEHHME: bu0peru u ypunapeH TpakT. CbpAedHO-ChI0BA CUCTEMA

TEMA HA MHN3CIEJOBATEJICKHUA ITPOEKT: 3naueHne Ha B3aMMOJCHCTBUETO MEXKIY
ObOpEeYHUTE HEPBH, CHIOTCIIMHUTE M a30THUS OKCHJl B peryjanusara Ha ObOpeuHata (yHKIUS U
BapHalMKTe HA ApTEPUATTHOTO HAJISATaHE W ChPJICYHATA Y€CTOTa Y CIOHTAHHO-XHUIIEPTEH3UBHH ILIHX0BE

HNEPNOJ HA ®PUHAHCOBA NOJAKPEIIA: 2006 r.
BOJAEII U3CJIIEJOBATEJI: Ilets [TanoBa MapkoBa
YJEHOBE HA U3CJIIEAOBATEJICKUSA EKUIL:

e Becenuna Kupuosa Byunnonosa — 6noxumuk, Karenpa no dusnonorus;
e Jlwms JumutpoBa Codusincka — xumuk, Kareapa nmo dusnonorus;

e Ugan KoncrantunoB YakanoB — crygeHT IV kypc — meaununa, KpmxkouHuk B Karempa mo
dusnonorus.

AJIPEC 3A KOHTAKTM: 1431 Codus, yn. I'. Coduiicku 1, MY — Codus, Meauuuncku Dakynrer,
Karenpa no ®uszuonorus
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BA30OBA OPTAHU3AIMSI: Jlekanat va M®, Kareapa mo ®usuomorust
PE3YJITATU:

ExcnepumenTute 6sxa mpoBeieHN Ha OyIHU HOPMOTEH3MBHHU TUIbX0Be Wistar (W) 1 CIOHTaHHO-
xuneprer3uBHN wrbxoBe (SHR) ¢ mATakTHM OBOpedHn HepBU W 7 OHU Cieq OByCTpaHHa OBOpedHa
neHepsanusi (BRD). bsxa m3cnensanu edextute Ha NO cunaTazno naxubupane (NOSI), upe3 10 mg/kg
L-NAME wu ennoBpemenno NOSI u nHecenextuBHa ETA/ETg peuenropna 6mokana (Bosentan, 10 mg/kg)
BBpXy ObOpeunarta ekckperopHa (pyukuus (REF) u Bapmamuure Ha aprepmanHoro Hamsrane (BPV) u
cepaeunata yectota (HRV). BRD ormenn edexture nHa L-NAME Bspxy REF y Wistar, Ho He Tv ToBIHs
y SHR. Yuactuero Ha eHnoreHHute eHaorenrau B npomennte Ha REF no Bpeme Ha NOSI e HamaneHo y
SHR. ¥V SHR 0n0peunute HepBu B3ammozeiictBar ¢ NO B MOAIBbpKAHETO HA IUIa3MEHATa PEHHHOBA
aktuBHOCT (PRA). EHmoreHHUTE €HIOTEIMHA CaMOCTOSTEHO MiH 3aeqHo ¢ NO u OBOpedHUTe HEpBU
HSIMAT chllecTBeHa poiis B perynanuara Ha PRA y SHR Xuneprensusnusit epext na NOSI He 3aBucu ot
O0bOpeunute HepBH, HO Y SHR ce omocpencTBa ot eHnorenHnTe eHnorenuuu. bropeunnre Hepeu U NO
B3amMozeiictBar B perynamusara Ha BPV, HRV wu 0apopeduekcHara uyBctButemHoct y SHR.
brOpeunure HepBM MMaT BakHA poJs 3a (OPMUPAHETO HAa BapHalMUTE Ha ChpACYHATA YECTOTa U
cumnaruko-parycoBus 6ananc y SHR no Bpeme Ha NOSI u ETA/ETg penienitopra Gokaja.

HAYYHH ITYBJIUKAIIUA:

e Girchev R., Markova P. and Vuchidolova V. Renal effects of acute nitric oxide and ET(A)/ET(B)
receptor inhibition in conscious spontaneously hypertensive rats. Acta Physiol Hung., 93, 20086,
No |, 61-70;

e Girchev R., P. Markova and V.Vuchidolova. Influence of renal denervation on renal effects of
acute nitric oxide and ETA/ETB receptor inhibition in conscious normotensive rats. J Physiol
Pharmacol., 57, 2006, No 1, 17-27;

e Girchev R., Markova P. Renal nerves participation in the effects of nitric oxide and ET(A)/ET(B)
receptor inhibition in spontaneously hypertensive rats. Physiol Res. 56, 2007, No 1, 25-35;

o Markova P. et al. Effect of renal nerves and nitric oxide on plasma renin in spontaneously
hypertensive rats. Trakia Journal of Sciences, 4, 2006, No 3;

e Markova P, et al. Role of endogenous endothelins in the regulation of plasma renin activity by
nitric oxide and renal nerves in spontaneously hypertensive rats. Acta Medica Bulgarica - in
press.

HAYYHMU ITPOSIBU:

e Chakalov I., et al. Plasma renin activity after bilateral renal denervation and nitric oxide
synthase inhibition in spontaneously hypertensive rats. First Scientific Conference for Student
and PhD, 10-12.11.2006, St. Zagora, Bulgaria;

o Markova P. Inter-beat interval variability in spontaneous hypertensive rats after nitric oxide and
endothelin A/B receptor inhibition. 29" Balkan Medical Week, 28-30.09.2006, Varna, Bulgaria,
99-100;

e Chakalov I. Urinary calcium, copper and phosphate excretion after bilateral renal denervation
and nitric oxide synthase inhibition in spontaneously hypertensive rats. Submitted for
participation in VI International conference of medical sciences for students and young doctors,
10-13.05.2007, Sofia, Bulgaria.
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Hayuynusat order e npuer ¢ OT/IHYHA ouenka no ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

1.32. lorosop Ne 1/2007 r. ua MY — Codus

HAYYHO HAIIPABJIEHUE: bonka. IHHC. Hespomayku wu mnoBeneHwe. ®dapmakonoruss u
TOKCHKOJIOTHSI

TEMA HA MHM3CIEJOBATEJCKHUS IPOEKT: HeBpomarnmuHa amoAWHHS ¥ BB3MAIATEIHA
XMITEPAJIre3us: pojis Ha IOIOBHUTE cTeporaan xopmonu (17B-estradiol u testosterone) u momna

MNEPUO/1 HA ®PUHAHCOBA ITOJAKPEIIA: 2007 1.
BOAELL U3CJIEJOBATEJIL: [Ipod. Muna Bacunera BiackoBcka, TMH
YJEHOBE HA U3CJIIEAJOBATEJICKUS EKHUIL:

e CnaBuna Kupwinoa CypueBa, nMm, riaBeH acucteHt; Karenpa dapmakonorusa, MO, MY —
Codus;

e Huxomnaii CBetocnaBoB SIHeB, TOKTOpaHT; MY

o [laBen TonueB KpaeBcku, nokropant; MacTUTYT 10 HeBpoOuomnorus, BAH;
e Munka AcniapyxoBa Hamrap, H.c. [ ct.; UHCTHTYT IO HeBpoOHonorus, BAH;
e Jlom. JIruezap Kones Cypues, Katenpa no Anaromusi, MO, MY;

e  Mwiko Mues, cryaent IV k.; M®;

e Ugaiina Y3yHosa, ctynest Il k.; M®.

AJIPEC 3A KOHTAKTM: Karenpa no ®apmakonorust u Tokcukosorus, Meaunmacku Dakynrer —
Codms; yn. 3apase 2, 1431 Codust; Tenedonn — nomamen: + 359 2 986 07 29, cnyxeben: +359 2 951 56
87; mobunen: +359 2 888 443 357

BA30OBA OPTAHM3ALUSA: Karenpa no @apmakonorus, Menunuacku @akynrer — Codus
PE3VYIJITATH:

Wznom3Banu 0sixa MBKKH W JKEHCKH Oenmu mrpxoBe, mopoga Wistar ¢ termo 200 -220 g. Tpu
CeIMUIIM CJIeJl KACTPUPAHETO C€ WHAyNHMpa HEBpONMaTHYHAa OOJKa y TIUTBXOBETE Ype3 XPOHWUYHA
KOHCTpHKTHBHA yBpena Ha n.ichiadicus (CCI). 3a u3BbplIBaHEe Ha HW3CIIEBAHUATA KUBOTHHUTE Osixa
pasnpezneseHd B TPYNH KakTo cieisa: (1). MbXKH, TOHAJIOMHTaKTHU TUTBXOBE; (2) MBKKU, KaCTpHUPaHU
IBbX0BE; (3) MBXKKH, KACTPUPaHU W TpeTUpaHH c TectocTepoH 25 mg/kg s.c. (Omuampen 250) B 5
aluKanuy Tpe3 uHTepBan oTr 4 guu; (4) JKEHCKH, OBapHEKTOMHUpPAHU IITBXOBE; (5) JKEHCKH,
OBapHEKTOMHUPaHU M Tpetupanu c¢ 17B-estradiol (Sigma), 0,5 mg/kg s.c. B 11 ammukanum 3a 21 gHu.
Besnanutenna xwunepanre3us Oe mpenu3BukaHa ¢ kapareeHaH (1% wuHTpa IIaHTapHO) U
TUIETU3MOMETPUYHO OTPEJIeNIsiHE MPOMEHUTe B obeMa Ha yanure. [IpoMeHHWTE B HOIMIEHTHBHUTE
mparoBe 0sixa onpeAessIHU Ype3: paw pressure test, incapacitance test, dynamic plantar aesthesiometer —
von Frey filament test, hot plate test, heat plantar test.

12-15 nuu cnen CCI KUBOTHUTE pa3BUBAT TAKTUJIHA aJIOJMHUA 0€3 Ja Ce YCTAaHOBSIBA Pa3JidKa B
II0JIOBETC. Hpara Ha YYBCTBUTCIIHOCT Ha MBXKUTC KAaCTpHpaHU IUITBXOBE € IIO-HUCHBK OT TO3W Ha
HEKaCTpUpaHUTE KXUBOTHU. OBApUEKTOMUPAHUTE JKEHCKHU ILUTbXOBE Ca MO-UYBCTBUTEIIHU HA MEXaHUYHA
XUIEPAIre3Uss B CPABHEHHUE C KACTPUPAHUTE MBXKKHU. [IpM OBapuEeKTOMUpaHUTE KEHCKU IUIBXOBE UMAaT
mo-rojiiMa 4YyBCTBUTCIIHOCT IIpHU TEPpMHUYHaA XUIICPAJITC3UA. YcranoBeHus MOIYyJIpalg e(beKT Ha
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roHaganauTe XopMoHH KakTo mpu CCI Mofen Taka u mpu Bh3NAINTENHA XUIepanTre3us pedaexTupar u B
MopdonornyHu mpoMeHu. JleCTpyKIMATa HAa MHEIMHA M 3acATaHeTO Ha aKCOHUTE JUCTATHO OT
murarypata (npu CCI) 3acsra Mo-CHJIHO KacTPUPAHHUTE MBKKH B CPaBHCHUE C OBapUCKTOMHPAHUTE
KEeHCKU. MopdonmornyauTre MpoMeHn TpH JBETe TPYNH JKEHCKH ILTHXOBE Ca IO-CHIHO H3pPa3eHU B
CPaBHEHHE C ITOJIOBO WHTAKTHUTE MBXKKH KIUBOTHH.

HAYYHU ITYBJIUKALIUUA:

e S, Surcheva, Surchev L., Nashar M., Milev M., Kasakov L., Vlaskovska M. Sex differences in
castrated male and female rats in neuropathic pain: behavioural and morphological studies.
Comptes rendus de I'Academie bulgare des Sciences, 9, 61, 2008.

HAYYHU ITPOSIBU:

o Milev M., Surchev N., Surcheva S., Vlaskovska M., Kasakov L. The role of gender and gonadal
hormones on pain sensitivity and analgesia in Wistar rats. EFIC- European Pain School 2007.
Certosa di Pontignano, 17-24.06.2007;

e Milev M, Nashar M., Takova V., Surchev N., Hubenova P., Laleva L. Effects of estradiol on
analgesic drugs actions in the chronic constriction injury model of neuropathic pain in female
Wistar rats. 7" International Congress of Medical Sciences, 8-11 May 2008, Sofia. Abstract
book, p. 57;

e Nashar M., Surcheva S., Takova V., Kasakov L., Vlaskovska M. Female/male differences and sex
hormones modulation of neuropathic pain sensitivity. YetBbpra HanmoHaaHa KOH(EpEHIHs 3a
JICUCHUE Ha 0OJIKaTa ¢ MEXIyHApOIHO ydacTHe. Xucaps, bwirapus, 19.06-21.06.2008 r.;

e Surcheva S., Nashar M., Surchev N., Milev M., Kasakov L., Vlaskovska M. Female/male
differences and sex hormones modulation of drug induced analgesia in neuropathic pain.
UeTBbpTa HallMOHATHA KOH(EPEHIINS 32 JISYeHne Ha O0JKaTa ¢ MeXIyHApOIHO ydacTrue. Xucaps,
boearapus, 19.06-21.06.2008 r.;

e Surcheva S., Surchev L., Milev M., Yanev N., Kasakov L., Vlaskovska M. Sex differences in
castrated male and female rats in neuropathic pain: behaviour and morphological studies. 4"
national congress of neuroscience. Sofia, Bulgaria, 26-28.09.2008.

Hayunusar ot4er e npuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

1.33. JloroBop Ne 10/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHHUE: NUndexnun. Mukpobuonorus

TEMA HA W3CIIEJOBATEJICKUA ITPOEKT: MonekyasipHO-TEHETUYHO TUIHpPAaHE Ha
MPOJAYLIUpPANIUTe IIMPOKOCHEKThpHU OeTa-nmaktama3u (ESBL), mnpuumHuTENMIn OT CceMeHCTBO
Enterobacteriaceae Ha B3puBoBe BbTpeOoanyan HHDekun B MBAJI “Ilapunia Moanna” — Codust

HNEPUO/J HA ®UHAHCOBA INOJAKPEIIA: 2006 r.
BOJAEII U3CJIEJOBATEJI: n-p Januen Banentunon ﬁopaaHOB
YJEHOBE HA U3CJIIEAOBATEJICKUSA EKUIL:

e 11-p Pymsna JlonkoBa MapkoBcka;

e 1-p lo6punka Kupniosa VBaHoBa.
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AJPEC 3A KOHTAKTM: Karempa no mukpobuonorus, M®, MY — Codus; yn. 3mpase 2; 1431
Codus, Tenedon — cimyxeben: +359 2 9172 578

BA30OBA OPTAHM3ALIUSA: Meauuuncku dakynter, Kareapa mo Mukpoouonorus, MY - Codus
PE3YJITATMU:

201 ESBL-nmpoxyumpanty kiuHugHE n3oiati: K.pneumoniae (96), E.coli (95) and S.marcescens
(10) 6sxa uzcnensanu. ONpeaesTHETO ¥ MOJICKYIISIPHOTO oxapakTepusupane Ha ESBL-koaupaiuTe renu
or SHV u CTX-M dammmuute Oeme m3BbpmieHo ¢ PCR u PCR-RFLP. RAPD u ARDRA ananuzure
0sixa M3IMOJI3BaHU 32 THUIIMPAHE HA PA3IHUUSITa MEKITY MUKPOOPTaHU3MHUTE.

ITpu 60 uscnensanu ¢ PCR 3a Hamuuue Ha blagyy renn usonatu K.pneumoniae Gemie ycraHoBeHa
no3utuBHa amruindukanys. Janaute or PCR-RFLP ananusa ¢ Nhel moka3axa HaliMuueTro Ha TOYKOBA
mytanus B mo3umus 238 mpu Bemuku ciaydan. PCR ammmdukanmara ¢ CTX-M-tan criermmbuvan
npaiimepu Oemre nosutuBHa npu 90 E.coli, 46 K.pneumoniae u 10 S.marcescens. Kakto aemonctpupa
PCR-RFLP anamuza ¢ Pstl u Pvull, Bcuuku CTX-M Oera-nakramasu npuHapiexaxa kbM CTX-M-1
rpynara. Cpen mnomopanure tmamoBe camo CTX-M-3 u CTX-M-15 06sxa ycraHoBeHH OT
npencraBuTenuTe Ha Tasu rpymna. 39 RAPD npodwmm 6sxa momydenu npu K.pneumoniae, 18 E.coli u 2
S.marcescens. bsgxa OTKpHUTH cilyuan Ha KJIOHaJHA BPB3Ka Cpell aMOBE OT pasiuyHu oTAeneHus. O0mo
136 knmuHUYHM u3osaTh Osixa u3cnensann ¢ ARDRA anamus ¢ Alul. 8 ARDRA npodwiu 6s1xa OTKpUTH
mpu E.coli, 26 - K.pneumoniae u 1 - S.marcescens.

MoJeKynIpHOTO THIUpPAHE pPa3KpH, 4Ye pa3NpOCTPaHEHHETO Ha ENHASMHYHH W CHACMUYHU
ESBL-nmpoaynupamy u3onaty, BEPOSTHO C€ ABIDKHM Ha €THOBPEMEHHO IUCEMHHHPAaHE HAa HSIKOJIKO
OCHOBHH KJIOHA, BBIIPEKH Y€ BaKHA POJIS HTpae U MPEHACSHETO Ha TUIa3MUIN Ha PE3UCTECHTHOCTTA.

HAYYHMU ITPOsIBU:

e lvanova D., Markovska R., lordanov D., Mitov I. Molecular epidemiology of extended-spectrum
beta-lactamases-producing organisms of the family Enterobacteriaceae in Sofia, Bulgaria. 17"
ECCMID and 25" ICC, Munich, Germany, 31 March — 3 April 2007.

Hayunusar or4yer e npuer ¢ BHCOKA onenka mo ckajara Ha CbBeTa N0 MeIUIMHCKA
HayKa.

1.34. loroBop Ne 13/2006 r. 1a MY — Codus

HAYYHO HAIIPABJIEHUE CBI'JIACHO MNPUJIOKEHATA KJACUPUKALUS: Nadekuus.
Muxkpo6uosnorus

TEMA HA HU3CJIEAOBATEJICKUS IIPOEKT: I'enetmuHn npoydBaHUs BbpPXY (akTopuTe Ha
BUpYJIEHTHOCTTA B KiinHu4HU n3oiatu Moraxella Catarrhalis

MNMEPUO/ HA ®PUHAHCOBA IMOJAKPEIIA: 2006 T.
BOJAEI U3CJIEJOBATEJI: [I-p Paiina [{seranoBa ['eprosa
YJIEHOBE HA N3CJIIEJOBATEJICKUSA EKUII:

o JI-p Paiina Ilperanosa ['eprosa, riasen acucrent B Karenpara mo Mukpobuoiorus kbM M@ Ha
MY — Codusi;

e JI-p Becena Bacunesa Y3yHoBa, crapiiu acucteHt B Karenpara mo MukpoGuosorus kbM M® Ha
MY — Codus.
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AJPECH 3A KOHTAKTMH: Kareapa mo Mukpobuonorus, Memuracku ¢dakynteT Ha MeaunnHCKA
Yuusepcurer — Codus, yi. 3apase 2, 1431 Codust, Tenedonu: cayxeden - +359 2 9172 750, +359 2
9172 577, nomamen - +359 2 936 52 66, moounen - +359 887 940 996, e-mail: renigergova@mail.bg,
regerg@abv.b

BA3OBA OPIAHM3ALUSA: Memuuuuckun Qaxynrer Ha MeaunuHackn YHuBepcutreT — Codus,
Karenpa mo Mukpo6uonorus, yi. 3apase 2, 1431 Codus

PE3YJITATMU:

I'eanre omp By, omp CD, omp E, xomgupamu BbHIIHO -MeMOpanHu mnporeudu (OMPs), B M.
catarrhalis 6sixa ycraHoBeHH B 103 KIMHUYHU M30J1aTa OT MAILMEHTH C PA3JIMYHU JHAarHO3H, IOCPEACTBOM
PCR ITppBata rpyna nanuentu (52) 0sxa ¢ OponxomnynMoHanHa uHdekus. Bropara rpymna (41) - 6sxa
MAIUEHTH ¢ OTOpUHONMapuHTonornyan nHpeknnu. Tperata rpyna (10) - 3mpaBu gena, konoHu3uanu ¢ M.
catarrhalis. B mppBara rpymna 0sixa ycraHoBeHu B 60%, mamoBe ¢ TpuTe (GpakTtopa Ha BUPYJICHTHOCT, KaTO
npeBanupaxa omp B, u omp E B oxono 70%. Baxna e ponsita Ha OMP B, 3a pesucreHTHOCTTa Ha
MUKPOOPTaHU3MHTE KbM HOPMAJICH CEpyM, 3a TIOBHUIIIABAHE HA MyJIMOHAPHHSI KITUPBHHC U 32 CBhP3BaHE HA
KeIs30To oT JnakrodepuH u Tpanchepurn. OMP E e BaxeH aaxe3nH, KOWTO ydacTBa B MEIUHpaHE Ha
cepyMHaTa PE3UCTCHTHOCT M TPAaHCHOPTa Ha MacTHH KucenuHu. lllamoBere BBB BTOpaTa Ipymna ¢ TpH
¢akrtopa Os:xa kpM 30%. IlpeBanupaxa renure omp CD u omp E — B 86% u 96%. I'eapr omp CD,
KOJMpall ajXe3uH, CBBP3BAlll MYI[HA B CPEIHOTO YXO M OTHOBO CBBP3aH C PE3UCTCHTHOCTTA KbM
KOMILIEMEHTa B cepyMa. B TperaTa rpymna He 0s1Xa yCTaHOBEHH IIaMOBE C TpH (aKTopa Ha BUPYJICHTHOCT.
B 50% ot 3apaBute Oemie ycraHoBeH reHbT OMP E, a B 40% oT TsAX BBOOIIE He OsXa yCTaHOBCHU
THPCEHUTE TCHH.

HAYYHMU ITPOSIBU:

e MuroB U., P. I'eproa, B. Y3ynoBa, P. Mapkoscka, /. KynueBa. loknan: "llpoyusane Ha
Gakmopume Ha eupyrenmHocmma u Ha anmubuomuyHamua pesucmenmuocm npu Moraxella
catarrhalis" (mox meuar ¢ B COOpHHK C JOKJIaaW) HM3HeCeH Ha EjMHazeceTH KOHrpec Ha
OBJArapcKuTe MUKPOOHOIIO3M € UyKAECTpaHHO yudactue, 5-7 Oxromspu 2006 r., Bapra. COopHUK
¢ pe3toMera (Ha aHri. e3.): MM 12, ctp. 102.

Hayunusr otder e npuet ¢ /[ObPA ounenka no ckajara Ha CbBeTa 10 MeIMIMHCKA HayKa.

1.35. lorosop Ne 23/2006 r. Ha MY — Codus

HAYYHO HAINPABJIEHHUE: Uuadekunu. Mukpobuonorusi. ['acTpo-mHTecTHHANEH TpakT; Hosu
METOI!

TEMA HA U3CJIIEJOBATEJICKUS INPOEKT: IlpoyuBane na Helicobacter Pylori nndexuusra B
Bwarapus upes onpenensHe Ha MaMoBaTa aHTUOAKTEPUATHA PE3UCTEHTHOCT M (DaKTOPH HA BUPYJIEHTHOCT

HNEPNOJ HA ®PUHAHCOBA NOJKPEIIA: 2006 1.
BOJAEI U3CJIIEJOBATEJI: [ou. n-p JIronmuna bosHosa ['eopruesa, M
YJEHOBE HA U3CJIIEAOBATEJICKUSA EKUIL:

o JI-p Pymsna JlonkoBa MapkoBcka, Karenpa mo Mukpoouonorus, MY — Codust;

o JI-p l'anmuna MunsoBa ['eprosa, Kareapa nmo Mukpo6uonorus, MY — Codust.
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AJPEC 3A KOHTAKTHU: Karenpa mo Mukpob6uomnorus, M®, Meanunucku yauepcuter — Codus;
yi. 3npase 2, 1431 Codus. Tenedon: +359 2 9172 730 (cayx.); +359 2 843 14 04 (mom.); MoOuieH:
0889 388 955; e-mail: l.boyanova@lycos.com; Iboyanova@hotmail.com

BA3OBA OPT'AHM3ALMSA: Meanuuackn yamepcuter — Codwust, Karenpa mo MukpoGuomorus,
Hexanar Ha M®, MY — Codwus, 1431 Codus, yn. 3apase 2; Tem.: +359 2 9172 730

PE3VYIJITATMU:

Bsixa mpoydenu aHTHOAKTepHasHAaTa Pe3UCTEHTHOCT Ha 779 miama H. pylori u renumre 3a
BupyJieHTHOCT Ha 53 mama ¢ PCR. PesucrenTHOCTTa TpM HENEKyBaHW BB3PACTHH, HENEKyBaHM Jela U
JIEKyBaHM BB3pacTHH Oemre: metronidazole 25, 16 u 48.4%, clarithromycin 17.8, 18.7 u 45.1%,
amoxicillin 1, 0 u 1.1%, tetracycline 4.4, 2.7 u 13.3% wu ciprofloxacin 7.7, 6.8 u 18.2%. Ob6mara
pesuctenTHOCT KbM amoxicillin (0.9%) u nitrofurantoin (1.3%) 6eme psaka. Ennanaan mamose (0.4%)
Osixa TpoitHO pe3ucTeHTHH KbM amoxicillin, metronidazole u clarithromycin. YectoruTe Ha mBHpBUYHA
PE3UCTEHTHOCT Y Bh3pacCTHUTE U jeiara 0sixa cpaBHuMH. 1llamMmoBeTe Ha >26% OT JICKyBaHUTE Bh3PaCTHU
0sixa IBOWHO pe3ncTeHTHH KbM metronidazole u clarithromycin. 3a 10 romwHu, mTHpBHUYHATA
pesucteHTHOCT KbM clarithromycin HapactBa ot 10% mo 17.9%. MeronsT Ha OrpaHHYECHUTE
paspexnaHus B arap mokasa noOpu pe3ynTaTd B cpaBHeHHe ¢ E Tecta W MeToJa Ha CepHHHUTE
paspexxianus B arap. MomuduIUpaHUsAT JUCKOBO-IH(Y3HOHEH METOH IoKa3a IOOpH pe3yinTaTd 3a
MOBEYETO aHTHOAKTEpPHAHM CPEelCTBa, HO cybonmTmMaimHu pe3ynTatu 3a metronidazole. PCR moxaza
cMmecena uHpekus B 11.3% ot mauuentute. [loBedyero mamose (78.7%) Osixa CagA-Mmo3UTUBHH, a TIOYTH
BCHUKM IamMoBe mMaxa VacA sl amen (97.9%). Tun babA2 mamose 6sixa Hamepenu B 1/3. He Oerre
J0Ka3aHa BPb3Ka MEKIY TEHOTHIIOBETE M KIMHUYHUS M3XOJ, 1101 ¥ MECTOKMBEECHETO HA MAIUCHTUTE U
maMoBara pe3ucTeHTHocT. Hait-uectust (78.7%) renotun Oemre cagA+/vacA sla. B 3akmiodenwue,
qyyBcTBUTENHOCTTA Ha H. pylori e Henpenckasyema. TpeBoKHO € HapaCTBaHETO HA PE3UCTEHTHOCTTA KbM
clarithromycin 1 Hamu4ymeTo Ha TpOWHA pE3UCTEHTHOCT. Hamara ce mpeama3nmuBO M3MON3BaHE Ha
(bIyopoXHHOIOHUTE 3a epaaukanus Ha uHpekuusta. H. pylori maMoBe ¢ TOKCUT€HHH T'€HOTHUIIOBE ca
YEeCTO Pa3NpPOCTPAHCHU MEXKIY OBJITapCKUTE CUMITOMATHYHU MTAIIUECHTH.

HAYYHU ITYBJIUKAIUUA:

e Boyanova L. Detection of Helicobacter pylori infection in symptomatic Bulgarian adults. Clin.
Microbiol. Infect. 13, 2007; Ne 9, 908-914;

e Boyanova L., Lazarova E., Jelev C., Gergova G., Mitov |. Helicobacter pylori and Helicobacter
heilmannii in untreated Bulgarian children over a period of 10 years. J Med Microbiol. 2007;
56(Pt 8):1081-1085;

e bosanosa JI., Huxonos P., /lasuakos JI., KamOypos B., I'eprosa I'., Cacosa 3., Jlazaposa E.,
XKene Xp., Kamapo H., Muros U., KpscreB 3. Awmubaxmepuanna pezucmenmnocm u
esonoyus Ha pesucmenmuocmma na Helicobacter pylori npu ev3pacmmuu u deya. Undexronorus
XLIV, 2007 suppl. 1, 44-46;

e bosanosa JI., Jlazaposa E., Kenes Xp., Kymanosa P., I'eprosa I'., Sluesa II., Ilanreneena E.,
Kosauesa 1O., MutoB U. @axmopu, ceévpsanu c pesucmenmunocmma na Helicobacter pylori,
uzonupanu om oeya, Kom anmubaxmepuainu cpedcmea. llenuarpus. 2006; XLVI (ku. 1): 31-33;

e Huxomnos P., lepemxsa C., bosinoBa JI. haronna ounamayus na dobpoxavecmeenume cmeHo3u
6 eopnusi 2acmpounmecmunanen mpaxm. boar. Xenaro-racrpoenrepon. 2006; VI (ku. 2): 3-
13.

HAYYHU ITPOsIBU:

e bosnona JI., Hukonos P., laBunkos JI., KamOypos B., I'eprosa I'., Cmacosa 3., Jlazaposa E.,
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Kenes Xp., Kamapo H., MuroB WU., KpbcreB 3.. Ammubaxmepuanna pesucmeHmuocm u
esonroyus Ha pesucmenmuocmma Ha Helicobacter pylori npu eév3pacmuu u deya. (noxnan) V
HaIMoHaleH Kourpec mo Knumbuuna MukpoOuonorus W WHOEKTONOrHs Ha bBbiarapckara
Acornanus Ha MukpoOHrono3ute ¢ MexIyHapoano yyactue. [Tnosaus, 19-22 ampun 2007 r.;

e Kam0OypoB B., bosinoBa JI., Manosa I'., Tamkep 1., KpscreB 3.. Kbpssima s138a. [ 'scmoma ua
Kononuzayusi u anwmubuomuuna uyscmeumennocm na Helicobacter pylori. (mocrep) IX
Hanmonanen xonrpec mo ractpoenreponorusi. Codus, 24-25 noemspu 2006 r. bpar. Xemaro-
racrpoentepon. 2006; VIII (Ne. 2), 64;

¢ Kamburov V, Boyanova L., Manova G., Tadjer S., Krastev Z.. Helicobacter pylori infection in
peptic ulcer bleeding- culture and rapid urease testing. (Poster No. 51). Pathogenesis and clinical
Practice in Gastroenterology. Portoroz (Slovenia), June 15-16, 2007;

o Bosnora JI., Hukonos P., KamOypoB B., I'eprosa I'., Cnacosa 3., Jlazaposa E., JlaBuakor JI.,
Karapos H., [lepemxksu C., XKenes Xp., Muros U., Kpwscres 3. Helicobacter pylori undexuuns u
aHTHOAKTEpHaTHa YyBCTBHTEITHOCT NpH BB3pacTHH W jaena ot 2003 romuHa. (mocrep) IX
Harmonanen konrpec mo racrpoeHteposiorusi. Codusi, 24-25 noemspu 2006 r. bear. Xemnaro-
ractpoentepoit. 2006; VIII (xu. 2): 61.

Hayuynusit otuer e npuer ¢ OT/IHYHA ouenka mo ckajara Ha CbBeTa 10 MeIMLIHMHCKA
HayKka.

1.36. /loroBop Ne 11/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHUE: Undexkunn. MukpoOuomorus

TEMA HA WM3CJIEJOBATEJICKHUS HNPOEKT: EnuaeMuonornyHo MNpoydyBaHE Ha KIMHUYHO-
3Haunmu mamoe K.pneumoniae u E.coli npoaynenTu Ha mipokocnekTbpHE Oeta-naktamasu (ESBL)

HEPUOJ HA PUHAHCOBA ITOJAKPEIIA: 2006 r.

BOJAEIl WU3CJIEJAOBATEJI: [I-p Pymsna J[lomkoBa MapkoBcka, TIUI. acucTeHT, Kareapa o
MukpoOuonorus, MeHIIMHCKA YHUBEPCUTET, YiI. 3apase 2, 1431 Codwus, Ten.: +359 2 9172 523

YJIEHOBE HA U3CJIEJOBATEJICKUS EKUAII:

e JI-p Emma Enqmonn KvonesH, mv, Hawamank Mukpo6wuon. mabopatopus, MU, MBP;
e JI-p Mapus IlerpoBa Cpenkosa, 1M, PekoBoauren Karenpa, Vb Ilnesen;

e JI-p lllupun Dxenanosa Tere — Hukonoa, M1, MBP;

e JI-p Tomucnas Koctsues.

AJIPEC 3A KOHTAKTMU: Karenpa no Mukpobuonorus, MeqUIUHCKH YHHUBEPCUTET, Y. 3apaBe 2,
1431 Codms, Ten. +359 2 9172 523, E-mail: markovska73@abv.bg; keuleyan@medfac.acad.bg

BA30OBA OPITAHM3ALUSA: Katenpa no Mukpobuonorus, M®, MY — Codust
PE3YJITATMU:

Karo mpoxytientn na ESBL 06sixa mokasanu 16 moBm mama (9 K. pneumoniae u 7 E.coli),
KOJIEKIIMOHUPAHH 3a Teproaa HoeMBpH — aekemBpu 2006 1. B VB — ITnesen. Illamosete K. pneumoniae
npoayuupat BepositHo CTX-M-3 ESBL (pl 8.6), a mamosete E. coli - CTX-M-15 (pI 8.8) u camo eaun
CTX-M-3. Te3u Gera-nmakramasu 0sxa Tpanchepadbminu. [llamosere E. coli, mpoxyunentn va CTX-M-15
enzumu ot Yb-Ilnesen (2002-2003r.) npunaanexaxa 89% KbM eIMH KIOH (pa3IpOCTpaHEH OCHOBHO B
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yposnorngHo otaeneHne — 67% u mHTeH3UBHO otTneneHue — 18%). IlpeacraBurenn Ha TO3M KIIOH Osxa
ycranoBenu u nipu E. coli, konexiponnpanu npe3 2006 r.

lamoere K. pneumoniae (nmpoayuentu Ha CTX-M-3 like ensumu), uzonupanu npe3 2006r ot
MAIMeHTH OT HEOHATOJOrn4HO oTxeneHue B Yb [lneBen, nmpuHamiexxaxa Ha Ba KIOHA C MHOTO BHCOKa
CTEIEeH Ha CXOJCTBO moMexkay cu. Ilpu Tpunaiicerre mama K. pneumoniae (mpoayuentu va CTX-M-3
eH3umn), usonupanu npe3 2002/2003 B Yb — Crapa 3aropa ycTaHOBUXME HAJIMYMETO Ha 6 pa3nuvHU
ERIC tuma. JIuckpumuHaTiBHATa ciocooHocT Ha ARDRA 6Geme crrioctaBuMa ¢ tazu Ha ERIC PCR 3a
mamoBetre K. pneumoniae, Ho 3a E. coli 11 6e 3HaunTenno mo-Hucka. He Osixa ycranoBenn AmpC
nponyuupanmm E.coli m K pneumoniae kakro m kapbameHemasu mpoayuupamy Enterobacteriaceae
IaMOBE.

HAYYHH ITPOSIBU:

e Mapxkoscka P., Kvonesn E., Cpeaxosa M., UBanosa /I., Xamkuesa H., Paukosa K., Mapkoga b.,
Hparmwkesa E., CaoB E., Xamigymka W., Schneider 1., Bauernfeind A., Mwuro M.
Pasnpocmpanenue na wupoxocnexmovpuu p-nakmamazu (ESBL) om CTX-M mun npu kiuHuuHu
wamose om cem. Enterobacteriaceae 6 bwvneapua. V HaummoHaneH koHrpec mo Kiumandxa
MuKpoOuonorus u nHpekTonorus Ha beirapckara aconmanus Ha MukpoOuonosure [lnoaus, 19-
22 ampun 2007.

Hayuynusit ot4yer e nmpuer ¢ BHCOKA oueHka mo ckajgara Ha CbBera mo MeIMUIHMHCKA
HayKka.

1.37. lorosop Ne 33/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHUE: Undexkunn. MukpoOuomorus

TEMA HA WU3CIEJOBATEJICKUSA IPOEKT: MonekyasipHO-TEHETUYHH MPOYYBAHUS BBPXY
(baxTopuTe Ha BUPYJICHTHOCT Ha KIMHMYHO-3HAYMMHU IiamMoBe pseudomonas aeruginosa

HNEPUOJ HA PUHAHCOBA ITOJAKPEIIA: 2007 r.
BOJEII U3CJIEJOBATEJI: [I-p Tausa Bacunesa CrpateBa, INTaBEH aCHCTEHT
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAII:

e JI-p Tans Bacunesa CrpateBa, riaBeH acucteHT B Kareapara nmo Mukpoouosorust kbM M® Ha
MY — Codus;

e Jlom. n1-p boiika Kupunoa Mapxkosa, nm; goneHT B Karenpara mo Mukpobuonorus kbpM MO Ha
MY — Codus;

e JI-p Becena BackoBa Y3ynoBa — PaiikoBa, acucrent B Kareapara no Mukpobuonorust kbM M®D
Ha MY — Codus;

e JI-p I'eprana IlerpoBa CrosiHOBa, AoktopanT B Jercka Kimnuka, YMBAIJI “AnexcanmpoBcka”,
M® na MV — Codusi;

AJIPECHU 3A KOHTAKTMU: Menuuuucku @axynrer Ha Meauuuacku YHusepcutet — Codust; Katenpa
o Mukpobuonorus; yi. 3npase 2, 1431 Codust; Ciyxebden tenedon: +359 2 9172 750

BA3OBA OPTIAHU3AIUA: Menunuacku ¢dakynrer Ha Meaunuackn Yauepcuter — Codus,
Karenpa no mukpoOuonorus, yi. 3apase 2, 1431 Codust

PE3VYJITATMU:
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Bsixa mpoyduenn 202 knuHAYHY mama P. aeruginosa, nzonupanu B 5 rogemu 6omauind B Codus,
npe3 nepuoaa 2001-2007 r., ¢ men ompenensHe YeCTOTaTa Ha Pa3IMYHH (AKTOpU Ha BHPYICHTHOCT
(amxe3WHW, WHBAa3MHU W LWTOTOKCHHM) M W3BBPIIBAHE HAa CpPaBHUTEICH aHANM3 32 TAXHOTO
pasmpocTpaHeHHe cropel MOomyJjanuiTa Ha mnanueHTuTe (0e3 WM ¢ TeHeTHYHH 3a00IIsBaHus),
JOKanu3anuaTa Ha WHOEKIUSITa W aHTUMHKpOOHAaTa pPE3WCTEHTHOCT Ha InamoBere. Yecrorata Ha
OTIpENeNITHUTE TeHH Ha BHPYJIEHTHOCT Cpell BCUYKH MPOYYEeHHW MamoBe, BkIouBaum 160 mpobieMHu
HO30KOMHATHU U 42 u3onata P. aeruginosa ot mammentu ¢ mykoBucuuaosa (CF), 6eme ciennara: algD
(xomupamr anrunar) — 91.1 %, pilB (tum IV mumm) — 23.8 %, nanl (weypamunnmasa) — 21.3 %, plcH
(xemonmutnuHa ocdonumnasza C) — 91.6 %, lasB (LasB enacraza) — 100 %, exoS (ex3oen3zum S) — 62.4 %,
n exoU (ex3oensum U) — 30.2 %. Pasmpocrpanenuero Ha nanl Gemie 3Hauumo mo-Bucoko cpen CF
(38.1%) copsmo non-CF m3omatute (16.9%). Hokassanero na pPilB (9.5 %) u plcH (71.4 %) B CF-
n30JatH Oelle CUrHU(UKAHTHO TO-HUCKO OT TOBA MPY HO30KOMHAJIHHUTE IamoBe P. aeruginosa (choTB.,
269 % u 96.9 %). UecroTara Ha pa3nmpoCTpaHECHUE HA TCHUTE Ha BUPYJIICHTHOCT Bapupalie CHOpe.
JIOKaNHM3alMATa HA HO30KOMHUATHUTE HWHOEKIWH TpW MalueHTH 0e3 MykoBucimmo3a. Hamp.
ycraHoBsiBaHeTo Ha PilB B P. aeruginosa mamoBe OT XeMOKYJITYpu U ypuHH (CBOTB., 75.0% u 35.5%)
Oemre 3HaYMMO T0-BHCOKO OT ToBa B m3omnatu ot AJAIT u ['II1 (cvotB., 12.5% u 11.1%). Excnpecusita Ha
exoU Oerue Haii-u3pa3eHa cpel maMoBeTe oT paHeBu cekpeTa (46.2%) u 11 (40.0%) u curandukaHTHO
MO-TOJIIMA OT MPOJYKIUATA HAa IIMTOTOKCHHA OT HM30JIATH OT ypokyitypu (17.7%) m XeMOKylITypu
(12.5%). OrHocurenuusaT 11 Ha nonupesucteHTHn (MDR) Ho30kOMuManHM miamoBe P. aeruginosa,
EKCIIpecupary rojisM opoii ¢akropu Ha BupyiaeHTHOCT (>=5) (38.1 %), Oellle MO-BUCOK OT ChOTBETHUS
as1 non-MDR wusonatu (17.6 %). OcBen ToBa, pilB u exoU, nokanusupanu B “pathogenicity islands”,
KakTo u Nanl, 0sixa 3HA4YUMO TO-IIUPOKO pasmpocTpanenu cpex MDR, B cpaBHenune ¢ non-MDR P.
aeruginosa (cvotB., 39.1% vs. 13.2%, 26.1% vs. 4.4%, and 40.2% vs. 17.7%).

B 3akmiouenue, HeypaMuHHIa3aTa UTpae KIFU0Ba PO B €BOJIIOLMATA HA OPOHXOIYJIMOHAPHUTE
urdekiuu ¢ P. aeruginosa 8 CF-nanuentu. HemunycHu afxe3uHu, KaTo CIailM, U3TPajeH OT ajrHHaT, ca
OCHOBHHTE (DaKTOpH Ha BHPYJICHTHOCT, y4acTBAallld B MPUKpPENBAHETO Ha miamoBe P. aeruginosa xpm
pecniupaTopHuTe enuTenHu KieTku npu 6omHN oT CF. XopusoHTtaneH reneH Tpancdep Ha “pathogenicity
islands” W MOOMJIHM TE€HETHYHM €JEeMEHTH C JEeTePMHUHAHTH Ha KPBbCTOCAHA AHTHMHUKPOOHA
PE3UCTEHTHOCT, KaKTO M BEPOSTHOCTTA 3a TSIXHOTO HMHTETPHUpaHe M PEKOMOHMHAIMS MO CBHCEACTBO B
TeHOMa Ha pEIMIMEHTHHUTE [aMoBe OW Morima ga obscHu cenekiusta Ha MDR P. aeruginosa,
XapakTepU3Hpally ce C rojsiM Opoit pakTopu Ha BUPYJIEHTHOCT.

HAYYHHU ITYBJIUKAIUUA:

e Strateva T., et al. Virulence factors and antimicrobial susceptibility of Pseudomonas aeruginosa
isolates from cystic fibrosis patients. Probl. Inf. Parasit. Dis.; vol. 35, 2007, Ne 2: 19-22.

HAYYHH ITPOSIBU:

e Strateva T., et al. P1304: Prevalence of virulence genes among nosocomial and cystic fibrosis
isolates of Pseudomonas aeruginosa from Bulgaria. Clin. Microbiol. Infect.; 14, 18" ECCMID,
Barcelona, Spain, 19-22 April 2008: S368;

e Petrova G., Perenovska P., Strateva T., Mitov I. Sputum investigation in children with chronic
pulmonary diseases. International Journal on Immunorehabilitation; vol. 10, Ne 1, April 2008.
Program and Proceedings of the World Asthma & COPD Forum, Dubai, UAE, April, 26-29,
2008: p. 46.

Hayunusat otder e npuer ¢ OT/IHYHA ouenka mo ckaaara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.
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1.38. Jlorosop Ne 22/2007 r. ua MY — Codus

HAYYHO HAIIPABJIEHHUE: Wudexkuun. Mukpobuonorus. l'actpo-mHTecTHHaneH TpakT. Hou
METOJIN

TEMA HA MU3CIEJOBATEJICKUSA TIIPOEKT: IlpoyuBane Ha puckoBuTe (akTopu U
BHCOKOPHCKOBUTE TPYIH 3a aHTHOAKTepHaIHa PE3UCTCHTHOCT U BupyiaeHTHOCT Ha Helicobacter Pylori y
Hac

HNEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 r.
BOJAEI U3CJIEJOBATEJIL: [ou. n-p Jlronmmra bosaoBa I'eopruera, mm
YJAEHOBE HA U3CJIEJOBATEJCKUS EKUII:

e Jl-p Pymsana onkoBa MapkoBcka, rnaBeH acucteHT B Karenpa mo MukpoOuosnorus, MY —
Codus;

e Jl-p N'amuna MunpoBa ['eproBa, am; craxant-nekap B Kareapa mo Mukpobuomorus, MY —
Codus;
e JI-p dauuen Banentunos Hopnanos, acucrent; Kareapa no Mukpo6uonorus, MY — Codust.

AJPEC 3A KOHTAKTMU: Karenpa nmo Mukpoouosnorus, Meauuuucku yauepcutrer — Codus; yi.
3npage 2, 1431 Codus; Tenedon: +359 2 9172 730 (cnyxk.); +359 2 843 14 04 (mom.); Mo6. + 359 889
388 955; e-mail: |.boyanova@Ilycos.com ; Iboyanova@hotmail.com

BA3OBA OPIAHM3ALUSA: Memumuacku daxyiarer Ha Memumnuackn yHuBepcuter — Codus,
Karenpa mo MukpoOuosorus

PE3VYJITATNA:

[TpoyueHa Gemre mbpBUYHATA aHTHOAKTEpUaIHA pe3rcTeHTHOCT Ha H. pylori mpu 253 maumenTH c
racTpoayOCHAIHHU 3a00JsIBaHuUs, TIOMIBJIHIIN HEOOXOIMMHTE aHKeTH. belle yctaHoBeHa pe3UCTEeHTHOCT
KbM BCHYKHU 5 HM3CJEBaHH aHTHOAKTEpHATHH cpelcTBa. Jlocera momydeHUTe pe3yiTaTH MOKa3BaT KaTo
PHCKOBH TpPYIH 3a IIbpBHYHA pe3ucTeHTHOCT Ha H. pylori: mecroxuBeene B Codus cupsMo Apyru
HACEJICHW MECTa KaTo PUCKOB (haKTOp 3a JBOMHA PE3MCTEHTHOCT KbM metronidazole u clarithromycin;
Mectopokaenne B Codus cnpsMo cejata KaTo pUCKOB (akTop 3a Pe3CTEHTHOCT KbM metronidazole;
MectoposkaeHue B Codust cpsMo Jpyrd HaceIeHH MeCcTa KaTo pUCKOB (aKTOp 3a JBOHHA PE3UCTEHTHOCT
kbM metronidazole u clarithromycin u npodecus cBbp3aHa ¢ MHTENEKTyaJeH TPY[ CHpsIMO (HHU3HUECKU
TPYyI KaTo pUCKOB (hakTop 3a pe3ucTeHTHOCT KbM ciprofloxacin. Pesucrentnocrra Ha H. pylori y Hac,
KaKTO U B HAKOM JPYTH CTPaHH IO CBETa, CTaBa BCE MO-MAJIKO MpenackazyemMa. JloceramHure pe3yaTaTtu
nocpeactBom PCR mokassar Brcoka dectora (82% ot 51 manueHTH) Ha MO-BUpYJIeHTHUs ajnen iCeAl,
KOETO IMO0JICKa3Ba IIUPOKOTO Pa3NpOCTpaHEHHWE Ha TOKCUTEHHUTE W BHUPYJICHTHH TEHOTHUIIOBE Y Hac.
Anennusar BapuaHt iCeAl Geme decto (89.5%) acommupan ¢ aApyr ¢akTop Ha BUpYyJeHTHOCTTa Ha H.
pylori, cagA. T'eHeTHuYHHTE TPOYYBAHHUS BBHPXY PE3UCTCHTHOCTTa KbM clarithromycin mokasaxa 4ecto
Hannuue (B 8 ot 9 mama) Ha MyTtanusata A2142G, koero TpsOBa Ja ObJie MPOYUEHO IPHU MMO-TOJIIM Opoi
[[aMOBe, 3aI0TO MMOKa3Ba U3BECTHH pa3nuyus ¢ nanHute Ha Apyru u3cienosarenu. C PCR-RFLP bemre
JIOKa3aHO Hanwyue Ha ToukoBa Myrtanus A2142G B 8 or uscienBanute 9 mama. He Osixa mokazanu
mytanure A2143G n A2142C. berre noka3an reHbsT OiPA BbB BcHUKH 9 mpoydeHs mama. HeoOxomumo e
na ObJe 0Ka3aH M CEKBCHUpPAH reHbT OIPA B TOBeYe MAMOBE U Ja Ce Onpenesid (YHKIIMOHAIHHUS MY
cTaryc.

HAYYHU ITYBJIUKAIUUA:
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e Boyanova L., Gergova G., Nikolov R., Davidkov L., Kamburov V., Jelev C., Mitov .
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., 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
Infect Parasit Dis, 2008 (in press).

HAYYHU ITPOsIBU:

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.

Hayunusit otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha CbBeTa mo MeIMIHMHCKA
HayKa.

1.39. Toroop Ne 15/2007 r. Ha MY — Codusi
HAYYHO HAIIPABJIEHHUE: Nuadekunu. MukpoOHoiorus

TEMA HA U3CJIEJOBATEJICKHUS ITPOEKT: MonekynapHO-TeHETHIHO IPOyYBaHe Ha KIMHUYHA
K. pneumoniae wu E. coli, npoayuentn Ha ImupokocmeKThpHU Oera-maktamasu (ESBL);
oxapaktepusupane Ha jJokanu3saiusata Ha CTX-M renure

HNEPNOJ HA ®PUHAHCOBA ITIOAKPEIIA: 2007 r.

BOJAEIl M3CJUIEJAOBATEJI: I'n. acuct. n-p Pymsna J[lonkoBa Mapkoscka, Karegpa mno
MukpoOuonorus, MeHIIMHCKH YHUBEPCUTET, YiI. 3apase 2, 1431 Codwus, Ten.: +359 2 9172 523

YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAII:

e Jlon. a-p Emma KromesHn, mm, Hawamamk MukpoOuonorudna mnadoparopusi, MemuIUHCKA
uHctutyt — MBP;

e JI-p Boiika MapkoBa, 1M, 3aBexaai jadoparopus, YMBAJI ,,AnexcanipoBcka”;
e Acucr. 1-p Jlaunen Mopnanos, M®, Kareapa no MukpoGuosorus;
o Acucr. 1-p Tomucnar Koctsues, M®, Katenpa o MukpoOuosiorusi.

AJPEC 3A KOHTAKTMU: a-p P. Mapkoscka, Karempa mno MukpoOuonorus, MeauiuHCKA
YHUBEPCHUTET, yi1. 3apase 2, 1431 Coduwus, ten. +359 2 9172 523, e-mail: markovska73@abv.bg

BA30OBA OPI'AHM3AIIUA: Karenpa Mukpobuonorus, M® — Codus
PE3YJITATMU:

Karo mpoayuentn Ha ESBL 6s1xa nokazanu 40 nosu mama (12 K. pneumoniae u 28 E.coli) ot 42
koneknuonupanu 3a neprona 01.-04. 2008 r 8 Meaumuncku nactutyt MBP. 1llamosete K. pneumoniae
npoxyuupar CTX-M-15 (pl 8.6), CTX-M-3 u eaun mam SHV-12, a mamosere E. coli CTX-M-15 (pl
8.8) u camo no eaun CTX-M-3 u SHV-12. JlerepmuHaHTHTE Ha Te3u OeTa-JIaKTaMa3H ce MpeaBaxa Mpu
koHroramus, kato reaure 3a CTX-M-3 ce mpemaBaxa ¢ mo-romssmMa uectora. Illamosere E. coli or
Menunuackn uHCTHTYT — MBP mpunamiexxaxa Ha aBa oCHOBHM KioHa mpoxayueHTn Ha CTX-M-15
ersuMu. IIpecTaBuTe M HA eIUHIS KIIOH Osixa yctaHoBeHM u tipu E. COli, konekumonupanu mpe3 2003 r
B T0o3u 1ieHThp. lllamoBere K. pneumoniae (mpoxyuenti Ha CTX-M-15 u CTX-M-3 eH3umu) nokazaxa
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HaJIMYUETO Ha ToysiM Opoi kjaoHoBe. Ilmasmuau, Hocemu renu, xkomupam CTX-M-3 eHsuMu nMaxa
enHakbB Pstl nmpodui. JlanHUTE rOBOPSIT 32 MPEAUMHO TPAHCIIO30MHO MEJIMUPAHE U PA3NpPOCTPaHCHHUE Ha
blactx.m-15 ¥ peauMuo masmMuaHo Ha blacTxm.e. He 6sxa yecranosenn AmpC mpoayuupaniu E.coli u K
pneumoniae kakTo u Kapbanenemasu npoaynupainy Enterobacteriaceae mamose.

HAYYHH ITPOSIBU:

e Markovska R., Schneider 1., Keuleyan E., Sredkova M., lvanova D., Markova B., Lazarova G.,
Dragijeva E., Savov E., Haydouchka I., Hadjieva N., Setchanova L., Mitov |., Bauernfeind A.
Extended-spectrum beta-lactamase-producing Enterobacteriaceae in Bulgarian hospitals.
Microb Drug Resist. June 2008; 14(2):119-28.

Hayunusar order e npuer ¢ OT/IHYHA ouenka mo ckajara Ha CbBeTa M0 MeJUIIMHCKA
HayKa.

1.40. loroBop Ne 9/2007 r. na MY — Codusi
HAYYHO HAIIPABJIEHME: [leTcka cTOMaTONOTHS M OUOXUMHUS

TEMA HA U3CJIEJAOBATEJICKUSA IMPOEKT: M3onupane, xapakTepu3upaHe W HW3CIEIBAaHE Ha
MOJICKYJTHUTE MEXaHHW3MH Ha JudepeHurpaHe Ha ME3eHXMMHH KIETKM OT 3b0Ha Imynma, Iox
BB3/ICHCTBUETO HA PACTEXKHHU (PAKTOPH

NEPUOJ HA ®PUHAHCOBA IIOJKPEIIA: 2007
BOJAEII U3CJIIEJOBATEJI: Jlou. Munena umutposa IleneBa, am
YJIEHOBE HA U3CJIIEJOBATEJICKUS EKHUIT:

e [Ipod. n-p Banro MBanoB Mures, 1M, 10H;
e  Huxouaii Mnkerunes.

AJIPEC 3A KOHTAKTM: Codus, 6yn. 'eopru Codwuiicku 1, @akynrer no JleHTanHa MeJUIIMHA, €TaX
9, xabuuer 912; Tex: +359 2 954 12 02

BA30OBA OPTAHU3ALMUS: @akynrer no [leHTanHna MeauimHa
PE3VYJIITATU:

CTBOJIOBUTE KJIETKU MPEACTABISBAT OIPOMEH MOTEHLIMAJ 332 PA3BUTHETO HA pPEreHepallMOHHATa
MenunuHa. VI3TOYHHK Ha CBOJIOBH KIIETKH € YMOWMIIMKAIHATA BPHB Ha HOBOPOJIEHOTO, KOCTHHS MO3BK, &
HaIOCJIEeIbK C€ OTKPUBAT PA3IUYHUA BH3MOXHOCTH 32 OTKPHUBAHETO UM B HIKOW THKAaHU M OpraHU Ha
Bb3pacTHUS WHAWBHI. [IpoOneMbT ¢ W30IMpaHe Ha TOCTHATAIIHW CTBOJIOBU KJIETKH € B TAXHOTO
KoandecTBO — okoido engHa kiaerka Ha 100 000 kiaeTkM OT CHOTBETHATa TBHKAaH, KAKTO H B
uiaeHTU(UKAIMATA UM, Th KaTO T€ HE CE OTJIMYABAT OT KJIETKUTE, NPUCHINU 3a OPraHa WM ThKaHTa.
Hamocnenpk ce OTKpM MOTEHEIMal OT CTBOJIOBM KJIETKM B 3bOHATa IyJla Ha IMOCTOSHHH 3BHOM.
M3non3Bar ce eKcTpaxupaHd MBIPElH, KAKTO W MPEMOJIApU, EKCTPAXUPAHU MOpaaud OPTOIOHTCKU
mokazanus. To3m 3amac OT CTBOJIOBH KJIIETKH IIPEICTABIIsABA TOJIIM WHTEPEC 3a HAYYHHU M3CcieaBaHus. B
MOCJICHUTE TOAMHM OCIlle YCTAHOBEH TaKbB IMOTCHIIMA OT CTBOJIOBHM KJIETKH B ITyJIIIaTa Ha BPEMEHHHU
360U. BB3MOXXHOCTTA J]a Ce M30JUPAT CTBOJIOBH KJIETKH OT ITyJINaTa Ha BPEMEHEH 350, KOMTO HOPMAITHO
MoK Ha (U3MOJIOTUYHA CMSHA Ch37aBa HOBU BBH3MOXKHOCTH 3a JOOWBaHE M H3MOJ3BaHE Ha
CTBOJIOBHTE KJICTKH B pEreHEpaTHBHATa MEIUIMHA. T0Ba € HAl-TPUEeMIIUBUAT W3TOYHHUK 332 YOBEIIKHU
ITOCTHATATHHA CTBOJIOBH KJIETKU U BEIHAra ¢ OTKPUBAHETO MY I'O TIPEBPHIIA BHB BaKHA M3CIIEIOBATEIICKA
nen. To3u MpoeKT MMaile 3a IeNd Jla W30JIMpa CTBOJIOBM KJIIETKH OT ITyJia Ha BPEMEHHHW 3b0M U Ja
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OTIpEIeNTN TEXHUTE MPOoTrdepauoHHy U qudepeHIMalnOHHN Bb3MOXKHOCTH. Pean3nupaneTo My mokasa
HaJIMYUE Ha KJICTHYUCH 3aps]] OT CTBOJIOBH KJICTKH B IyJIIaTa Ha BPEMCHEH 360 M Bh3MOXKHOKHOCTTA Jia
ObJIaT M30JUpPaHU U JOKa3aHU. V3MoJ3BaHETO Ha pa3iIMuHU MapKepu 3a WIACHTU(UKAINS HA CTBOJIOBH
KIIETKH J0Ka3a Te3u KieTku. CTHMyIHpaHH C Pa3UYHU PACTEKHU (DAKTOPH, TE3H KICTKU MPOSBSIBAT
sICHA BB3MOXKHOCT 3a mposmdepanus u nudepennuanis. CrtocoOHOCTTa Ha TE3W KJIETKH Ja MPOSBSBAT
XapaKTePUCTHUKA Ha PaHHA Au(epeHImanys 10 pa3indeH BUJ KICTKH, KaTO HEPBHHU, TJIQJAKOMYCKYJTHH,
KaKTO M JI0 OCTe00JIaTO- OJOHTOOIACTHONMOJNOOHN KJIETKH, TOBOPH KAaKTO 32 MYJITHIIOTEHTHOCT, TakKa
JOpH W 3a IUIYPHIIOTEHTHOCT. 3a Jia ce JOKaXaT Te3W CBOWCTBa, W3CIENBaHMATA TpsOBa aa ce
3BBJI00YAT U JOPAa3BUBAT, KAKTO MO OTHOIICHHWE HA MO-HANpeJHanaTa UM AuQepeHIraus, Taka 1 1mo
OTHOIIICHUE Ha CpPaBHEHUS Ha KadyecTBaTa MM ChC CTBOJIOBUTE KJICTKH, IMOJy4YeHHE OT MyJmna Ha
BB3PACTCH WHIUBU/I.

ChpIecTByBaHETO Ha MOTEHIMAN OT CTBOJIOBH KJIETKM B MyJIara Ha BpeMeHe 3b0 ch3maBa
BB3MOKHOCTH 32 TJachK B JICYCHHETO HAa paHHUTE oOpaTUMH (asu Ha MYJINMHO BbB3MAaJCHUE.
CTuMynupaHuTe 4pe3 pacTeXHU (PAKTOPH CTBOJIOBH KIETKM OMXa MOINIM Ja HM3rpajsaT OpraHudeH
MaTpPUKC W BIIOCJEACTBHE J1a [0 MHUHEpanu3upar. ToBa OM yJIECHWIO M peaau3hpasio O3IpaBsBaHE Ha
MYyJO-ASHTHHOBU PaHU IO €IMH CUTYPEH M (U3HOJIOTHYCH HauWH. Te3n CTBOJIOBU KIETKH OHWXa MOTJIH
Jla ce M3I0JI3BAT CHIIO U BB Bb3TAHOBUTEIHOTO JICUCHNE Ha IEPHOAOHTAIHUTE 3a00IIBaHUS, KOETO OU
OWJI0 TIachK B TOBA JeyeHue. M Hakpas Te3u CTBOJIOBU KJIETKH, aKO JOKaXKaT IUIyPUIIOTEHHOCTTA CH,
Ouxa MOIJIM Jla ce M3MOJI3BAT 3a PEereHepalus U Ha JAPYTH, Pa3IniHU OT 3bOHUTE CTPYKTYpPH, OpPTaHu H
THKaHHU.

Peanu3upaHusT MpOEKT yCImsi Ja M30JHpa CTBOJIOBH KJIETKH OT IIyJnara Ha eKc(OIMUpaHH
BpeMeHHH 3b0U. Jloka3a ce NpPUCHCTBHE HAa TaKWBa KJICTKH JIOPU B Iyjlata Ha BPEMCHHHU 3bOW,
HaMHpAIY ce B TIepHoj Ha oOpaTHO pa3BuThe. HequdepeHunpanute KIeTh4HU eIEMEHTH B MyJImaTta Ha
BPEMEHHHUTE 3b0M M3MIIEKIAT 10CcTa ONU3KH 10 eMOpHOHAIHHUTE CTPYKTYpH.Te3u KIeTKH B HOpMa He
U3SIBSBAT MNPOIU(PEPAHOHHE BB3MOXHOCTH. CTHMYJNMpaHH C pacTexHH (aKTopH, Te IOKa3Bar
nojiuepaTaHa Bb3MOXKHOCT 3a Mposiudepaliys, a mo-KbCHO M MpPOSIBIBAT KavyecTBa 32 MYJITHUIIOTEHTHA
audepeHunanys. [IpuchcTBAT HAKOM CHTHAIHM 32 ILTYPHIIOTEHTHOCT, KOUTO H3MCKBAT IO-HATATHIIHO
npoyuBaHe. HeoOXoauMo € cpaBHEHHE Ha BBH3MOXKHOCTHUTE Ha CTBOJIOBUTE KIIETKH, H30JUPAHU OT
BB3PACTHH M TE3H, OT BpeMeHHH 360u. [IpoyuBanmsTa TpsOBa J1a ce 3aab1004ar B 006JIacTTa Ha KbCHATA
KJIICThYHA zm(bepeHuHaumI 1 Bb3MOXXHOCTHUTEC 3a MMPUITIOKCHHUCTO B pEereucpaTuBHaTa TCPAIIns.

Hayunusar otder e nmpuet ¢ /[ObPA ounenka 1o ckajara Ha CbBeTa 10 MeIMIMHCKA HayKa.

1.41. loroBop Ne 33/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHHME: ExcriepuMeHTanHa CTOMaTOJIOTHS

TEMA HA U3CJIEJOBATEJICKUS ITPOEKT: TepMuuHu U MEAUKO-OMOJIOTHYHU mpoyuBaHus (in
ViV0) Ha MaTepuasy 3a IPeIBAPUTEIHO HECHEMAeMO 3b00MPOTE3UpaHe

HNEPUO/J HA ®UHAHCOBA INOJAKPEIIA: 2006 1.
BOJIEIL] U3CJIEJJOBATEJI: Jlou. Mapuana Mopaanosa J[iMoBa, ZOKTOP
YJIEHOBE HA N3CJIEJOBATEJICKUSA EKUIL:

o Tomop IleeB I'eoprues, mpodecop, TOKTOp Ha MeTUIMHCKUTE Hayku, MY, CTomMaTojord4eH
daxynret - Codust, Karenpa mo [Iporernana cTOMaTOIOTHS;

e Enena Moakumona /lronreposa, mpodecop, TOKTOp Ha MEAUIIMHCKUATE HAyKu, MY, TICHCHOHED;
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e Usan bopucoB HMBanoB, mpodecop, Karempa mo Berepunapna xwupyprus Ha Tpakuiicku
yauBepcuteT — Ctapa 3aropa;

e Bacun KocraguaoB Aranacos, mpodecop, Karenpa mo buonorus, cexuus buoxumus npu
Arpapen dakynrer — Crapa 3aropa;

e Jlumursp CaBoB JumutpoB, AoueHt, JokTop, Katenpa mo BerepuHapHa aHaToMusi, XHUCTOJIOTHS
u emOpuonorus Ha Tpakuiicku yauBepcuteT — Ctapa 3aropa;

e [IIBeran MunueB Yanpw3oB, acucrent, Kareapa no Berepunapna xupypruss Ha Tpakuiicku
yauBepcuteT — Ctapa 3aropa.

AJIPEC 3A KOHTAKTHU: MV, CromaronornueH ¢akynter — Codus, Kareapa mo I[Iporernyna
cromatosiorusi, 0yn. Cs. I'eopru Coduiicku 1, 1431 Codms, ci. ten.: +359 2 5169 384

BA30OBA OPITAHU3ALUA: MY, Cromaronornyer dakynrer — Codus
PE3VYJITATH:

WscnenBan e in Vivo TemmepaTypHHs (EHOMEH Ha MojJuMepu3anusTa Ha 4 marepuana 3a
MpeJBapUTEIHO MPOTE3UpaHe MPH YCIOBHsS Ha BIMSHUE HA aHECTE3Us] C Ba30KOHCTPUKTOPEH €(]eKT,
KOSITO TIO3BOJISIBA J]a C€ MPOCIEIN IHana3oHa, B KOWTO MyJMara € IO BIMSHHE Ha TeMIIepaTypHUS
TpaJMeHT Ha OCBOOOXKIaBallaTa ce TOIUIMHA C W3BECTHA MPEBEHIMs HA My/naTa OT XUIEepeMHs U
XeMoparusl.

PesynratuTe mokaszaxa, ye He MOXE Ja Ce M3KIIOYHM PUCK OT ITyJIITHA XHUIIEPEeMHUs IpH padoTa C
mateprana “Structur 2 SC/QM” (Voco) 1 OIMacHOCT OT IMyJITHA HeKpo3a mpH Marepuaute “Tempofit™”
(Detax) u “Luxatemp® - Automix plus” (DMG), ako He ce CIa3BaT €K3aKTHO MHpPENOPHKHTE Ha
MPOM3BOIUTENNTE 32 HHTPAOPAJICH IIPECTON HAa MaTepHaITUTE.

Marepuanst “Jet Tooth Shade” (Lang Dental) moxe ma mpudnHN TeMIepaTypHH yBpPEXKTaHUS
caMoO IpH Hecla3BaHE HAa IMPOTOKOJNA Ha padoTa M HEW3NIBJIHSABAHE HAa IPEHNOPBUAHUTE OXJIAXKAAIlU

MPOLIETyPH.

[Ipunoxenute omontorpornHu BemiectBa KNO3, ZnCl2 u kamuueBu ¢ocdarn oTroBapsaT Ha
chlllecTByBaluTe B nuteparypara nanau (Pashley). M3nomsBanute ZnCl2 m KNO3 ce okazaxa MHOro
BHCOKH W HE MOTarT Jia ObJIaT IpernopbyuaHy.

[IpenunuraTtu ot KanuuesH Gocdatu ¢ HAHOMETpUYHA CTPYKTypa Ou TpsOBajo fa ce pasriexaaT
Karo IbPBH EKCHEPUMEHT OT CJIe/Ballla CepHusl HW3CJIEABAHMHHMS 3a Ch3JaBaHE Ha CHBPEMEHHH
OMOMHHEpaTH3UPALIX TpenapaTy, OTTOBapsI Ha ChBPEMEHHUTE TEHJICHIMHM 33 pEeMHHEpaIH3HpaHe,
PEKOHCTPYKIHMS M 00TypHpaHe Ha JEHTHHOBHUTE TyOyIu.

HAYYHU NNYBJIMKALIUM: [Ipeacron nyOnuKyBaHe Ha HAYYHUTE PE3yITaTu
HAYYHMU ITPOSIBMU: [Ipencrou mpencrassne na UMADB

Hayunusart otdet e nmpuet ¢ /[ObPA ouenka no ckajata Ha CbBeTa Mo MeIMIMHCKA HayKa.

1.42. Jlorosop Ne 32/2007 r. Ha MY — Codus
HAYYHO HAIIPABJIEHUE: ®apmMatieBTH9HA XUMUS

TEMA HA W3CIEAOBATEJCKUA IIPOEKT: IlpoyyBane Ha maTeHTHaTa 4YHUCTOTa Ha
HOBOpA3pelICHN CTaTMHU W pa3paboTBaHe Ha BalWAMPaHW METOAM 3a KOHTPOJ Ha KauecTBOTO Ha
AKTHUBHUTE CyOCTaHIIH
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HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2007 T.
BOAELL U3CJIEJOBATEJL: Jlomn. [Tnamen Tonopos IleiikoB, nd
YJIEHOBE HA N3CJIIEJOBATEJICKUSA EKUIL:

e [Ipo¢. I'erxa MBanosa llerpoa, ndhu; MY — Codus, ®apmanestuden daxynrer, Karempa no
Opraamn3anus 1 ”KOHOMHKA Ha GapManmsITa;

o Jlomn. Ilmamen Tomopos IleiikoB, nd; MY — Codusa, ®PapmaneBtudern dakynrer, Kateapa mo
dapMareBTHYHA XUMUS;

o Jlou. Jlanka IletpoBa OO6pewkoBa, ad; MY — Codusi, PapmanieBruueH QakynreT, KaTexpa
“dapmalieBTUYHA XUMUS;

e UBanka lletkoBa llenuesa, nd, rmaBen acuctent; MY — Codusa, apmaneBTudeH (QaxymnTer,
Katenapa “DapMalieBTUUHA XUMHUS;

e Manoena MeronueBa ManoBa, ctapmm acucteHT, MY — Codus, dapmaneBtuder ¢axynTer,
Karenpa no ®apmaneBTuYHa XUMUS;

AJIPEC 3A KOHTAKTMU: ®apmanetuyen dakynrer, MY — Codus, 1000 Codus, yn. dynas 2,
Karenpa mo ®apmareBtrana xumusi; tenedon: +359 2 923 65 05; dakc: +359 2 987 98 74; e-mail:
ppeikov@pharmafac.acad.bg

BA30OBA OPITAHU3ALUS: dapmanesruuen ¢axynrer, Kareapa mo ®apmanesrnuna xumusi, MY —
Codust

PE3VYJITATH:

CraruHuTe ca XWIIOJUNUAEMUYHHU JIEKapCcTBA, 4YUATO yNoTrpeda MOCTOSHHO HapacTBa IIpe3
IOCICAHUTE TOAWHU. FapaHTI/IpaHCTO Ha CTAaOMIIHOCTTa Ha aKTHBHATA UM Cy6CTaHLII/I$I € BaXXHO OT
3aKOHOJATeJIHA TJIEAHA TOYKa, 3all0TO TO TNOBIMABA mpoduia Ha OE30HaCHOCT Ha NPOIYKTHUTE.
Banuoupanero Ha aHaNMTHYHUTE METOAM 3a CTATHHUM € BaXHO 3a IeHepedyHarta (apMaleBTUYHA
WHIyCTpHS 32 IIeJINTE Ha KOHTpoJia Ha KauecTBOTO U [loOpata [IpousBoacreena [Ipakruka.

I]en: HacrosmoTo mpoydyBaHe aHaiau3upa naTeHTHUs craryc Ha 5 INN crarunu (atorvastatin,
paravastatin, fluvastatin, simvastatin, rosuvastatin) ¥ MaTeHTHaTa aKTUBHOCT Ha (apMaleBTHYHUTE
MpOM3BOAUTEIH. Bb3 OCHOBa Ha MaTeHTHHWS CTaTyC € ajanThpaHa (apmakoreldHaTa aHAJIMTUYHA
MEeTOJIMKa 3a simvastatin u lovastatin ¢ 1en wuaeHTHUQUIMPAHE M KOJIUYSCTBEHO OIpEACIsiHE Ha
OCTaHATNTE CTATHHU M TEXHH XUIPOJIU3HHU MPOYKTH.

Memoou: TIpoBeieHO € MATeHTHO MPOYYBAHE M CUCTEMATH3AIIMS HA BCHYKU MATEHTH O KJIACOBE
Ha IPC, INN u tepuropuanen ooxsat. M3non3san e BETX meron 3a uaeHTUDUIMPAHE U KOJTUISCTBEHHO
OTIpeJIeNITHE HAa W3CJICIBAHUTE CYOCTaHIIMK 4Ype3 MOTU(PUIMpPaHe HAa XpomarorpadCKUTe YCIOBUS —
MOJIBMKHA (pa3a U KOJNoHa.

Pezynmamu: O6mo ca otkputn u cuctemarn3upann 71 marenta ot 7 IPC xmaca 3a 5 INN. Or
Tax 18 ca marenTute 3a atorvastatin, 13 3a fluvastatin, 11 3a pravastatin, 6 3a simvastatinl, 23 3a
rosuvastatin. OtHocutennuar 141 Ha nateHTute oT IPC kimac A61 P e Hall-BHCOK, CleABaH OT IATEHTUTE
3a OCHOBHA aKTHBHA CyOCTHaius. [laTeHTHaTa aKTHBHOCT HA NMPOM3BOJUTEINTE HAPacTBa MPH U3TUYAHE
Ha OCHOBHHUSI ITATEHT HA CYOCTAHIIUUTE.

XumuuHata cTabuIIHOCT O€ MpoydeHa mpu JaBa ¢paktopa — pH 1 Bpeme, a ChIll0 U KHHETHKATA Ha
XHJIPOJIM3HUS MPOIIEC B KKCENA U allkaiHa cpenia. [Ipu u3cieaBaHuTe yCIoBHs O¢ HaMepeH MPOAYKTHT Ha
XUAPOJM3aTa HAa CTaTHHM — JIAKTOHU, KOWTO € miacHTH(duIMpaH karo pravastatin. KoHieHTpanusaTa Ha
AKTUBHUS TPOAYKT HamajsiBa ekcroHeHianuo npu pH 7.0 3a simvastatin u pH 9.0 3a lovastatin. B
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CHJTHO KHICeJla cpema simvastatin Xuaponnsupa mpe3 mppute 60 min 3a pa3nuka ot lovastatin. Ha 6a3a na
aJanTHPAaHETO Ha METO/a M HEroBOTO BalMIHMpaHE CTaHa BB3MOXKHO €IHOBPEMEHHO OMpeAeisiHe 0e3
MPEIBAPUTEITHO Pa3/icsSHE HA aKTUBHUTE BEIICCTBA U TEXHUTE Pa3MaJHU MPOAYKTH. METOIBT MOXE Jia
ce M3M0J3Ba 32 (apMaKOKHHETHIHH M3CIIEIBaHUS NIPU pa3pa0dOTBaHE HA HOBU JICKAPCTBEHHU MPOIYKTH H
MOHUTOPHHT B OWOJIOTMYHM CpPEIH, KaKTO M 3a TOJATOTOBKA HAa XHUMHKO - (papMaleBTHYHA YacT Ha
JIEKapCTBEHO JIOCHE 3a pa3pellaBaHe 3a ynoTpeda Ha FTeHePUYHH JIEKaPCTBEHH MPOLYKTH.

3axnmouenue: CohIeCTByBa Bpb3Ka MEXIy MATEeHTHATa AaKTHBHOCT, TOJEMHHATa Ha
(hapmaneBTHYHHA Ta3ap W TEPareBTUYHHA eQeKT Ha mpoydeHuTe cyOctanmmu. Bammmupanus BETX
METO/T MTO3BOJISBA MOJIy4aBaHe Ha JOCTOBEPHA (papMaKOKWHETHYHA MH(POPMAIIHS 3a in Vitro MOBEJICHUETO
Ha CTAaTUHUTE U KOJIWYECTBEHO OMpPENCsHE HA ChIBP>KAaHUETO UM.

HAYYHHU ITYBJINMKALINU:

e Pencheva I., Manova M., Peikov P., Petrova G. Quality control of Simvastatin and Lovastatin —
validation of HPLC method for studying stability. Acta Pharmaceutica, Submitted for publication.

Hayunusar or4er e npuer ¢ BHCOKA ouenka mo ckanara Ha CbBeTa N0 MeIHIIMHCKA
HayKka.

1.43. loroBop Ne 17/2006 r. na MY — Codus
HAYYHO HAITPABJIEHUE: ®apmakornosus u boranuka

TEMA HA MU3CIHEIOBATEJCKHUSA IMPOEKT: Anamu3 Ha (enonnu chenuHenus B Hypericum
annulatum Moris upe3 BiucokoedeKTUBHA TedHa XpoMaTorpadus

NEPUOJ HA ®PUHAHCOBA INOJAKPEIIA: 2006 r.
BOJAELI U3CJIEJJOBATEJIL: I'epacum MumiueB KutaHoB, TOIIEHT, TOKTOP
YJIEHOBE HA NU3CJIIEJJOBATEJICKUS EKHUII:

e [lapackeB TomopoB Hexnskos, rnaBeH acucTeHT, JoKkTop, PapmaneBTHUEH (hakyTeT;
e Penera CnaBoBa ['eBpeHOBa, ri1aBeH acucTeHT, @apmarieBTHUYEH (aKyITeT;
o Jlmmurpuna XXuskosa Kenesa — Jlumurposa, mar.-papmarieBt, @apmMarieBTHUEH QaKyITeT.

AJIPEC 3A KOHTAKTMUN: ®apmanestuuen ¢akynrer, Katenpa no dapmakorHos3usi 1 00TaHuKa, YII.
Hynas 2, 1000 Codus, temn.: +359 2 923 65 02;
e-mail: gkitanov@pharmac.acad.bg

BA30OBA OPI'AHM3ALIUSA: ®apmanieBTrdeH dakyaTeT

PE3YJITATMU:
Pazpaboren e BETX metos 3a pasjensiHe W KOJHYECTBEHO ONpezAessiHe Ha OeH30()CHOHHTE
XHUIMEPUKOPEHOHO3UI, HeoaHynaTo()eHOHO3H]I, aHynatoeHOHO3H /I, anynarodeHoH,

aleTWIaHyJ1aToQEeHOHO3UI U KCaHTOHBT T'€HTH3CHH B HAJ3€MHU YacTH, JIUCTA, CTeOJIa W LBETOBE OT
Hypericum annulatum Moris. EkcTpakimsra Ha aHaJU3UpPAHUTE BEIIECTBA C METAHON H
eJIeKTpOMarHuTHa ObpKajka jaBa A00bp aHanutudeH 1o0uB (ot 90.70% 3a rentmzenH go 103.81% 3a
aHynaTo)eHOHO3MI), a BB3IMPOU3BOAMMOCTTA Ha IsiaTa npouenypa € mox 6.05%. BETX ananusbst e
U3BBPLIEH BBPXY xXpomarorpadcka koimoHa Hypersil ODS RP-18 u VB-perekums npu 290 nm.
[MonemwkHaTa daza ce cberoun ot Metanoa u 20 mM KH,PO, Oydep. PasnensHero ce moctura ¢ rpajiieHr,
KaTo MPOLEHTHOTO ChAbPKaHWE HAa METaHOJa B MOABIKHATA (a3a ce nmpomeHs oT 3% mo 45% u ot 45%
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1o 83.5%. I'panmmure Ha oTkprBaeMoct ca 0.03, 0.02 u 0.01 pg/ml, croTBeTHO 32 XUTNIEPUKOPEHOHO3HUI,
aleTWIaHy1aTO(QEeHOHO3UI U TeHTH3eHH. TOTaJTHOTO KOJMYECTBO Ha KOMIIOHEHTHTEe Bapupa ot 10.92
mg/g B 1BeTtoBe 10 82.86 mg/g B nmucta. XuUNEepUKOPEHOHO3UA € JTOMHUHHUPAIIUAT OeH30()€HOH B IO-
rojsiMaTa 4acT OT PACTHUTEIHHUTE MPOOH, KaTo ChIbpKaHUETO My Bapupa oT 7.54 [1110.25 mg/g B cTebna
no 64.22 [1112.44 mg/g B nucra. To3u xomnoneHT noctura 77.50% oT u3cnenBaHata cMec B JIMCTaTa.
OOpaTHO Ha JIUCTaTa, IBETOBETE MOKA3BaT TCHACHIIMS KbM MO-BHCOKO ChIbpikaHue Ha reHTusenH (9.35
[10.07 mg/g) u HeoanynatodeHoHozun (4.72 0.04 mg/g) B cpaBHEHHE C OCTaHAJIUTE PACTUTEIHU
4JacTH.

HAYYHU ITYBJIUKAIIUU:

e Zheleva — Dimitrova, et al. Simultaneous determination of benzophenones and gentisein in
Hypericum annulatum Moris by high-performance liquid chromatography. Phytochem. Anal.,
2007 — mon meyvar.

Hayunusit otuer e npuer ¢ OT/THYHA ouenka mo ckajara Ha CbhbBeTa mo MeIHIHMHCKA
HayKa.

1.44. ToroBop Ne 29/2006 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: ®apmakorHosust u 60TaHHKa

TEMA HA U3CJIEJOBATEJICKUSA IMMPOEKT: buorexHonornyHo U (PUTOXUMHUYHO MPOYYBAaHE HA
owsrapckus engemut Linum. tauricum Willd. ssp. linearifolium

MNEPHO/ HA ®UHAHCOBA IOJKPEIIA: 2006 T.
BOJIEIL U3CJIEJJOBATEJI: nont. n1-p Mimana Mnnesa Mowkopa
YJIEHOBE HA U3CJIEJOBATEJICKHSI EKMIT:

e Credan ligerkoB Hunog, riaBen acucrent, @, Kareapa no dapmakoruosus;

e Huxomnaii [lerkoB Bacuines, noxropant, @D, Kareapa mo ®apmMakorHo3us;

e lckpa AHToHOBa AHTOHOBA, Ouosior, D, Katenpa mo @apmakorHo3usl.
AJIPEC 3A KOHTAKTMH: ®apmanestuuen gaxynrer, yia. lynas 2, 1000 Codust
BA30OBA OPTAHM3ALIUSA: QapmanestiueH dakynter, Karenpa mo ®@apmakoraosust u 60TaHUKa
PE3YJITATH:

duToxuMUYHOTO mpoyuBane Ha Linum tauricum ssp. linearifolium (Linaceae) moseme o
nomentuduimpane Ha podophyllotoxin, 6-methoxypodophyllotoxin, justicidin B and trace of B-peltatin-
A-methylether.

Toii KaTo MOAOPUIOTOKCHH € MPEANOYHTaH MPEKYpPCcop 3a MOJIYCHHTE3a Ha HMPOTUBOTYMOPHHS
npemnapart etoposide HHE Ch3/]aI0XMe PA3IMIHU KATyC U CYCIIEH3UOHHH KYJITYpH OT CTEPUITHO MOKBIHAIH
KBJIHOBE W TH Tpoyduxme 3a mponyknusi Ha jurHanu. PTOX m MPTOX 0saxa waentuduiupanu B
KyJnTypure. [[BeTe cheIuHEHUs ce M30JUpaT 3a IMbPBU IBT OT in Vitro KyJTypH Ha TOBA PacTeHUE H ca
uaentuunupanu ype3 HPLC, UV u LC-MS. AnTunponudepaTHBHOTO JCHCTBHE HAa EKCTPaKTH Oe
TECTYBaHO cpelry TymMopHHU kierbuHH nuHuu (K-562, LAMA-84, HD-MY-Z u EJ) 3aenHo ¢ etoposide
KaTo IMOJOXUTENHA KOHTpoida. Excrpakrer ot L. tauricum ssp. linearifolium moka3sa 3naumrenHa
muroTokcuanoct ¢ IC50 B obmacrra ot 0,031 10 0,912 pg/ml.

HAYYHU ITYBJIUKALINUA:
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e lonkova I., Antonova l.,, Momekov G., Fuss E. (2007), Cytotoxic activity of extracts from
Bulgarian Linum species, Pharmacognosy Magazine, in press.

HAYYHHU IIPOSIBU:

e lonkova I., Fuss E. (2007) Lignans from Linum tauricum ssp. linearifolium and their cytotoxic
activity. Phytopharm 2007, Leiden, Holland, 27-30 June, 2007.

Hayuynusat oryer e npuer ¢ OT/IHYHA ouenka mo ckanara Ha CbBeTa Mo MeTUIIMHCKA
HayKa.

1.45. ToroBop Ne 31/2007 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: ®apmakorao3us u 00TaHHKA

TEMA HA MU3CJIEIAOBATEJICKHSA IMPOEKT: ®uroxumuyHO HpoyduBaHe Ha Buaa Hypericum
elegans Stephan ex Willd, Guttiferae

MEPUOJ HA ®UHAHCOBA IMOJAKPEIIA: 2007 .
BOAELL U3CJIEJOBATEJI: [lou. 'epacum Mumue Kuranos, nd
YJEHOBE HA U3CJIEJOBATEJICKUSA EKUAII:

e ['m acucrt. [lapackeB TomopoB Hensixos, ng; @apmanesruder daxymnrer;
e Acucr. lumurpuna XXuskoBa XKenesa — JlumutpoBa, @apmaneBTudeH (hakynrer.

AJPEC 3A KOHTAKTMU: ®apmanesruuen ¢akynrteT, Katenpa mo ¢apmakornozus u 00TaHHKa, YII.
Hynas 2, 1000 Codus, Tem.: +359 2 923 65 02; e-mail: gkitanov@pharmac.acad.bg

BA30OBA OPI'"AHU3ALIUSA: ®apmaiieBTr4eH (hakynTeT
PE3YJITATH:

Buovm Hypericum elegans Stephan ex Willd. e TpeBucTo pacteHue, pa3npocTpaHEHO Ha
bankanckus nomyoctpos, Mana Asus, M3rouna u Cpenna Espona. [Ipeannian npoyyBaHus Ha TO3W BHJT
MOKa3BaT TPUCHCTBHETO Ha KOHJICH3UPAHH AaHTPAXWHOHH — XUICPUIMH W IICEBJOXHIICPUIIH,
¢maBoHOMA KBEpLETHH-3-O-paMHO3U (KBEPLUTPHUH) U € JOKA3aHO MPUCHCTBUETO HA KCAaHTOHOBUTE C-
TIIMKO3UIM — MaHTU(epuH 1 um3oManrugepud. OT Haa3eMHaTa 4acT Ha PaCTEHHETO ca M30JIMpaHh HOB
oenzodenonoB O-pamHo3ua (ernera)eHOHO3MI), KAKTO U U3BECTHUTE OeH30(eHOHOBH O-TIIMKO3UIU —
XHUIepUKOpEeHOHO3uA U HeoaHynartodeHoHo3un. Wzonmupanu ca cpuio U (uaBOHOHIUTE: Kemiipepo,
KBEPLETUH, U30KBepUUTpHH, [-3,11-8-Onanurenns, KBepUUTPUH, XUIIEPO3UI U PYTHUH, KAKTO U KCAHTOHA
Hopatupuois. CTpyKTypaTa Ha HOBOTO CheluHeHe € ompeneneHa upe3 MY-, YB-cnektpockomnus, mac-
CTIEKTPOMETpHS, KHCEeNMHHA Xuapoiusa, TCX-cpaBHsABaHE ¢ aBTeHTHUHM cBujereny, C- u "H-SIMP,
DEPT,gs, 'H-"H- COSY, **C-'"H-HETCOR-TexHuku.

HAYYHU ITYBJIUKAIIMU:

o Kenesa-IumurpoBa J[. Denonnu cvedunenus & npeocmasumenu om poo Hypericum L.
(Guttiferae). ucepramus 3a odbpa3oBaTenHara u Hay4Ha creneH goktop. Codust, 2008;

o Nedialkov P., et al. Benzophenone O-glycosides from Hypericum elegans. Nat. Prod. Res.
(submitted).

HAYYHMU ITPOSIBU:
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e Zheleva-Dimitrova D., et al. Benzophenone O-glycosides from Hypericum elegans. 5"
Conference on Medicinal and Aromatic Plants of Southeast European Countries. Brno, Czech
Republic, 2-5 September, 2008.

Hayunusar order e npuer ¢ OT/IHYHA ouenka mo ckagara Ha CbBeTa M0 MeIUIIMHCKA
HayKa.

1.46. loroBop Ne 37/2007 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: ®apmakorao3us u 00TaHHKA

TEMA HA M3CIEJOBATEJICKHUSA ITPOEKT: IlpoyuBaHe moTeHIManda Ha pazidYHU ILIaMOBE
Agrobacterium rhizogenes mpu resmernunu Tpancdopmanuu in Vitro B jJe4eOHH pacTEHUS M BIUSHHETO
UM BbPXY MPOIYKIHTA HA OMOJOTMYHO AKTHBHH BEIIECTBA

HNEPUOJ HA ®UHAHCOBA NOJAKPEIIA: 2007 1.
4. BOJEI U3CJEJOBATEJI: on. 1-p Unuana Unnesa Monkosa
YJIEHOBE HA U3CJIIEJOBATEJICKUSA EKUIL:

e Jlou. a-p Wnuana Mnuesa Mowkosa, npenonasaren, ®d, Katempa no dapMakorHosus;

e I'n. acucrt. Credan L{Betkor Hunog, npenogasaren, @D, Karenpa no ®apmakoruosus;

e  buonor Uckpa AuroHoBa AHTOHOBa, crienuanuct, DD, Karenpa mo @apmakorHo3us;

o  Kpbxounuk-aumnomanT Junsaa boiikoBa boiiuesa, @@, Kareapa no ®apmakorHosus;

o Kpbxounuk-auminoManT Hukomnait Anexos [Jocratnues, ®®, Katenpa no dapmakorHosus;
o Kpobxounuk-aumiaoManT Auu [lanaiiotoBa Anapeesa, @@, Karenpa no @apMakorHos3us;

o  Kpobxounuk-aumiaoManT [laBnua Mutkos Iletkos, @D, Karenpa no dapmakorHosus;

o Kpexounuk-mumiomant  CrammcnaBa  [amsaoBa  KpwmkamoBa, @©®, Karempa 1o
®apMaKOrHo3usl.

AJIPEC 3A KOHTAKTMH: ®apmanesruueH gaxynrer, yi. lyHas 2, 1000 Codust
BA30OBA OPI'AHM3ALIUA: ©apmanestrueH dakynTer, kareapa no GapmMakor1o3ust 1 00TaHUKa
PE3VYIJITATH:

Hairy root kyntypu Osixa MHAIIMMPaHHU OT JIMCTHH €KCIUIaHTH Ha Linum tauricum ssp. Tauricum,
Linum leonii, Linum narbonense wupe3 wundektupane ¢ Agrobacterium rhizogenes. Pazmuunu
Oakteprannu mamose ot Agrobacterium rhizogenes - TR 105 u ATCC 15834 6sixa OlleHEHH OTHOCHO
CIOCOOHOCTTA MM 3a WHAyIMpaHe Ha TpaHcdopmupanu hairy roots B Linum Bumose. Tesu pasnuynu
[IaMOBE BapUpaT BHB BHPYJICHTHOCTTA 3a HWHAYKIMsS Ha hairy roots B TO3M pAaCTUTEIEH BUI.
Acetosyringon 6e n00aBeH B XpaHMTENHAaTa cpela 3a yBEIMYaBaHE yecToTaTa B MHAyKUUsATa Ha hairy
root. PacrexxHata KWHETHKa Ha TPAHCTEHHHUTE KOPEHU IIOKa3BaT TOAOOHM pACTEXTH KPHUBH, C
MaKCHMaJIeH PacTeX, B eKCIOHeHIManHaTa ¢a3a - mexay 17 u 20 nen. TpanchopmanroHHara npupoaa
Ha ThKaHWUTE Oe JOKa3zaHa upe3 MPOAYKLHs Ha opines. Y CTaHOBEHO Oe, ue JUTrHaHOBAaTa MPOAYKLUS NMpu
pa3IMYHUTE KOPCHOBH JIMHMU € PacTeXHo 3aBucuma. Kyntypute ot Linum tauricum mpoxyuumpar mo
2.6% ot murnana 4'-demethyl-6-methoxypodophylotoxin (4'-DM-MPTOX) u mo 3.5% or nurHaxa 6-
methoxypodophyllotoxin (6MPTOX) crpsimo cyxo terio, koeto € 10 10 12 1o-BHCOKO B CpaBHEHHE C
KJIETBYHU CYCIEH3MH OT TO3U BHUA. TpaHcdopmupaHute KyATypd MOKa3BaT 3HAUMTENHH Pa3iIMKU B
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JUTHAHOBOTO ChIabpkanue. Hail Bucoku konmmdectBa ot 4'-DM-MPTOX n MPTOX 6sixa ycTaHOBEHH B
KOpEeHOBUTE JuHMU, uHAynupanu upe3 mam ATCC 15834, bbp3o HapacTBalu KOPEHOBU JIMHUH Osixa
CEJICKIIMOHUPAHU 3a yBEeJINYaBaHE MPOAYKLIHATA Ha TUTHAHMU.

HAYYHHU IYBJINKALIIN:
o lonkova I., Fuss E. (2008). Influence of different strains of Agrobacterium rhizogenes on
induction of hairy roots and lignan production in Linum tauricum ssp. tauricum, Pharmacognosy
Magazin (submitted).

Hayuynusat ordet e npuer ¢ OT/IHYHA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

1.47. Jorosop Ne 18/2007 r. na MY — Codus

HAYYHO HANIPABJIEHHUE: ®apmakornosus u 6oranuka. @apmakonorust u Tokcukonorusi. BAB u
JIeKapcTBa

TEMA HA U3CJIIEJOBATEJICKHUS ITPOEKT: ®uroxuMuyHO U (PapMaKoIOTUIHO MPOyYBaHE Ha
Astragalus hamosus L. (fabaceae)

NEPUOJ HA ®PUHAHCOBA NNOJAKPEIIA: 2007 .
BOAELL U3CJIEJOBATEJI: IIpod. Credan Aumurpor Hukonos, ndx
YJEHOBE HA N3CJEAOBATEJICKHSA EKUIT:

e [ acucrent WUnuna Hukomaesa Kpwcrepa, ad; Kareapa no dapmakornosus, @apmaneBTiyueH
¢dakynTer;

e [ acucrenr Cnupo MuxaiinoB Koncrantuao, n¢; Karenpa mno dapmakonorus u
TOKCHKOIorus, PapmanieBTu4eH Qaxynrer;

e Cr. acucrent [eoprm llperanoB Momekos, Karempa mo ¢apmMakoiaorus W TOKCHKOJIOTHS,
dapmaneBTHYCH (HaKyITET;

e Teomopa HukonaeBa AtanacoBa, KiIuHHYEeH JsabopanT, Kareapa mo ¢dapmakonorus u
TOoKcHKOnoTus, @apmarieBTuueH Qakyirer.

AJPEC 3A KOHTAKTHU: ®apmaneptuden axynrer, yi. ynas 2, 1000 Codwus; Tem.: +359 2 923 65
52

BA3OBA OPTAHM3ALIUSA: ©apmanestiueH dakynTer, kKateapa mo GapMakorHO3Us
PE3VYJITATM:

[Ipyn ¢duTOXMMHYHO H3clelBaHE Ha ETHJIALCTaTeH W OyTaHOJEH EKCTPAaKTH, MOJyYeHH OT
HaJ3eMHHTE 4acTu Ha A. hamosus, ca M30JMpaHHM YETHPU BELIeCTBA: JBa (iaHOBOMIA, €IHO (PEHOIHO
ChEJMHEHNE U CMEC OT J[Ba calloHWHA. ENWH oT n3omupanute ¢uaBoHoAa € uieHTHQuUIupan kato 7-O-
MeTui-kemngepon 4’-f-D-ranakronupanosun (pamaountpul 4’-f-D-ranakronupanosun). CTpykrypara
Ha Jpyrusi (QIABOHOMJ € YacTHYHO ompezaereHa karo pamHonutpud 3-O-L-pamuo3un-O-D-
TITFOKOTTHPAHO3HI.

AnTtunponudepaTuBHaTa AKTUBHOCT Ha (JIABOHOJIOBHS TJIMKO3WJA pamMHoOuMTpuH 4'-f-D-
raJJakTOIMMPAHO3KUl ¥ CAallOHMHOBAaTa CMEC € M3CJIE[BaHa BbPXY YOBEUIKM TYMOPHH KJIETHYHM JIMHUU C
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noMomra Ha MTT-TecT. YcTaHOBU ce, Y€ CalOHMHOBAaTa CMEC MPEAU3BHKBA KOHIEHTPAIMOHHO-
3aBUCHMO TOTHUCKAaHE Ha MPOJU(epaTUBHATA AKTUBHOCT HA MAaJIMTHEHO-TPAHC(HOPMHUPAHUTE KIICTKH,
JokaTo (pIaBOHOMABT MPOsBsBa caMo MapruHaieH edekt. Te3u nanuu ca notebpAcHU ¢ ELISA TecT 3a
ompenieNsTHe Ha XapakTepHuTe 3a amomnro3ara JIHK- dparmenrarus, ciaem TpeTupaHe ChC TECTBAHHUTE
chenuHeHns. CamoHWHOBAaTa CMeC HWHAYIMpa B TIO-BUCOKA CTEMEH aronTo3aTa, B CpaBHEHHE C
¢dmaBoHouA.

uronporekTHBHUTE NeHCTBUSA Ha (praBoHOMma ca m3ciaeaBanu upe3 MTT — Tect mpu Momenu ¢
TeHTaMUIIMH W IUCIUIATHH-UHAYIMpaHa HEe(PPOTOKCHYHOCT BHPXy dYoBemkn OnOpeunm kietku 293T.
PesynraruTe mokaspar, ue Mpu €JHOBPEMEHHO MPHUJIaraHe Ha BEHIECTBOTO C cisplatin miau gentamicin ce
HaOJloJlaBa W3pa3eHa NPOTEKIUS Ha OBOpPEYHHWTE KICTKU Cpelly IMTOTOKCUYHHTE e(eKTH Ha
He()POTOKCHUYHUTE JIEKapCTBa ciiel] 72 yaca WHKyOallMOHEH TIepHO/I.

HAYYHU ITYBJIUKALIUUA:

o Nikolov S., et al. Exploitation of the Bulgarian flora’s biodiversity as a source of
immunomodulatory and/or antineoplastic agents: current challenges and perspectives.
Biotechnology & Biotechnological Equipment, 21, 2007, 4, 471-477,;

e Krasteva l., et al. Antiproliferative effects of a flavonoid and saponins from Astragalus hamosus
against human tumor cell lines. Pharmacognosy Magazine, 2008 — submitted.

HAYYHU ITPOSIBU:

o Krasteva I., et al. Cytoprotective effects of a new flavonoid from Astragalus hamosus. Fourth
Congress of Pharmacy of Macedonia with International Participation, Ohrid-Macedonia,
September 26-30, 2007. Macedonian Pharmaceutical Bulletin, Vol. 53, 1-2, p. 288.

Hayunusit otuer e npuer ¢ OT/THYHA ouenka mo ckajara Ha CbBeTa mo MeIMIHHCKA
HayKa.

1.48. Cniopazymenue Ne 3/2006 r. mo Jlorosop Ne 23/2005 r. na MY — Codus

HAYYHO HAITPABJIEHUE: TexHonorus Ha JekapcTBaTa

TEMA HA WM3CIEAOBATEJIICKUA IIPOEKT: IlomyuaBaHe © oOXxapakTepu3HpaHE Ha
TEMIIEPATypHO-YyBCTBUTEIHN HOJIMMEPHH HAaHOYACTULM C MHAOMETAlMH Ha 0a3a MojH(ETHICHOKCHI)-
noyu(N-u3onponunakpunamua) (PEO-PNIPAA)

HNEPHOJ HA ®UHAHCOBA ITOAKPEIIA: 2006 .
BOJEII U3CJIEJOBATEJI: Bukropus Mckposa Muxaiinosa, JOKTOp
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAII:
o Jlro6omup XKeukos MBaHoB, cT. acucrent, @apmanesruuen gaxynret, MY-Codus;
e Mapuna KoncrantunoBa Pagynosa, cienmanuct, @apmarepruuer gaxynret, MY-Codus.

AJPEC 3A KOHTAKTMU: ®apmanesruden daxynrer, MY — Codus, yiu. Aynas 2, 1000 Codus, Ten.:
+359 2 9236 546

BA3OBA OPIAHU3ALUS: ©apmanestruen dakynrer, Karenpa no TexHomorus Ha JieKapcTBEHUTE
MPOAYKTH ¢ Ouodapmarius

PE3VYJITATMU:
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[IpoBenenn Osixa wW3cnmenBaHWA 3a OXapaKTepU3MpaHEe HA TEMIIEPATypPHO-UYyBCTBHTEITHH
MOJMMEPHH HAHOYACTHMIM Ha ©aza mpucaaeHd chrnoiauMepd modu(N-H30MpOonHiIaKpUIaMi)-
nomu(etunen okcun) (PNIPA-g-PEO) ¢ pasnmuuna ctpykTypa (ChIbpiKamy MOpPGOJHH, JOACUUIOBU
BEpUTH M XETePOTrpeOCHOBUIHN) KaTO CUCTEMH 3a AocTaBsHe Ha mHmomeTaruH (IMC). CpaspikaHueTo Ha
ctpannunan Bepuru PEO, unsto monekymnHa maca 6emre 2000, Bapupaiiie B KOHIIEHTPAITMOHHNS HHTEPBAI
0.3 - 2.5 mol%. UsBectHo e, ye PNIPA-g-PEO mpucagenu cemonuMepu oOpa3yBaT HaHOYACTHIHU C
MUIEIapHa CTPYKTypa Hax TemrmepaTrypara Ha ¢a3os mpexon (Ty). Hue yctaHoBHXMe, 4e HAaTOBapeHH C
IMC nanOWacTHIIM MOTaT Ja ce€ MPHUTOTBAT MOJ |y HAa MpHUcaJeHuTe chronuMmepu. llpu temmeparypu
Mexay S5 u 22°C Gemie MOCTUTHATA BHCOKA CTENEH Ha HATOBapBaHE Ype3 [HAIHU3CH U
HaHonperunuraiuoned Meton. Upes FTIR-IR cnekrpockomnus wa IMC/ PNIPA-g-PEO nanouacTuiu
0sixa JOKa3aHW 3HAUMTENHW B3anmMonehcTBus Mexnay IMC u cemonmmepa. Tesn B3amMomewcTBus -
BOJOPOJIHHN BPB3KM W XHUAPO(GOOHM B3aUMOACUCTBHSA, WHAYHHUpAaT 0OpasyBaHETO Ha HATOBApEHUTE
HaHouactui. SEM wu3cnenBanus mnokazaxa, ye IMC/PNEM HaHOwacTHIM ce XapakTepu3upar CbC
chepuuHa ¢opma, TIamKa TOBBPXHOCT W HAHOCKONCKH pa3Mmepu. Haif-moaxonsmy opraHuveH
Pa3TBOPUTEIN 3a MPUTOTBSIHE HAa HAHOYACTHUIM ¢ MalbK pasmep (50-80nm) e eTanon. YcraHoBeHO Oetre,
Ye MpoIeChT Ha CBOOOKIaBaHE HAa MHOMETAIIMH OT HaHOYACTHUINTE BBB (hocdateH Oydep ¢ pH 6.2 u 7.4
3aBucH OT Temmeparypara u pH. 3abaBeHo ocBoOokmaBaHe, Oe3 HaJdalHU BUCOKH HHBA Oellre
Ha0JI01aBaHo B MHTEepBad OT 24 vaca. [TotBbpaeH Gemre in Vitro Huchk murorokcuueH edext Ha PNIPA-
g-PEO cenonumep npu HEK-293 T woBemku 6b0peyHn KIETKH 3a epHo OT 72 vaca.

HAYYHMU ITPOSIBU:

e Michailova V., lliev P., Berlinova l., Titeva S., Ivanov L., Buyukliev R., Momekov G.
Indomethacin-loaded thermally-responsive nanoparticles. Preparation and characterization.
Pharmaceutical Science World Congress, Amsterdam, 22-25 April 2007.

o Titeva S., Michailova V., Ivanov L., Momekov G., Buyukliev R., lliev P., Berlinova I.
Indomethacin-loaded thermally-responsive nanoparticles. Drug release behavior. Pharmaceutical
Science World Congress, Amsterdam, 22-25 April 2007.

Hayunusar or4yer e npuer ¢ BHCOKA ounenka mo ckajara Ha CbBeTa N0 MeIUIMHCKA
HayKa.

1.49. JloroBop Ne 24/2007 r. na MY — Codus
HAYYHO HAITPABJIEHUE: TexHomorus Ha JekapcTBaTa

TEMA HA U3CJIEJOBATEJICKUS ITPOEKT: Cr3naBane Ha ABITO MUPKYJIHPAITH JTUTIO30MH KATO
HOCHTEIM Ha MPOTUBOTYMOPHH JIEKApCTBEHH BEUIECTBAa. [E€XHOJOTMYHO, OnodapManeBTHIHO U
(hapMaKOKMHETUYHO OXapaKTepH3npaHe

NEPUOJ HA ®UHAHCOBA MNOJAKPEIIA: 2007 .
BOJAELL U3CJIEJOBATEJIL: Jlon. Hukomnaii ['eoprues Jlamoos, nd
YJIEHOBE HA U3CJIEJOBATEJCKUSA EKUAIL:

e Jlou. Hukomnaii I'eoprues JlamboB, n¢; Kareapa no Texnomnorus Ha JeKapcTBEHUTE CPEACTBA C
ouodapmanus, PapmanesruueH DakynTer;

e Cr. acuct. Jlennna boromunoBa MowmekoBa, Karenpa mo TexHonorus Ha JeKapCTBEHUTE
cpenctra ¢ ouodapmanus, GapmarieprrnucH Dakynrer;
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e [ acuct. ['eopru llBeranoB Mowmekos, Ad; Karenpa mo dapmakonorus, dapMmakorepanus U
Tokcukoiorus, @apmaneBTuueH DaKkynTeT;

e Cr. u.c. Il ct. Cranucnas Munetues Panrenos, a¢; Macturyr no noaumepu, BAH.

AJPEC 3A KOHTAKTU: Karenpa no TexHomorus Ha JeKapcTBEHHUTE MPOAYKTH ¢ Omodapmarius,
dapmanestrueH ¢akynrert, yiu. Jynas 2, 1000 Codust; Ten. (cm.): +359 2 9236 525

BA30BA OPTAHM3ALUSA: ©apmanestiueH dakynrer
PE3YJITATM:

Hacrosimusit mpoekr Oe HacodeH KbM MPOy4YBaHE Ha BB3MOKHOCTUTE 33 CTEPUYHO
CTaOMIM3UpaHe Ha KOHBEHIMOHATHN U pH-4yBCTBUTEIHU IMIO30MH Ype3 €TEPHO CBBP3aHH CHIIOIUMEPU
Ha OCHOBaTa Ha IOJMOKCHETWJIEH, HOCEIM JHMMNHUAONOAOOHM 3BeHA. JIMMO30MHHUTE ChbCTaBM Ha Osixa
MPUTOTBEHHU 10 MOANGDUIMPAH BApHUAHT Ha (GHIM-XUAPATUPAILINSI METOA U OsXa 0XapaKTepU3UPaHU Upe3
JMHAMHUYHO CBETIIO pasceliBaHe u Kpruo-TEM. PazmepuTe Ha IpUroTBEHUTE JIUIIO30MH Os1Xa OT MOPSABKA
Ha 120-170 nm [Ipu Bcuuku H3clenBaHU CHhCTaBU O yCTaHOBEHA XOMOTEHHOCT IO OTHOILICHHE Ha
pasmpeneneHuero mo pasmepu ¢ uHAekc Ha gucnepcHoct < 0,1. Kpuo-TEM wu3cnenBaHeTo Ha
JUTIO30MUTE TI0Ka3a, Y€ OCHOBHHTE HaONOJaBaHM OOEKTH ca Jo0pe pas[eNieHn YHIIaMelapHH
numno3oMu. be ycraHoBeHa rpaHHIlaTa Ha HACHIIaHE HA MEMOPaHUTE ChC CHIIOJIMMEPUTE MIPH ChIbPIKaHUE
no 7,5 mol % u B Haxkom ciaydan 1o 10 mol %. M3cnenBanusita BbpXy CHOHTAaHHOTO M3THYaHE Ha
(IIyopecLeHTHH MapKepH OT JIMIO30MHTE 0Ka3axa, 4e BKJIIOUYBAHETO HA TECTBAHUTE CHIIOJUMEPH HE
HapylaBa pe3epBoapHUTe (YHKIMM Ha KOHBEHIMOHAJIHHMTE Juno3omMu u  pH-3aBucumara
necrabunmzanusi Ha pH-dyBcTBUTENHHTE BE3MKYJIH. [IpOBENEHOTO (IIyOPECIEHTHO MHKPOCKOIICKO
U3CIIeBaHE HA JIMIO30MO-KJIEThYHUTE B3aWMOJCHCTBHS IOKAa3a, Y€ MOBBPXHOCTHO CTaOMIIM3UPAHHUTE
JUIO3MH 3a1a3BaT CIIOCOOHOCTTA CH Jia ce ajficopOupaT wim Aa ce uatepHaznuzupar B MGH-U1 knertku.
buochBMecTUMOCTTa Ha W3CJICIBAHUTE CHIOIMMEpH O TMpoydeHa mpu IN VIO TecT CHCTEMHU.
Ceobomuure u BkimoueHute B junosomu (DDGG),(EO)1s u(DDGG)4(EO) 14 mokaszaxa mpodun Ha
Oe3omacHOCT cpaBHUM C T03W Ha koHBeHIMoHaHus [IEI -y DSPE-PEG2000 — Te mpakTtudecku ca
JUIIECHA OT IMUTOTOKCHUYHA M XEMOJUTHYHA AKTUBHOCT. BKIIOUBaHETO Ha TMEPCIEKTUBHUS CHIOIHMED
(DDGG)4(EO)114 8 DPPC- 1 DOPE:CHEMS-1umno30Mu 3HAYUTEIHO YABIDKH BPEMETO Ha LUPKYJIALHs U
HaMalll CEeKBECTpUpaHEeTO Ha jumno3zomute B opranure Ha PEC (4epen apo0 u cieska) cien BEHO3HO
npuiokeHue npu mmrbxoBe Wistar. [Ipu ToBa Mo OTHOIICHHE YIbKaBaHE Ha BPEMETO Ha IMPKYJamus
chronuMepsT O0e MHOro no-edekTuBeH B cpaBHeHHE ¢ KoHBeHIMoHanHus [1ET-mummuy DSPE-PEG2000.
C nomomra Ha TeHepHpaHEe Ha aMOHHUEB TpaHC-MEMOpaHEH TIpajueHT Oe NOCTHrHaTo e(EeKTUBHO
HAaTOBapBaHE Ha HEOOBUTH M CTEPUYHO CTAOMIM3UpaHM JMIo3oMu ¢ mitoxantrone. HCL wu
daunorubicin.HCL (edektuBHOCT Ha HatoBapBaHe >95%). lluroTokcHuHUTE €)EKTH HAa BKIIFOUYCHUS B
yuno3zomu mitoxantron.HCl Gsixa orieHeHH BBPXY CIIEKTHP OT YOBEIIKHA TYMODPHHU KIJIETHYHU JIMHHUH, [IPH
KOEeTO 0e yCTaHOBEHO M3BECTHO M3MECTBAHE HAa KPUBUTE N03a-€(eKT KbM MO-BUCOKUTE KOHIEHTPALIUH.
He3aBucuMo oT TOBa mpu 5 JHEBHA MHKyOalMs HaOJI0/laBaHaTa aKTUBHOCT O¢ CpaBHMMa C Ta3uW Ha
CBOOOJHMS LMTOCTATHK. JIMIMO30ManHUAT mitoxantron Mmoxasa MO-HUCKH MHIECKCH HA PE3UCTEHTHOCT B
CpaBHEHHE CBC CBOOOJHOTO JIEKAPCTBEHO BEHIECTBO mpHu KierbyHata JsmHuMs HL-60/Dox,
XapakTepu3upalla ce ¢ MHOXECTBEHA JIEKapCTBEHA PE3UCTEHTHOCT.

HAYYHHU IIYBJIMKALIUUA:

o Momekova D., et al. Long-circulating, pH-sensitive liposomes sterically stabilized by copolymers
bearing short blocks of lipid-mimetic units. Eur. J. Pharm. Sci. 32, 2007, 308-317;

o Momekova D., et al. Effects of amphiphilic copolymers bearing short blocks of lipid-mimetic
units on the membrane properties and morphology of DSPC liposomes. J. Disp. Sci. Techno., 28,
2008, Ne 8 — o1 rmevar;
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e Momekova D., et al. In vitro biocompatibility study of free and liposomaly-grafted copolymers
bearing short blocks of aliphatic lipid-mimetic units — cytotoxicity and hemolytic activity. J. Drug
Del. Sci. Techno. 17, 2007, Ne 6, 393-397.

HAYYHU ITPOSIBU:

e Momekova D., et al. Effects of amphiphilic copolymers bearing short blocks of lipid-mimetic
units on the membrane properties and morphology of DSPC liposomes. 3™ World Congress of the
Board of Pharmaceutical Sciences of FIP (PSWC), Amsterdam, the Netherlands, 22-25 April
2007 (on CD-ROM).

Hayuynusat otder e npuer ¢ OT/IHYHA ouenka mo ckanara Ha CbBeTa Mo MeTUIIMHCKA
HayKa.

1.50. Cnopazymenue Ne 2/2006 r. mo lorosop Ne 25/2004 r. na MY — Codus
HAYYHO HAIIPABJIEHUE: XuMmnueH ananns. buoxumus. Meradoanssm

TEMA HA HU3CJIEAOBATEJIICKUSA IPOEKT: Pa3paGorBane Ha MeETOA 3a €IHOBPEMEHHO
OIPEACIAHC KOHUCHTpauuATa Ha MOJMaMWHHU, KaTCXOJaMUHU U aMHUHOKHCCIIMHU B 6I/IOJIOI‘I/I‘IHI/I HpO6I/I
ype3 BucokoedexTrBHa TeuHa xpomarorpadus (HPLC)

MEPUOJ HA ®UHAHCOBA IMOAKPEIIA: 2006 T.
BOAENL U3CJIEJOBATEJL: Credan Csero3apos [lerpos, acucTeHT
YJIEHOBE HA U3CJTEAOBATEJICKHUSA EKUIT:

e Jlapuna BecenunoBa KoHcranTuHOBA, noktopant, Meaununcku @akynrer, Kareapa no Xumus
u buoxumus, yi. 3npase 2, 1431 Codus.

AJIPEC 3A KOHTAKTH: Menununackn ®akynrer, Kateapa nmo Xumus u buoxumus, yiu. 3apase 2,
1431 Codus

BA30OBA OPI'AHM3AIIUA: Meaununcku @akynret, Karenpa no Xumusa u buoxumus, yin. 3apase 2,
1431 Codus

PE3VYIJIITATH:

Pa3paboruxme 0bp3 u uyBcTBUTENeH BETX-(hmyopecnieHTeH MeTon 3a e THOBpEMEHEH aHallu3 Ha
AMUHOKHCEJIMHH, TTOJINaMUHH, KaTeXOJIaMUHU M MeTaHeQpuHU. BCHYKM aHAW3W ca MPOBENEHU CIe[
nepuBarusanus ¢ 9-dnyopenmiokcukapoonmn xjaopun  (Fmoc-Cl). Karo BbTpemieH craHumapt
M3M0JI3BaxMe 2-aMHHOXENTaHOBa KucenwHa. Pa3mensHero Ha 21 amuHOKHMcenuHH (AA), 4 moaumamMuHa
(PA), 5 xarexomamuna (CA) m meraneppuna (MN) ce u3BbpmBa 3a 38 muH. PaspaGorenus mpoct
XpoMaTorpa)CcKi METOJ 332 €IHOBPEMECHEH aHAIM3 Ha aMHUHOKHUCEIHMHH, MOJUAMUHH, KaTeXOJaMUHHU U
MeTaHe(PPUHU € MPUJIOKUM IPH aHAIM3 HA TE3U ChEAMHCHUS B OuoyoruuHd mpodu. ToBa € MbpBHUAT
OIHCaH B JIUTepaTypaTa METOJI, KOWTO MMO3BOJIABA €JHOBPEMEHHOTO OIPENIEIsIHe Ha T€3H JUArHOCTUIHO
3HaYUMH Tpynu BemiecTBa. [Ipunoxennero Ha omucanus Meton 3a onpezensHe Ha AA, PA, CAu MN e
JIEMOHCTPHPAHO C aHAJIU3 Ha MTPOOH OT CEPYMH U YpHHA.

HAYYHU ITYBJIUKALIUUA:

e Lozanov V., Benkova B., Mateva L., Petrov S., Popov E., Slavov C., Mitev V. Single run
analysis of amino acids, polyamines, catecholamines and metanephrines as 9-
fluorenylmethyloxycarbonyl derivatives by high performance liquid chromatography. Department
of Chemistry and Biochemistry, Medical University of Sofia, 2 Zdrave Str., 1431 Sofia, Bulgaria;
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Department of Urology, UMHAT “Alexandrovska”, Medical University of Sofia, 1 St. G.
Sofiisky Bulv, 1431 Sofia, Bulgaria.

Hayunusar order e mpuer cbe 34//OBOJINTE/IHA ounenka no ckajiata Ha CbBera mno
MEeAHLIHUHCKA HAayKa.

1.51. lorosop Ne 14/2007 r. na MY — Codus
HAYYHO HAITPABJIEHUE: Xumnuen ananu3. Xpanene. buoxumus. Metabom3bsm

TEMA HA M3CJIEJOBATEJICKHUS NPOEKT: Anamu3 Ha OWOTEHHH aMWHU B TOMYJISPHU
OBATapCKu XpaHU U HAITUTKH

HNEPUOJ HA ®PUHAHCOBA INOJAKPEIIA: 2007 1.
BOAELL U3CJIEJOBATEJIL: Credan Cserozapos Ilerpos, acucteHT
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

e Credan Cserozapo [leTpoB, uHKeHep-XUMHUK, acuCTeHT; Meanuuncku Pakynret, Katenpa no
Xumus u buoxumus;

e JronvMuna BrnagumupoBa MaTeBa, HHXEHEP-XUMHUK, IOKTOpaHT; MeaunuHcku Dakynrer,
Karenpa no Xumust u buoxumusi.

AJIPEC 3A KOHTAKTMU: Memunacku @akynret, Karenpa mo Xumus n buoxumus, 3apase 2, Codus
1431, cn. ten.: +359 2 9172 518

BA3OBA OPTAHMU3AIMUSA: Meaununcku @axynret, Kateapa mo Xumus u buoxumus
PE3YJITATH:

Pa3paboTtuxMe HOBa OpHpPUTHHATHA METOJMKAa 3a €JHOBPEMEHEH aHalIW3 Ha MOJUaMHUHH,
AMUHOKUCEJIMHA U OMOT€HHUAMHU. Pa3pa60TeHaTa METOAUKA MPUIIOKUXME IIPU U3CJIEABAHE Ha 20 Buma
6upa, 10 uepBenu u 15 Oenu BuHa. KoHueHTpanuuTe Ha NOJIMaMUHA U OMOT€HHH aMUHH B U3CJICIBAHUTE
npoOu OTroBapsT Ha HM3MCKBaHUATa Ha EBpomnelickusaT cbio3. Meronukara Oeiie TpWIOKeHa M 3a
W3Clie/[BaHe HAa BHHA, NOJUIOKCHH Ha JOMBJIHWUTETHH 00pabOTKH, C IIeJ NpuaaBaHe Ha BKYCOBHUTE
KayecTBa Ha BUHOTO. [Ipu Te3u BuHA ce HaOMI01aBa YBEJIMUEHUE HA KOHIIEHTPALMHUTE HA MTOJTUAMUHUTE U
OMOreHHUTE aMUHH.

PazpaboTtnxmMe 1 MeTo[MKa 32 aHAINW3 HA aMHHOTHOJH, KOSTO Oelle MpiokeHa 3a BuHA. Haii-
CBIIECTBEHOTO OT IOJYyYEHHUTE PE3YJITAaTH € Y€ 3a IBPBH IBT (CIOpEN M3BECTHUTE HH JIMTEpaTypHHU
JaHHM) Oe OKa3aHO HaJM4Yhe Ha XOMOLMCTEHH BbB BUHO. KoeTo MoXe 1a nMa Bpb3Ka C YCTaHOBEHU
q)aKTI/I, a MMCHHO, Y€ KOHCyMalusATa Ha BUHO BOJU OO0 IOBUIIABAHC HAa HHWBATa Ha XOMOLHWCTCUH B
Iiasmara. HOHaCTOHHIeM HiAMa HUKAKBU OJAHHW OTHOCHO TOBa JaJIM HAJIWYHUAT B XpaHW W HAIIMTKHU
XOMOLIMCTEHH CE€ YCBOSIBA OT OpPraHMU3Ma.

Hayunusar or4yer e npuer ¢ BMCOKA onenka mo ckanara Ha CbBeTa N0 MeIHIMHCKA
HayKa.

1.52. loroBop Ne 14/2006 r. ua MY — Codus

HAYYHO HANPABJIEHUE: ®&apmakonoruss u ToKcukoiorus. bomnka. AHecTesumonoruss H
peannmanusd. LIHC. HeBponayku u moBeneHue
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TEMA HA M3CJEJIOBATEJICKHUS ITPOEKT: Edexktn Ha HecTtepoumaHu (HHUTO-) U CTEPOUTHHU
SCTPOTEHU BBPXY HOIUIICTIINS/ XUTICPAITe3Us U Bb3MAIUTEIIHA PEaKIIUs: 3HAYCHHE Ha 110JIa U TCHETUYHUS
TepeH

HEPUOJ HA ®PUHAHCOBA ITOAKPEIIA: 2006. r.
BOJAEI U3CJIEJOBATEJI: ITpod. n-p Muna BacuieBa BrackoBcka, am, IMH
YJIEHOBE HA U3CJEJOBATEJCKUSA EKUAIL:

e JI-p CnaBuna Kupunosa CypueBa, mm — Kareapa mo ®apmaxomnorus, MO;

e Huxomaii CBeTocnaBoB SIHeB - nokTopaHT KbM Kartenpa mo ®apmakosorus, MO;

e Mwka AcmapyxoBa Hamap — moktopant kbM MacTHTyT o HeBpoGuonorus, BAH n Katenpa no
dapmakoIorus;

e UBan I'eoprues KoiiueB — cTy€HT 110 MEIULINHA;
e  Huxonaii JIpuezapoB CypueB — CTYJEHT 10 MEIULMHA;
e Munko MuneB — CTyI€HT IO MEIULIHHA.

AJPEC 3A KOHTAKTM: mpod. n-p M. Brnackoscka, Katenpa mo ®@apmMakonoruss ¥ TOKCHKOJIOTHS,
Menununacku @akynter, yin. 3apase 2, 1431 Codwus; ten: +359 2 9172 606; mobunen: +359 888 443 357

BA3OBA OPTAHU3AIMUS: [lekanat na M®, Kateapa no @apMakoiaorust 1 TOKCUKOJIOTHS
PE3YJITATM:

ExcniepumeHTHTE ca MPOBEACHH BHPXY IOJIOBO 3pENH, KACTPHPAHU MBKKH W KEHCKU TUTBXOBE
nopoau Sprague Dawley u Wistar. Be3manurenna xumepanre3us U oTok ce npeaussuksaxa ¢ 0.1%
kapareeHaH. Kacrtpupanurte »)uBOTHH ca Tpetupanu s.c. 21 mum ¢ 2.5 mg/kg 17-B-estradiol, 1 mg/kg
Genistein, 10 mg/kg Naringenin u Metamizol 150 mg/kg i.p. Ilpomenure B HouMLENUUATa U
BB3MaNUTENHa Xunepaire3us ca uscnensanu ¢ HP (hot plate), TF (tail Flick), PPT (paw pressure test),
incapacitance test (Ugo Basile, Italy). MoaynupaHeTo Ha BB3NAJIMTEIHATA PEAKIUsA CE OTYMTAIIC
mwieTm3MoMeTpudHo. DuToecTporeHuTe genistein u naringenin, mogooHo Ha 17-f-estradiol moHm*xkaBar
OosnkoBus mpar mnpu Sprague Dawley mibxoBere, 0e3 ChIIECTBEHHM NpoMeHH mpu Wistar.
duToecTporeHnTe 3aCHIBAT MEXaHUYHATA XUTIEPAITe3Hs U KapareeHanH MPeIU3BUKAaHHUs OTOK IT0-CHITHO
u3paszeHo npH keHckure Sprague Dawley mabxoBe. Genistein u Naringenin MOBHIIaBaT aHAITETHYHUS
edpexT Ha Metamizol ¢ u 6e3 kapareeHUH MMO-CHITHO W3Pa3eHO MpH MBKKUTE Sprague Dawley murbxose.
Tperupanero ¢ QuTOGCTPOreHH W €CTPaAMONl BOAM 10 ToBuIIaBaHe ekcnpecuara Ha NOS, c-fos u
noHmwkaBaHe Ha TH mo-cHiIHO TpHM KEHCKHTE, KOETO KOopelupa ¢ MpoMeHHuTe B OojkoBus mpar. Tesn
JAHHU TIOKa3BaT, Y€ TeHETUYHUTE OCOOCHOCTH, MOJOBUS JUMOPPHU3BM U €CTPOTEHHTE MOBJIHABAT
OOJIKOBUS Ipar, Bb3MAJIUTEIHATA PEaKius W aHANTeTH4HUS edekT Ha Metamizol mo pasnuveH HaduH,
KOETO TpsiOBa J]a ce OTYNTA IPH MHIMBHIyaTH3UPaHe TepanusaTa Ha OoKara.

HAYYHU ITYBJIUKALIUUA:

e Hamap M. 3ammurena gucepranus Ha 31.05.2007 r. ¢ Hayunu peroBogutenu: JI. Kazakos, M.
BrnackoBcka Ha Tema: Bausnue na @umoecmpocenume cenucmeur u Hapuneenun u 17-f-
ecmpaouon  6vpxy — OoaKOo8AmMA  UYECMBUMENHOCH,  UH@IAMAMOPHA  Xunepaneesus U
Memamuzonogama ananeesus. PapMaKkoIOrHUYHN U UIMyHOXHUCTOXUMHYHH U3CIICABAHUS;

o Nashar, M., Surcheva, S., Vlaskovska, M., Kasakov, L. Effect of naringenin on nociception.
Gender related responses. Comp. Rend. Acad. Bbulg. Sci. 59, 1089 -1094, 2006;
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Nashar, M., Vlaskovska, M., Bozhilova-Pastirova, A., Kasakov, L. Behavioral and
immunohistochemical investigations of the effects of phytoestrogens on pain, analgesia, and
inflammation. Gender dependency. Neurophysiology, 38 \4|, 350-353, 2006;

Hamap M., CypueBa C., MuneB M., fnes H., Bnackoscka M., Kazako JI. Egexm na
Gumoecmpozenu u ecmpoeenHu 6bpxy 00IKOGU NpaAe U AHATEMUYHUS epeKm Ha aHANeUH U
mopgun. Crincanue Ha brirapcko Onkonornyno pyxkectso, 1, 51 — 55, 2007.

HAYYHU ITPOSIBU:

HayKa.

Nashar M., Surcheva S., Vlaskovska M., Kasakov L. Effect of phytoestrogen naringenin on
nociceptive and inflammatory pain in rat models of normo- and hyperalgesia. Il National
Conference for the treatment of pain, 29.06 -01.07. 2006, Borovetz, Abstr.p. 42;

Nashar M., Nikolov N., Yanev N., Vlaskovska M., Kasakov L. The effect of phytoestrogens
genistein on nociceptive and inflammatory pain in rat models of normo-and hyperalgesia. IlI
National Conference for the treatment of pain, 29.06 -01.07. 2006, Borovetz, Abstr.p. 42;

Nashar M., Vlaskovska M., Kasakov L. Effect of phytoestrogens genistein and naringenin on
nociception. Gender related responses. Abstract book: p. 101, In: The Physiological Society —
International Workshop: Study of nociception, 04-07 June, 2006, Kiev, Ukraine;

Nashar M., Surcheva S., Kraevski P., Philipova Tz., Bozhilova A., Vlaskovska M., Kasakov L.
Sex hormone modulation of pain and analgesia. Eur. J. Pain, vol.10 (suppll), S88-S89, 2006. 5th
Congress of the European Federation of IASP Chapters (EFIC), 13-16 September, 2006, Istanbul,
Turkey.

Hayuynusit otuer e npuer ¢ OT/IHYHA ouenka mo ckajara Ha CbBeTa M0 MeIHMUHHCKA

1.53. lorosop Ne 11/2007 r. na MY — Codus

HAYYHO HAIIPABJIEHHME: ®apmakonorus u Tokcukonorus. BAB u nekapctsa

TEMA HA WU3CJIEJOBATEJCKHUSA IPOEKT: IlpoyuBaHe Ha KJIETPYHHTE W MOJIEKYJIHU
MEXaHU3MH Ha [JeicTBUE Ha NWTOTOKCHYHM IUIATHHOBH, TMajaJleBHM M PYTEHHEBH METaJIHU
KOOPJMHAIIMOHHN CHETNHEHHS

HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2007 r.
BOJIELI U3CJELOBATEJI: IIpod. Mapraputa XpuctoBa Kapansanosa, AMH
YJIEHOBE HA U3CJIEJOBATEJICKHUSA EKUAIL:

Axanemuk Ilanaiior PankoB bonueB, nxn; Kateapa mo Anamutwuna xumus, CY “KioumeHt
Oxpuacku’;

Ernoxus Anexcannposa [lamesa, axH, ct.H.c Il ct.; UMb, BAH;

l'eopru llBeranoB MomekoB, ¢, r1iIaBeH acucteHt, Karenpa mno ®apmakosorus,
(dapmakoTrepanus u Tokcukoiorus, PO, MY — Codus;

buomor ﬁopnaHa PaitueBa Tonoposa, cnenuanuct; UMb, BAH;

Hou. l'anuna ['eopruesa I'enueBa, nokrop; Kateapa mo anamutuuna xumusa, CY “Kiument
Oxpuackn’;
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o IIpod. Coms Xapyrion Apnamkan — ['aneBa, nxm; Karempa mo Awnammtnuna xwumusa, CY
”KimnmeHnt OXpuiickn’;

e Jlanuena IlBeranoBa llekoBa, moktop, . acuctent; Karempa mo anamutuuyna xumus, CY
”Knument Oxpuacku”;

o bungna [InamenoBa MammkaHncka, cTyeHT o ¢apmarus; @D, MY — Codus.

AJIPEC 3A KOHTAKTH: Karenpa no @apmakonorusi, papmakotepanus u Tokcukoiorus, @D, MY —
Codmus yn. dynas 2, 1000 Codust; Tem. (cim.): +359 2 9236 509

BA3OBA OPIrAHM3ALUA: @apmaueBtnuen  ¢akynrer; Kareagpa mo  dapmakonorus,
(hapMakoTepanus 1 TOKCUKOJIOTHS

PE3YJITATM:

[IpencraBeHuss MPOEKT € HACOYEH KbM IpOydBaHE Ha (hapMaKOIMHAMUYHUTE OCOOCHOCTH Ha
HSKOJIKO HECXOJHM C cisplatin — MeTaJiHW KOMIUTKCH: 2 cTabuinHM Komiuiekca Ha tuiatuHa(lll) ¢
XeMaToMopQUPUH, TOIHUAAPEH IUIATUHOB KOMIUIEKC C KpeaTHHWH, ausapeH komruiekc Ha Pt(Il) c
MMUA30WIIHHINHINOHOBY uranau, ausaper komiuieke Ha PA(II/III) ¢ xemaronopdupuH 1 ABa HOBU
PYTEHHEBH KOMILICKCA ca XETepOapHiHH JNuranau. L{utotokcnynnTte eekTn Ha HOBUTE KOMILIEKCH ca
MpPOy4YeHH TpPH TYMOpPHHM H OBOpEUHU KIETKH. be ycTaHOBEHa KOHLEHTPAalMOHHO-3aBUCHMA
LUTOTOKCUYHOCT IPU CIEKTHP OT KIEThYHM JIMHUM, HPEACTAaBUTEIHM 32 HSIKOM BaKHU THUIIOBE
37I0Ka4YeCcTBEHN 3a0omnsBaHus mpu doBeka. llpm toBa komrutekcure Ha muatuHA(Ill) ¢ mopdupunm,
nusinpenust Pt(1l) kommekc u pyTreHneBoTo chequaeHne Th-4 mokaszaxa mo-BUCOKa aKTHBHOCT, KOSITO O¢
CpaBHHMa C Ta3u Ha pedepeHTHOTO JekapcTBo cisplatin. IloppuprHOBHAT KOMITIEKC 2 IEMOHCTpHpa
3HAYUTEITHO TIO-M3pa3eHa CIIOCOOHOCT Jla TEHEeTpupa B TYMOPHH KIIETKH, B CpaBHEHHe C cisplatin.
ChrocTaBsHETO Ha MPOQUINTE HA YYBCTBUTEITHOCT Ha HOBUTE KOMITJIEKCH U cisplatin, ¢ momomnra Ha NCI
COMPARE meronukara nokaspat, 4e HOBUTE ChEIMHEHUS CE€ XapaKTepU3UpaT ¢ alITepHATUBEH CHEKTHP
Ha NPOTUBOTYMOpHAa aKTHBHOCT Ipu cuctemu in vitro. JIBata Pt(Ill) xommuekca ¢ xemaronopdupux
Mokazaxa I0-CJ1a00 W3pa3eHa IIMTOTOKCHYHOCT Cpelly YOBelIKaTa eMOpHOHalHa KIEThYHA JIMHUS C
0w0peden npousxoq HEK293T, B cpaBaenue c cisplatin. [Ipoeaeno ELISA npoy4Bane Ha cTeneHTa Ha
¢parmenTauus Ha reHomHara JIHK mokasa, 4e IMTOTOKCHYHOCTTa Ha MOAOpPaHU ChEAMHEHHS 3aBUCH OT
CIOCOOHOCTTA UM Jia MHIyuupar anonrto3a. CriocoOHOCTTa Ha HSKOU OT KOMIUIEKCHTE Ja Moguduuupat
ennosepwken JTHK ¢parment or 40 H.6. Oe mpoydeHa Mpu CHUCTEMH WH BUTPO U O yCTAaHOBEHO, Ye
CHOCOOHOCTTa MM Ja 0Opa3yBaT aAyKTH KOpeJupa C LUTOTOKCHYHUTE U MPOANONTOTHUYHHUTE UM
cBoiicTBa. [Ipu TOBa € MHTEpECHO, Y€ HE3aBUCUMO OT JIMIICAaTa Ha CTPYKTYPHO cxoAcTBO c cisplatin JJHK-
aJyKTUTE Ha HOBUTE ChEIMHEHMs CE Pa3lO3HABAaT U OTCTPAHABAT OT cHcTeMaTa Ha “nucleotide excision
repair’ KoeTo € MHAUKAIKUS 32 (GapMaKoJOrHYHH CXOJICTBA C KOHBEHIIMOHAIHUTE TUIAHAPHU TIATHHOBU
LUTOCTATHUIIH.

[IpencraBenuTe naHHW TIOKa3BaT, 4Ye MOJ00HO Ha cisplatin IUTOTOKCHMYHUTE e(eKTH Ha
M3CJIC/IBAHUTE METAJIHA KOMILICKCH ca MeauupaHu oT cBbp3BaHe ¢ JIHK w mmaykius Ha amonTosa.
IIpencraBeHuTe pe3yaTaTH MOKA3BaT MPOTHBOTYMOPHHS MOTCHIMAT HA TMPEACTABEHUTE KOMIUIEKCH C
XETEPOIMKICHH WM TOJMAMUHHHU, XapaKTepH3Upalld ce C OTChCTBUE HA CTPYKTYPHO CXOJCTBO C
cisplatin-koero Hajara TAXHOTO [0-33bJ00YCHO (hapMaKoJOrHIHO mpoyuBane. I[loppupruHOBHST
KOMIUIEKC 2 € OCOOCHO TMEpPCHeKTHBeH 3a OBbACHIM W3C/ICABAHUS IMOpaau OJaronpuUsTHUTE CHU
XapaKTePUCTHKU — MO-HUCHK HEPPOTOKCHUCH MOTCHITHAN, U 3HAUYUTEITHO MO-U3pa3eHa CrocoOHOCT Ja ce
HaTpylBa B TYMOPHH KJETKH, B CpaBHEHHE C pe(epeHTHOTO JIeKapCTBO cisplatin, KOMTO 0OO0yCIIaBST
Bb3MOXKHOCTH 3a HACOYCHO OWoOpasmpeieicHre M Io-OnaronpusiteH npodui Ha JIeKapCTBeHA
0€30MacHOCT B CPABHEHUE C KIIMHUYHO-TPUIIATAHUTE TUTATHHOBH KOMILJICKCH.

HAYYHU ITYBJIUKALINUA:
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Momekov, G., Urinova |., Pasheva E., Bakalova A., Varbanov H., Ferdinandov D., lvanov D.,
Konstrantinov S. In vitro biochemical and pharmacological evaluation of a novel cytotoxic
dinuclear Pt(ll) complex with 3-amino-5-methyl-5-phenylhydantoin: cytotoxicity, induction of
apoptosis, DNA-binding and processing of the DNA adducts. Ann. New York Acad. Sci. (In
press);

Momekov, G., Urinova I., Pasheva E., Gencheva G., Tsekova D., Arpadjan S., Bontchev P.,
Karaivanova M. Cellular pharmacology of cytotoxic monomeric platinum(l1l) hematoporphyrin
IX complexes: antineoplastic activity, DNA platination and repair, cellular accumulation and
induction of apoptosis. Anti-Cancer Drugs (Submitted).

HAYYHH ITPOSIBU:

HayKa.

Momekov, G., Urinova l., Pasheva E., Bakalova A., Varbanov H., Ferdinandov D., lvanov D.,
Konstrantinov S. In vitro biochemical and pharmacological evaluation of a novel cytotoxic
dinuclear Pt(I1) complex with 3-amino-5-methyl-5-phenylhydantoin: Cytotoxicity, induction of
apoptosis, DNA-binding and nucleotide excision repair of the DNA adducts. Apoptosis World,
2008, From Mechanisms to Applications. Luxembourg, 2008;

HackanoB I'. (Hayunu pwkoBogutenu I'. Mowmexkos, I'. ['enueBa) Ilpoyusane na xiemwvunama
apmaronocus ua oxmaedpuunu Kommakcu Ha naamuna(lll) ¢ xemamonopgupun IX.
®apmarneBtrueH paxynrtetr, MY-Codus, Ctynenrcka Hayuna cecus, Codus, 2007.

Hayuynusit otuer e npuer ¢ OT/IHYHA ouenka mo ckajara Ha CbBeTa M0 MeIMUHHCKA

1.54. Jorosop Ne 3/2007 r. na MY — Codus

HAYYHO HAIIPABJIEHHUE: ®apmakonorus u Tokcukonorus. BAB u nexapcta. LIHC. HeBponayku
U TIOBE/ICHHUE

TEMA HA H3CJIEJOBATEJICKUSI TMPOEKT: Edektu BbpXy TejecHaTa TeMmIiepaTypa Ha
nexapctBa ¢ GABA-MUMETHYHO JIHCTBHE TIPH €KCIIEPUMEHTAITHN MOJIENIN Ha TUIHXOBE

HNEPUOJ HA PUHAHCOBA ITOJAKPEIIA: 2007 r.
BOJIELI U3CJELOBATEJI: IIpod. n-p Kpacumupa Cumeonosa SkumoBa, 1M, IMH
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAII:

Pymen I[1aBnoB HukonoB — rnmaBeH acCUCTEHT;
Junana AtanacoBa llama3oBa — KpBKOYHHK, CTYEHT 110 Meauimaa |V Kypc;
Tomop Mupocnaos [TonoB — KpeXKOYHHK, cTyeHT 1o meauiaa 1 xypce;

Cons Kupnnosa MiBaHOBa — XUMUK.

AJIPEC 3A KOHTAKTMU: Karexpa mo ¢apmakonoruss ¥ TOKCHUKOJOTHA, MeIUUMHCKH (aKynTeT,
Menunuacku yausepcuteT — Codust; yi. 3apase 2, 1431 Codus, Ten.: +359 2 951 56 52

BA3OBA OPI'AHU3ALUS: Karenpa no ¢apmMakolorusi ¥ TOKCHKOIOTHS — MeIUIMHCKY (aKynTeT,
Jexanat na M®

PE3VYJITATMU:
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l'ama-ammaomacinenata kucenmnHa (I’AMK) wurpae pons B IEHTpallHUTE TEPMOPETYIATOPHHU
meTrma. [AMK Moxe CbIIO Aa MOAyIHpa HEBPOTPAHCMHCHOHHHTE IIPOIECM HAa HHUBOTO Ha
TEPMOpPETYJIATOPHUS IIEHTHP — TpeonTHdYHarta obOnmact Ha mnpennus xwunotamamyc (PO/AH).
TemmeparypHarta 4yBCTBUTEIHOCT Ha HeBpoHuTe B PO/AH moaiexu Ha MacTUYHHM MPOMEHH, KOUTO ca
MPEIOCTaBKa 3a pErylUpaHeTo Ha TejecHaTa TeMIepaTypa TpW pa3indHd ycioBus. Hamwre
SKCIICPUMEHTH 0s1Xa IUIAaHUPAHU Jia ONPEACIAT TEMIICPATyPHUTE MPOMEHH, MTPEIU3BUKAHU OT LIEHTPATHO
wi cucteMHo mnpuiaraHe Ha ['AMK-epru4Hu JekapcTBa NMpH MOJEIH HA XUIEPTEPMHS Y MBKKH
mwrexoBe Wistar, KakTo W TMPOMEHHTE B TeMIIepaTypHaTa JyBCTBHUTETHOCT Ha HeBpoHuTe B PO/AH,
npenu3BuKaHu oT uzcieapanute [ AMK-epruunu BerecTsa.

B HacrosmeTo u3cneaBaHe HAE YCTAaHOBHXME J103a-3aBUCHMa XUMIOTEPMUYHA PEaKIHs y ITbXOBE
TIPU IIEHTPATHO WIIM CUCTEMHO IPIJIOKEHHE Ha BemecTBa ¢ nupekTHO I'AMK-eprudno meficTBre, KaKTo
W Ha BEIECTBa, MOBUINABAIM cuHanTh4HaTa koHueHTpauus Ha AMK. Cynepdysusara na diazepam,
sodium valproate u vigabatrin BbpXy XHIIOTAJIAMUYHU CPE3H OT IUTHXOBE MPEIU3BUKBA IMOBUIIIABAHE Ha
temneparypHata gyBcTBUTenHOCT (TC) Ha TOotUiO-uyBcTBUTENHHTE HeBpoHM B PO/AH, momoOHO Ha
Ipyra xunorepmudHu BemiectBa. llpunmaraneto Ha GABA-mumernmu (diazepam, sodium valproate,
vigabatrin, baclofen nu muscimol) npenu3BukBa HaMansBaHe WM OJOKHpaHe Ha MOPPHUH-MHIYIIUpaHaTa
xuneprepMusi y mrpxoBe. llopann ¢axra, ye ommommute He ce cBbp3BaT ¢ GABAjg-penentopute u
GABA-muMeTuiiuTe HE AaKTHUBHPAT ONHUOWIHWUTE pEHEeNnTOpH, B MEXaHWM3Ma Ha OIHCAHHUTE
B3UMOJIEMCTBUA, BEPOSTHO € BKIIIOUEH TUPEKTEH aHTaroHM3bM Mexay onuougHara u GABA-epruunara
cucrema.

Hentpanuure TepMmoperyiatopHu B3zaumozeilcTBust mexny GABA-epruyHaTta W ONMOMIHATA
CHCTEMa CE€ OCBHIIECTBSABAT, WM UPE3 TUPEKTEH aHTaroHu3bsM Mexxay GABA-perienTopuTe U ONMUOUIHUTE
pelenTopy, WiIu 4Ype3 BKJIIOYBAHE Ha JAPYTH LEHTPATHU HEBPOMEAMATOPU M HEBPOMOIYJIATOPHU B TO3U
po1iec.

HAYYHHU ITYBJIUKAIIUNA:

e Huxonos P., SIkumoBa Kp. Jlekxapcmea-unoyyupanu xunepmepmuynu curopomu. MeauIuHCKH
nperien, 44, 2008, 1, 20-26;

e Nikolov R., Yakimova K. Effect of GABAmimetic drugs diazepam and valproate on
thermoregulation in rats. Methods Find Exp Clin Pharmacol, 2008 (ox meuar).
Impact Factor 0,64

HAYYHMU ITPOSIBU:

e Popov T., Ferdinandov D., Nikolov R., Yakimova K., Papazova D. Effects of valproate and
diazepam on induced hyperthermia in rats. 18" European Students Conference, 7-11 October
2007, Berlin, Germany. European Journal of Medical Research, Abstract book, p. 178;

Impact Factor 1,046

¢ Nikolov R., Yakimova K. Effects of GABA-mimetic drugs diazepam, valproate, and vigabatrin on
rat PO/AH neurons. IX Hamuonanen Konrpec Ha BbiarapckoTo ApyXecTBO MO (H3HOJOTUIHU
HaykH, 9-11 nHoemBpu 2007 r., biaroesrpaa. Abstract book, p. 42;

o Nikolov R., Yakimova K. Effects of GABA-mimetic drugs diazepam and valproate on
thermoregulation in rats. IV National Congress of Neuroscience, 3-4 June 2008, Sofia, Bulgaria.
(m3npareHo pe3rome).

Hayuynusar ot4er e mpuer ¢ BMCOKA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.
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1.55. lorosop Ne 41/2007 r. ua MY — Codus

HAYYHO HAIIPABJIEHUE: ®apmakonorus u Tokcukonorus. BAB u nekapctsa
TEMA HA U3CJEJOBATEJICKUSA ITPOEKT: EdexT Ha HANTPeKCOH BbPXY UMYHHATa QYHKIHS Ha
OBAapPHEKTOMMPAHU ILTBXOBE C JENPECHBHU IIPOMEHHU U C €KCIIEPUMEHTAICH MOJET Ha aJIKOXOJIU3bM

NEPUO/J HA ®PUHAHCOBA INOJAKPEIIA: 2007 1.
BOAENLL U3CJIEJOBATEJL: Ilpod. n-p Hanka MBanoBa bosmkuesa, am, AMH
YJEHOBE HA U3CJIIEAJOBATEJICKUS EKUIL:

o [IIpod. n-p Hagka MBanoBa bosmxuesa, nm, amH; Kateapa mo ®dapmMakoiIorus ¥ TOKCHKOIOTHS,
M®, MV — Codwus;

e JI-p Jlnana Urnarosa [JoueBa — [[peHcka, M, rnaBeH acucteHt; Katenpa nmo ®apmakosorus u
Tokcukonorus, M®, MY — Codus;

e JI-p MupocnaBa I'eoprueBa Bapamunoa, noxtopant; Katenmpa no ®apmaxonorus u
Tokcukonorus, M®, MY — Codus;

e Jl-p IlaBnuna AwugpeeBa I['ateBa, oM, riaBeH acucteHt; Karegpa no @apmakonorus u
tokcukonorust, M®, MY — Codus;

e Maanen bopucoa HectopoBa, MeaunuHcku JiabopaHt, acucteHt; Katenpa no dapmakosiorust u
Tokcukonorus, M®, MY — Codus;

o Cons Kupuiosa MBanosa, xumuk; Katenpa ®@apmakonorus u Tokcukosnorus, MO, MY — Codust.

AJPEC 3A KOHTAKTM: Kareapa no ®apmaxosorus u Tokcukonorus, 1431 Codus, yn. 3apase 2,
Menunuackn dakynret, Meaunnacku yausepcureT — Codust; Tenedon — +359 2 952 05 39

BA30OBA OPI'AHU3ALUSA: Meauuuncku Yuusepcurer-Codust, Meaunmacku dakynter, Kateapa no
@apMaKoJIOrusi U TOKCUKOJIOTUS

PE3VYIJITATH:

W3BbpiieHn ca u3cnenBaHust BbpXy *keHCKM OVX IIbXOBE € AENPECHBHA CHUMITOMAaTHKAa W
XPOHHYCH aJIKOXOJICH IIpUeM, C LI HU3y4dYaBaHC HeﬁCTBHeTO Ha QJIKOXOJ M HAJITPEKCOH BbBPXY
ACOPECUBHUTE CUMIITOMM W HWMYHHHUTC q)YHK]_[I/II/I Ha CKCICPUMCHTAIHUTEC XHUBOTHHU. Pe3y.HTaTI/ITe
MOKa3Bar, 4¢ XpOHMYHOTO NPUEMaHe Ha aIKOXO0JI KaTO XPaHUTEJIEH PEXHUM € CBBP3aHO C BpeMe-3aBHCUMO
notuckane Ha aktuBHocTTa Ha NK cells. HanTpekcoH yBennuaBa cTaTHCTHUECKH 3HAYMMO aKTHBHOCTTA
Ha NK cells. Te3u pe3ynraTu Kopenupart ¢ Halli MyOIMKyBaH! JaHHH 32 MBIKKH TTBXOBE.

JlaHHHMTE OT HACTOSIINTE U3CIENABAHUS JEMOHCTPHPAT OILIE, Y€ aITKOXOJ MOTHCKA CTATUCTHYECKU
3HaYMMO Iposindepanusara Ha TMMGOLUTH B KJIeThbUHA KynTypa akTuBupaHa ¢ LPS u concanavaline A,
kakTo W mnpoaykuusta Ha IFN-gamma u IL-6 or kynrtuBupaHu JUMQOLUMTH M B CEPyM Ha
eKCIepUMEHTATHUTE )XKUBOTHU. Hammre pesynTatu mokaspatr, 4ye HaNTPEKCOH MHXUOUpPA MOTHUCKAILIUS
e(eKT Ha aJIKOXO0Ja BbpXY H30pPOCHHUTE NMapaMeTpy Ha UMyHHATa (QyHKLIUS.

[locoyennte maHHM AEMOHCTPUpAT, Y€ XPOHWYHHAT TPHEM Ha alKoxod 3aabi0odaBa
JETPECUBHUTE CUMITOMH Ha OBAPMEKTOMHpPAHH TUTbXOBe, m3ciensanu B FST, 8-ppkaBeH naOUpUHT H
shuttle-box Tect. Hue ome mokasaxme, 4e mpoxbDKUTETHUAT (30-IHEBEH) NpUEM Ha HAITPEKCOH
IIOTUCKA JEHCTBUETO HA AJIKOXO0JA BBPXY JEIPECUBHUTE CUMIITOMHU.

Hamrara xumote3a €, 4€ Ipu )Ie(bI/IIII/IT Ha €CTPOrc¢Hu, KaKbLBTO € MOJACIBT Ha ABYCTpaHHa
OBApPUCKTOMUS Ha IIJIBXOBE, CC pa3BUBa ACTIPECUBHA CUMIITOMATHKA, KOATO CC 3a;[Ln6oana C yHOTpe6aTa
Ha aJIKOXOJI. HaJ'ITpeKCOH I/IHXI/I6I/Ipa ﬂeﬁCTBHCTO Ha aJIKOXOJ BbPXY MOCOYCHUTE ACTIPECCUBHU CUMIITOMU
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¥ TIOKa3aTelr Ha WMYyHHaTa cucreMa. Hammara xumoresa e, e HalNTpeKCOH OJIOKMpa MEeXaHW3MH Ha
AJIKOXOJIHO TOKCHUYHO BJIMSHHUE BbPXY UMYHHATa CUCTeMa. bbaenu u3cienBanus e U3ACHIT pojsiTa Ha
HaJITPEKCOH B MOJ00psSBaHE HA UMYHHUTE ()YHKIIMHM M Bb3MOXHOTO HaMaJlsIBAHE /WU TPEAOTBPATIBaHE
Pa3BUTHETO HA JIEMTPECHBHA CHMITTOMATHKA TP XPOHIYEH aJTKOXOJIU3bM U Ie(UITUT HA €CTPOTEHH.

HAYYHHU ITYBJINKALINU:

e Varadinova M., Drenska D., Boyadjieva N. Effect of naltrexone on forced swimming test (FST) of
rats with chronic alcohol intake. (2008) IToaroTeena 3a meyar 3a crucanue JJoknaau na BAH;

e Boyadjieva N., Sarkar D. Effect of naltrexone on immune system of OVX rats exposed to alcohol.
(2008). B mportec Ha TOTOTOBKA.

HAYYHH ITPOSIBU:

e BapamunoBa M., [pencka /., bosmxueBa H. Exkcnepumenmanen aukoXoausvm Ha
08APUEKIMOMUPAHU  NABX0Ge — u3ciedgane 6vpxy Oenpecusna cumnmomamuxa. Ilocrep,
IO0uneiina HayyHa kKoHpepeHius ,,25 ronuau Menuimacku Y HuBepeuteT Crapa 3aropa”, Ctapa
3aropa, bearapus, 25-27 Centemspu, 2007;

e Varadinova M., Boyadjieva N. Naltrexone’s ability to alter NK cell activity. TToctep, FO6uneiina
HayyHa KoH(pepeHuwms ,,25 roguaun Meaununcku Yuusepcuter Crapa 3aropa”, Crapa 3aropa,
bovarapus, 25-27 Centemspu, 2007;

e Varadinova M., Traykova M., Boyadjieva N. Experimental models of insomnia and alcoholism:
cognitive abilities and oxidative stress levels. 3" International Congress on Brain and Behaviour,
Conyn, I'epuus, 28 HoemBpu-2 ekemspu 2007, ctp. 345;

e Chatzopoulos S., Varadinova M. Effect of the alcohol intake on the Oxidative Stress in Blood
Plasma during Ovariectomy in Wistar Rat. IToctep, ICMS, Codus, bearapus, 7 — 11 Mait, 2008.

Hayunusar or4yer e npuer ¢ BHCOKA ounenka mo ckajara Ha CbBeTa N0 MeIUIMHCKA
HayKka.

1.56. loroBop Ne 12/2007 r. 1a MY — Codus

HAYYHO HAIIPABJIEHHE: ®apmakonorusa u Tokcukonorus. BAB u nekapctBa. ®@apMakorsosus u
OoTaHMKa

TEMA HA WH3CIIEJOBATEJICKUSI ITPOEKT: XuneparomapuH, ammiIOpOrIyLHHHONI OT
Hypericum annulatum: u3osmpaHe, npe4yrncTBaHE M NPOYYBAaHE 33 IUTOTOKCHYHA M AHTHAHTMOTCHHA
AKTUBHOCT MIPU CUCTEMHU UH BUTPO

NEPUO/J HA ®PUHAHCOBA IMOJAKPEIIA: 2007 r.
BOJAEII U3CJIEJOBATEJI: I'eopru LiseranoB MoMeKoB, JOKTOD, 1. aCUCTEHT
YJIEHOBE HA N3CJIEJJOBATEJICKHS EKHAIT:

o [lapackeB TomopoB Hexasikos, qokTop, riiaBeH acucteHT; Kareapa no dapmakornosus, OO,
MY — Codus;

e Cmmpo MuxaiinoB KoHcTaHTHHOB, JOKTOp, TiaBeH acucteHT, Kartempa mo dapmaxoiorus,
dapmakoTepanus U Tokcukosorus, DD, MY — C odus;

e Jlou. I'epacum Muues Kuranos, nokrop; Karenpa mo ®apmakoruosus, @D, MY — Codus;
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o Jlumutpuna XKuskona Xenesa — [lumutposa, acucteHT; Kateapa no @apmakornosus, @O, MY
— Codus;

e Jl-p [unsn BanentunoB ®depauHannoB, knuHudeH opauHarop; YMBAJI ,,Cs. MBan Punckn”,
MY — Codus.

AJIPEC 3A KOHTAKTM: Kareapa no ®apmakosorus, papmMakorepanus 1 TOKCHKOIOTHI, D, MY —
Codus yn. dynas 2, 1000 Codust; Ten. (ci.): +359 02 923 65 09

BA3OBA OPIrAHU3ALUA: DapmaneBtuueH  Qaxynrer, Karenpa mo  Dapmaxomorus,
(dhapMakoTepamnusi 1 TOKCUKOJIOTHS

PE3VYIITATH:

LluroTokcMuHUTE ePEKTH HAa XHUIEPATOMAapUH — alUIIOPOTIYILIMHON H30JUpan oT Hypericum
annulatum Moris subsp. annulatum Gsixa olleHeHH BBPXY HIMPOK CIIEKTHP OT TyMOPHHU JIMHUH C TIPOU3XO0]]
OT JIEBKEMHH, TUMGPOMHU U COMUIHU TyMopH. [Iponenypara 3a u3onupane u MpeYrcTBaHEe Ha TECTBAHOTO
chelHEeHHe Oe¢ OonTHMU3UpaHa. XWIlepaTOMapuH MpPOsSBH U3pazeHu HUTOTOKcMuHU edektu (¢ ICsy
cToiHOCTH B Auama3oHa ot 0,14-15,7 uM), cpaBHUMH U IOpY MPEBB3XOXKIAIN Te3u Ha pedepeHTHOTO
MPOTUBOTYMOPHO JlekapcTBo daunorubicin. TperupaneTo Ha pa3nIWyHA KJIETHYHH JIMHUH C
XHIIEpaTOMapyH Npean3BrKa u3pazeHa Gparmenranus Ha reHomHara JIHK, onenena ¢ momorra na “Cell
death detection” ELISA kit u upe3 renna enektpodopesa, KOETO MOKa3Ba, Y¢ MHIYKIUIATA HA aronTo3a
UMa 3Ha4YeHHE 32 MEXaHW3Ma Ha NIUTOTOKCHYHO JeHCTBHE Ha ToBa chenuHeHHe.llpm m3cienBane Ha
AQHTUAHTUOTCHHUS TIOTEHLIMAJ Ha XHUIepaToMapuH Oe ycTaHOBeHO, ue Toil wmuHxuOupa VEGF-
uaaynupanata nponudepanus Ha HUVEC (human umbilical vein endothelial cells) knetku 1 nHIynupa
arornTo3a IpH TSIX, KOETO TI0Ka3Ba, 4e CheJMHEHHETO MPEACTaBIIBa HHTEpecC 3a ObenIo npoyusane. Te3n
JaHHU ca B CHOTBETCTBHE C HACKOPO IyOJMKYBAaHWTE [AHHHM 32 M3PA3eHHTE LUTOCTATUYHH, MPO-
amONTOTHYHA M aHTHAHTHOTCHHU e(eKTH Ha XWUIEepPOpPHH — CTPYKTYPHO CXOICH C XHUIEPaTOMapUH
aridiopormyiaoa ot Hypericum perforatum.

HAYYHHU ITYBJINKALINUA:

o Momekov, G., Ferdinandov D., Zheleva-Dimitrova D., Nedialkov P., Girreser U., Kitanov G.
Cytotoxic effects of hyperatomarin, a prenylated phloroglucinol from Hypericum annulatum
Moris subsp. annulatum, in a panel of malignant cell lines. Phytomedicine. 2008. (In press);

e Nikolov, S., Momekov G., Kitanov G., lonkova I., Krasteva |., Toshkova R., Konstantinov S.,
Nedialkov P., Karaivanova M. Exploitation of the Bulgarian Flora’s biodiversity as a source of
immunomodulatory and/or antineoplastic agents: Current challenges and perspectives.
Biotechnol. Biotechnol. Eq., 2007, 21 Ne 4, 471-477.

HAYYHH ITPOSIBU:

e Nikolov, S., Momekov G., Kitanov G., lonkova I., Krasteva |., Toshkova R., Konstantinov S.,
Nedialkov P., Karaivanova M. Exploitation of the Bulgarian Flora’s biodiversity as a source of
immunomodulatory and/or antineoplastic agents (Plenary lecture). First national meeting
“Immune Support for Health from the Nature and Science in Bulgaria” with international
participation organized by BAS and Hasumi International Research Foundation, under the
patronage of Georgi Pirinski (Chairmen of the Bulgarian Parliament) and Acad. Blagovest
Sendov (Bulgarian Ambassador in Japan). Hisarya, Bulgaria, October 19-20", 2007. Posted at:
http://hasumi-bg.org.

Hayunusat order e npuer ¢ OT/IHYHA ouenka mo ckanata Ha CbBeTa M0 MeIMIIMHCKA
HayKa.


http://hasumi-bg.org/
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2.1. Jlorosop Ne 37/2006 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: [THC. HeBponayku u oBeieHHE

TEMA HA M3CJIEAOBATEJICKUSA INNPOEKT: MynTuiuciUninHapHO NMPOYYBAaHE 32 CKPUHUHT,
OUarHOCTMKAa M KOTHUTHMBHA pexaOWiMTals Ha HEBPOAEreHepaTHBHUTE 3a00JsBaHMSA C JECMEHTEH
cUHJIpoM B bbirapus

HNEPUOJ HA ®PUHAHCOBA MNOJAKPEIIA: 2006 1.
BOJAEI U3CJIEJOBATEJL: IIpod. JIvuesap Juauor Tpaiikos, IMH
YJIEHOBE HA U3CJEAOBATEJICKHWS EKUIT:

e Maprapura PaifueBa — goktop mo ncuxonorus, ct.H.c. Il cT.; HeBponcuxonor; Knuunka mno
Hesponorus; MBAJI “AnexkcanapoBcka’;

e Jl-p Iluma Mexpabuan - HeBposor; noktopant; Kimanka mno Hesponorus; MBAIJI
“AJexcaHIpoBCKa”;

e JI-p Mapusa IlerpoBa, HeBpoior, pgoktopanT; Kimnuka mno Hesponorus; MBAJI
“AJexcaHapoBcKa’.

AJIPEC 3A KOHTAKTMU: Kinnnka o Hesponorusi; MBAJI “Anexcanaposcka”; Oyn. I'. Coduiicku 1,
1431 Codus, boarapus, Tenedonu: mobunen - +359 887 491 034; mom.-+359 2 954 35 59; cm.: +359
2 923 07 52; e.mail: traykov I@yahoo.fr

BA30BA OPITAHM3ALUA: YMBAJI ,,AnekcanapoBcka’”
PE3VIJIITATH:

ToBa MyITHANCHMIUIMHAPHO MPOYYBaHE 1M Ja pa3paboTBa HaJekIeH HaOOp 3a CKPUHHMHT,
JMarHOCTHKA M KOTHUTUBHA pexaOuiauTanys Ha OonecTra Ha AJxaiiMep U IpyrH HEBPOJETeHEPATHBHU
3abossiBanus ¢ gemeHnys. [lonOpanu u nzcnensanu ca 148 mamuentu ¢ bA; 97 6onnu ¢ [apkuHcoHnoBa
Oonect; 3 manueHTH ¢ (poHTOTEMIIOpasHA AeMeHIwMs, | ¢ mbppBUYHanNporpecuBHa adasms, | cbe
cunapom Ha Hallervoden-Spatz u 10 GonHu ¢ atumuyeH mapKHHCOHHM3BbM. M3roTBeHa e crerupuyHa
6aTepI/I$[ OT TECTOBC MU CKaJIM 3a CKPUHHWHI' 1 TUArHOCTHKAa Ha KOTHUTHBHUTC HAPYIICHUSA MPH JIULA B
TpeTara Bb3pacT.

bonaure B HavanmHUA CTa,Z[I/IfI Ha OojlecTra Ha AnuxaﬁMep UMAaT 3HAYMMO HapyHUICHHUC B
Cnn3o0AnvHaTa AbJTOCPOIHA MAMCT. HapymeHI/mTa B CK3CKYTUBHUTC q)YHKI_II/II/I CC NIOABABAT CbBCEM pPaHO
B XO0Ja Ha BA u ce HapexaaT XpOHOJIOTHMYHO HEHIOCPEACTBECHO CJICA HApyHICHUATA B €IIM30AWYHATA
nmaMeT, KOrato BCC OLIC HE CHUICCTBYBAT HAPYIICHHSA B HACOYCHOTO CCJICKTUBHO BHHUMAHUC, pCUTa,
IpaKkcuca U 3pUTCIIHO-IIPOCTPAHCTBCHUTE YMCHUA

Bonnute B HavanHus ctaauil Ha nemeHuus npu bl umat 3HauuMoO HapyllleHHE B CUCTEMHUTE Ha
BHUMaHUETO (pa3npeiesicH0 BHUMaHHUE) U eK3eKyTUBHUTE (DYHKIMK. B TaMeToBO OTHOIIICHHE OOJTHUTE C
BIl m pgemeHuus WMaT 3HAYMMO HApYIICHWE B CBOOOIHOTO MPUIIOMHSHE, 3HAYUTEIHO TI0-I00pO
YJIECHEHO MPUIIOMHSIHE M TIOYTH HOPMAJIHO pa3lo3HaBaHe.

OTKIIOHEHUSATA B HEBPOICUXOJOTUIHUTE TECTOBE, KOWTO HMaT HAW-TOISIMO 3HAYCHHE 3a
KIIMHUYHATa audepeHnmanda auarnoza mexay bIl ¢ memenmus, TICIL, BJTJI, MCA u KB] ca:
neUIUTH B EK3eKyTUBHUTE (DYHKIIMM U BHUMAHUETO, KaTO TEXKKHIT NUCEK3EKyTHBEH CHHJIPOM € B
noakpena Ha auarHosara [ICII; HapyiieHus B 3pUTEIHO-IPOCTPAHCTBEHHTE (DYHKIMHM M IPAKCHCA,
HacouBaly KbM crenuduued aedunut B nmoakpena Ha KBJl; paHHOTO U OBP30 IPOrPECHPAIIO TEKKO
KOTHUTHBHO HapyIIeHHEe B CBOOOJHOTO TPHUIIOMHSHE, €K3eKyTUBHUTE W 3PUTEIHO-TIPOCTPAHCTBEHU
¢ysaxun ca B mogkpena Ha bJ{TJI.


mailto:traykov_l@yahoo.fr
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B 3axnirodenune, HACTOSIIIUAT MPOEKT 1€ B3MOXKHOCT 32 3aTBBPIK/IaBaHe Ha CHTPYAHUYECTBOTO
Mexay LlenTspbT mo JleMeHuun u nabopaTopusaTa mo MoJexyisipHa matonorus Ha MBAJI “Maiiunn
aoM”, ¢ Ied  KadecTBEHa  JMAarHOCTMKAa  Ha  HEBpOJETeHepaTWBHUTE  3a00NsABaHUSL.
MynTUANCIUIUIMHAPHAAT TOAXOA TPH JUArHOCTHKATa W W3YYaBaHETO HAa JIEMEHIIMUTE IOBEIE [0
MUArHOCTHIIMPAaHE Ha TO-PEAKH WM HEAWarHOCTHIMPAaHW A0 cera y Hac ¢opmu U odopMsHe Ha
OTHHUCHTEIIHA YECTOTa Ha HEBPOJETeHEPAaTUBHUTE 3a00IsIBaHMs. 32 TbPBH BT B bbiTapus ce ycTaHOBsIBa
oonect na Hallervorden-Spatz npu marment ¢ gemeniust. YcranoBeHa ¢ 1 moBa PSEN1 wmyrtanus (¢
aTUNIMYHA KIWHWYHA KapTHUHA) Tpu Obirapcka ¢dammmms ¢ BA ¢ paHHO Hadano. 3a IBPBH BT CE
anpoOupaT MPOorpaMu 3a KOTHUTHBHA pexaOuauTanus npu nauveHTu ¢ BA B cTpanaTa.

HAYYHU ITYBJIUKALIUUA:

e Tpaiikos JI., Mexpa6uasu 111., Mopaanosa A., Paituesa M., Pagemeiixep P., Kpyrc M., Macnapos
H., Kpemencku U., BanGpoexxoen K. Hosa PSENI mymayus npu 6wreapcka ¢hamuaus c

bonecm wHa Anyxaiimep ¢ PAHHO HAYALO U AMUNUYHA KIUHUYHA KapmuHna. beiarapcka
Hesponorus. 2007, 7, 1, 36-41;

e [IlerpoBa M., TpaiikoB JI., PaiiueBa M., Mexpabuan III., JKenes f., Macmapos . (2007)
Koenumueen npogun na nayuenm ¢ Mynmu cucmemua ampogus. benrapcka Hesponorus. 7, 1,
33-36;

o TpaiikoB JI., IlerpoBa M., PaiiueBa M., Mexpabuan Il. Koenumusnu napyuwenus npu
xopmukobaszaina decenepayusi. bearapcka Hepposorus, 2006, 6, 3, 149-152;

e [lerpoBa M., Tpaiikos JI., PaitueBa M., I'puropoBa O., Uepaurkosa C., KeneB f., Mexpabuan

. Koenumuenu uapywenus npu npocpecusHa Cynpawykieapua napanusa. beiarapcka
Hesponorus. 2006, 6, 2, 98-101,

o TpaiikoB JI., Mexpabuan Ill., Paituesa M., IlerpoBa M., XKenee f., Kenes O. Cunopom ma
Hallervorden-Spatz (nespodecenepayus ¢ omaazamne na scensazo 6 mosvka). Bulgarian Neurology,
2007, 7, 4, oy mieuar.

HAYYHH ITPOSIBU:

e Mehrabian S., Jordanova A., Rademakers R., Raycheva M., Cruts M., Kremensky 1., Van
Broeckhoven C., Traykov L. (2005) Nouvelle mutation sur le gene de la PSEN1 chez une patiente
atteinte de la maladie d’Alzheimer a début précoce. In: 8™ Réunion francophone sur la maladie
d’Alzheimer et les syndromes apparentes. 22-25 Nov, Saint Etienne, France;

e Traykov L., Petrova M., Raycheva M., Mehrabian S. (2007) Cognitive impairment in
corticobasal degeneration. In: 10" Jubilee National congress of neurology, Sofia, Bulgaria.
Bulgarian Neurology, 7, 3, 136;

e Petrova M., Traykov L., Raycheva M., Mehrabian S., Jelev Y., Maslarov D. (2007) Specifics of
the cognitive profile in multiple systems atrophy. In: 10" Jubilee National congress of neurology,
Sofia, Bulgaria. Bulgarian Neurology, 7, 3, 136-137,

e Petrova M., Traykov L., Raycheva M., Mehrabian S., Jelev Y. (2007) Specifics of dementia in
Lewy body disease. Bulgarian Neurology, 7, 3, 137;

e Petrova M., Raycheva M., Mehrabian S., Traykov L. (2006) Neuropsychological differences
between mild cognitive impairment patients with and without Parkinson’s disease. In: 5th
International Congress on Mental Dysfunction in Parkinson's disease. 12 - 14 June 2006,
Parkinsonism Relat Disord, 12, Suppl 1, 25-26;
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e Mehrabian S., Traykov L., Jordanova A., Rademakers R., Cruts M., Raycheva M., Kremensky |.,
Van Broeckhoven C. (2006) A novel PSNI gene mutation in a large Alzheimer’s disease
Bulgarian pedigree with atypical phenotype. In: 10" Congress of the European Federation of
Neurological Societies. August 30-2 Sept, Glasgow, Scotland, UK. Eur J Neurol. 13, Suppl 2, 41.
(Oral presentation);

e Petrova M., Jelev Y., Raycheva M., Mehrabian S., Traykov L. (2007) Neuropsychological
differences between Parkinson’s disease patients with mild cognitive impairment and early stage
of dementia. In: 17" meeting of the European Neurological Society. 16-20 June, J Neurol, 254,
Suppl 3, 1/16 (Oral Presentation).

Hayuynusat oryer e npuer ¢ OT/IHYHA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

2.2. JloroBop Ne 45/2007 r. na MY — Codusn
HAYYHO HAITPABJIEHHUE: [THC. HeBponayku u IoBeicHHE

TEMA HA M3CJIEJOBATEJCKHUSA MNPOEKT: EnpodeHorunHa xapakTepuCTHKa Ha OOJIHU C
aeKTHBHU pa3CTPOUCTBA

HNEPNOJ HA ®PUHAHCOBA ITIOAKPEIIA: 2007 r.
BOJELI U3CJEJOBATEJI: [Ipod. a-p Buxpa Kpymosa Munanosa, aMH
YJIIEHOBE HA U3CJIEJOBATEJICKHA EKMIT:

e Jl-p Crompunon AnexcueB CHHPHIOHOB, aCHCTEHT MO TNcuxuatpus, llcMxmarpudHa KIMHUKA,
YMBAJI “AnexcanmpoBcka’;

e JI-p Panka IlerpoBa Kwuesa, am, CBAJIATL “Maitunn nom™ EA/;

e JI-p Aunemus LlonoBa KpHueBa — benesa, acucrenT mo ncuxuarpus, [lcuxuarpuyHa KIMHHKA,
YMBAIJI “AnekcanapoBcka’;

e Cuexwuna Tauesa, kmuHUYeH rcuxoior, [lcuxunatpuyuna kuanka, Y MBAJI “AnexcanapoBcka”;
e JI-p Muna CrameHOBa, acUCTEHT, [Icuxuarpuydna kinnuka, Y MBAIJI “Anekcanaposcka’”.

AJIPEC 3A KOHTAKTH: YMBAIJI “AnexkcannpoBcka” EAJ], 1431 Codus, yin. Cs. I'. Coduiicku 1,
tenedonn: momamen +359 2 859 87 08; ciyxeben +359 2 9230 512; mobmen +359 888 941 451; e-mail:
vihmil@alexandrovska-hospital.bg

BA30OBA OPI'AHU3ALUSA: YMBAJI“Anexkcanaposcka”, [lcuxuarpuina KIMHUKA
PE3VYIJITATH:

Len:

1. [Ha ce cyOrpynupar O00yiHM ¢ aeKTHBHH pa3cTpOMCTBA CIOpe] KIMHUYHATA XapaKTePHUCTHKA,
KOTHUTHBHUS CTATYC, TMYHOCTOBUS MPODHIL

2. I[a CC Hu3CjicABa BpPbB3KATa MCXKAY JUarHo3aTa U KOTHUTUBHOTO (I)YHK]_[I/IOHI/IpaHC n MCKIYy
Juar"osara, TEMIIEpaMCHTa U XapaKTepa Impu OOJIHUTE U TEXHUTE POACTBECHUIIU.

Memoouka: W3mom3BaHM ca CTPYKTypUpaHH HHTEPBIOTA, HEBPOKOTHUTHBHA OaTepus, 3a
KJIMHUYHO M HEBPOIICUXOJIOTUYHO OLICHSBAHE.
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Pezynmamu: N3cnensanu ca obmo 93 Gomam che cpemHa Bb3pacT S0r., ¢ mpeobriamaBaHe Ha
xeHute- 84%, kM MBke 16%. [lanHnuTte ca MHPOpPMATHBHM 3a pa3lUyHAa CTENECH HA HapyUICHUS B
COLIMATHOTO (PYHKIIMOHUpPAHE MpH NalMeHTUTe ¢ a(eKTHBHU pa3CTPOMCTBAa. PasmpeneneHuero 1o
muarno3a- 30 6omam (32%) ca ¢ amarsosa bumomspao adexTtuBHO pascrpoiictBo (BAP), 57 GomHn
(61.3%) c mmarnoza PekypentHo nempecuBHO pasctpoiictBo (PIAP) m 6 6omam (6.5%) ¢ mmarHosa
Enunnuen nenpecusen enmzon. [Ipu 74% ot GonHUTE JTMIICBa COMaTHYHA KOMOPOUIHOCT, KaTo nipu 12%
OT TAX yCTaHOBSIBa €HAOKpPHHHA maronorusa. CpexgHara Bp3pacT Ha nebrota Ha O6omectra e 38r. [lo panHo
nebroTrpa MaHUITa ChC CpelHa Bh3pacTTa Ha HAa4yallo Ha IBPBUS MaHWEH enu3of € 31r., a Ha mbpBHA
JenpecuBeH enu3oi- cpenHa 38r. He ce oTuuTa mo- rojsiMa 4ecToTa Ha XOCHUTAIU3AlUUTE MPU MaHUS
cpaBHeHO ¢ aenpecus. HabmronaBa ce pasnuka o0ade KOraTo ce pa3lelisiT Mo Opoil XOCTIUTATU3AIUN /10
TP W HAJA TPH, a UMEHHO: Opol xocmuranmm3anuy 3a Manus — a0 1pu 60%, Ham Tpu 40%; Opoii
xocrutanuzanuu 3a genpecus 10 Tpu 80%, Han tpu 20%. Te3m nanHu 3araTBaT 3a OTHOCUTEIHO IO-
OJIarONMpPHUATHOTO W C TMO-MajKa HEOOXOAMMOCT OT XOCHUTAIW3allUs MPOTHYAaHE Ha JCTIPECCHBHHUTE
enm3onu. B m3Bagkara perucTpupaHUTe CIydaw Ha OMHUTH 32 CaMOYOHMIICTBO acOLMUPAHU C JETIPECHS €
Manbpk. [IcHXOTHYHHUTE CHMITOMH TIPH AETIPECcHs ca M3KIIOYUTETHO penku. Becumuku OOMHM MpoBexmaT
JieueHre 3a TICHXUYHOTO CH CTpaiaHHe.

PesynTatute OT HEBPOKOTHUTHBHATA OLICHKA 10 JWArHO3M IIOKa3BaT Pa3HOINOCOYECH Mpodui Ha
HapylICHUsATAa B KOTHUTUBHOTO ()YHKIIMOHUpPAHE, C TM0-3HAYMMHU HapyuieHus npu tectopere- RAVLT u
TMT npu nanueHtute ¢ PexkypeHTHO aenpecHBHO pascTpoicTBo. Ilpu manmenture ¢ bumnosspHo
a)eKTUBHO Pa3CTPOMCTBO HAPYIICHHUATA Ca MO-TOJIEMU IO OTHOIlIeHue Ha Tectopere- WCST u Stroop
test. Hammume ca mpomMeHn B HSAKOM OO0JIaCTM Ha KOTHUTHUBHOTO (YHKUIHOHHpAaHE, CBBP3aHO C
eK3eKyTHBHUTE (yHKUIMH. Te ca mo-u3pa3eHu MpH BB3PACTHH OOJIHU, pW OOJNHH C PaHHO HAyYalo Ha
3a00JIsIBAHETO | MpH OOJIHY ¢ JuarHo3a bumonapHo adekTHBHO pa3cTpoicTBo. Jpyrute ape obmactu Ha
KOTHUTHBHUTE (DYHKLIMHU KaTo pabOTHA MaMeT U BHUMaHUE, Ca HApYIICHH IIPU 4acT OT OOJIHUTE.

Obcwvoicoane: 1lpenctaBeHOTO W3CIENBaHE XapaKTEepH3Wpa HW3BajgKa OT OOMHH ¢ AQEeKTUBHU
pa3CcTpolCTBa 1O OTHOIICHHE HA TEXHUTE COIMO- JEeMOrpadCKH, KIMHUYHH M HEBPOKOTHUTHBHU
XapaKTePUCTUKHU. Y CTAHOBEH € MPOoQHI Ha HEBPOKOTHUTHBY HAPYIIEHHUS B 3aBUCUMOCT OT AMarHo3ara.

Hayuynusit ordyer e nmpuer ¢ BMCOKA oueHka mo ckajgara Ha CbBera mo MeIMIHMHCKA
HayKa.

2.3. JloroBop Ne 51/2007 r. na MY — Codus
HAYYHO HAITPABJIEHHME: [ITHC. HeBpoHayku 1 IOBEJCHNE

TEMA HA U3CJIEJOBATEJICKHUS MPOEKT: Panna guarHocTika Ha JEMEHIUS TIpu OOJIECT Ha
[Tapxuncon

HNEPHOJA HA ®PUHAHCOBA ITOAKPEIIA: 2008 r.
BOJELLI U3CJEOOBATEJI: [Tpod. JIvuezap Jdunyos Tpaiiko
YJIEHOBE HA U3CJEAOBATEJICKHSA EKUIT:

e Maprapura PaifueBa, TOKTOp 10 ICUXOJIOTHS, CT.H.C.; HeBponcuxoor; Kiniuauka no Hesponorus;
YMBAIJI ,,AnekcanapoBcka’;

e Jl-p Illuma Mexpabuan, HeBposor; mokropanT; Kinmamka mo Hespomorus; YMBAJI
” AJleKkcaHIpOBCKa”;

e Jl-p SBop IKeme, meBposmor, pgokrtopanT; Kimamka mo Hespomorus, VYMBAJI
” AJleKkcaHIpOBCKa”;
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e JI-p Mapus IlerpoBa, HeBpomor; moktopaHnT; Kimamka 1o Hespomormsa; YMBAJI
” AJexcaHIpoBCKa”.

AJPEC 3A KOHTAKTM: Knunuka o Hesponorus; YMBAJI “Anexcanaposcka’; 0yn. I'. Coduticku
1, 1431 Codus, benrapus; Tenedonu: moomen +359 2 887 491 034; mom- +359 2 954 35 59; cin.- + 359
2 923 07 52, e-mail: traykov |@yahoo.fr

BA3OBA OPIrAHM3AIUA: Memnuuuackn @akynrer, Karegpa mo Hesponorus, YMBAIJI
“Anexcanaposcka” EAJ], Knunuka no Hespomnorus

PE3YJITATM:

HeornaBHa ce mpenmonoxu HAIMYUETO HAa MPEIEMEHTEH CTaauil Ha 3a00JABaHETO, W3BECTCH
KaTo JIEKO KOrHUTHBHO HapymieHue npu [lapkunconosara 6onect (I15-JIKH). IIpu Bce ToBa TOUHUST
moen Ha [1b-JIKH e Bce orie HesiceH u € 00SKT Ha 3HAYUTEITHU POTUBOPCUHSL.

Ienta Ha HACTOAIIOTO MPOYYBAHE € Aa c€ ONpeAeiIn Npoduia Ha JIEKH KOTHUTUBHY HAPYILICHUS
pu nauueHty c I1b.

Hue wuzcnenBame 47 marmuentu ¢ IIb-JIKH, 31 manuentu ¢ IIb u HOpMaJHO KOTHHUTHUBHO
¢byakonupane W 43 HOPMaNHM KOHTPONW. BCHYKM y4YacTHHIM ca W3CIENBaHH C MOApPOOHA
HEBPOIICUXOJIOTHYHA OaTepusl, BKIFOYBAIA TECTOBE 32 €MMM30ANYHA ITAMET, ped, KOHCTPYKTHBEH MPAKCHC,
MICUXOMOTOPHA CKOPOCT, BHUMAHUE M €K3€KYTHBHU ()YHKITUH.

B cpaBuenme ¢ xonTponmre marmentute c IIb-JIKH mokasBar 3HaumTeneH aegumur B
HEMOCPEJICTBEHOTO U OTAanedeHo cBoOoaHo npunoMHsiHe mpH Free and Cued Selective Reminding Test,
BepOaHaTa (DIyHIHOCT, ICHXOMOTOpPHATA CKOPOCT, KOTHUTUBHOTO Ipocie/sBaHe U paboTHAaTa mamer.
Tasu rpyma obaue mnoka3Ba HOPMaJHH pe3yNTaTd IPH pas3lO3HABAHETO, OTAAIEUYEHOTO OO0
MIPUIIOMHSTHE, HA30BaBAHETO, KOHLENTYAIN3aHsITa 1 KOHCTPYKTUBHHUS Ipakcuc. [Ipu ToHruTy imHamHoTO
mpociesBaHe, HUe ycTaHoBsiBaMe, ue 13% ot narnuentute ¢ bI1 pa3BuBaT JIeko KOTHUTUBHO HapyILIeHHE
3a mepuoj ot eaHa r.. Tosa mpennonara, ye nanuenture ¢ bII umart BUCOK puCK 3a pa3BUTHE Ha JIEKO
KOTHUTHBHO HapyIlCHHE.

B 3akmouenne nqeuuuTHTE B €IM30IMYHATA TIaMET, BHUMAHUETO M €K3€KyTUBHHUTE (DYHKIIMU ca
Hall-u3pa3eHuTe YepTy Ha KOTHUTUBHUS Npodun Ha nauuentute ¢ [16-JIKH. 3a onpenensHa Ha Xoaa Ha
MIPOTUYaHE HA KOTHUTHUBHHUTE HApyIIECHWS W BaJWIECH NPEJUKTOp Ha KOTHUTHBHMA cnax npu BII ca
HY>KHHU MPOCTIEKTUBHH MIPOYYBAHUs BKJIIOYBAIIY KOTHUTHUBHO XOMOT€HHU TPYIIH.

HAYYHU ITYBJIUKAIIMU:

o [lerpora M., XKenes ., PaiiueBa M., Tpaiikos JI. (2007). Ocobenocm na demenyusi npu boaecm ¢
oughysnu menya na Jleeu. bbarapcka HEBpOJIOTHYHA W IICUXUATPUYHA NpakTUKa, 4, 12-15;

e [lerpoBa M., PaitueBa M., XKenes ., Mexpabuan I11., [lerpoBa U., Kpymxkos X., Enenkos Y.,
TpaiikoB JI. (2008). Hesponcuxonocuuno npoyusawe npu nAyueHmu 6 PAHHUsL cmaoull Ha
Ilapxunconosama Oemenyus u /lemenyus ¢ meaya na Jlesu. bwirapcka Hespomorus. (Ilox
reyar).

HAYYHU ITPOSIBU:

e Zhelev Y., Raycheva M., Petrova M., Traykov L. (2008). Cognitive decline in a group of
longitudinally followed non-demented patients with Parkinson's disease. In: 12" Congress of the
European Federation of Neurological Societies. August 23-26, Madrid, Spain, European journal
of neurology, volume 15, suppl. 3, p. 138;
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HayKa.

Petrova M., Raycheva M., Traykov L. (2008). Relationship between depression and cognitive
deficits in Parkinson’s disease patients with and without mild cognitive impairment. In: 12"
Congress of the European Federation of Neurological Societies. August 23-26, Madrid, Spain.
European journal of neurology, volume 15, suppl.3, p. 127;

Zhelev Y, Petrova M, Raycheva M, Traykov L. (2008). Initial motor symptoms influence
cognition in a longitudinal observation of patients with Parkinson’s disease. In: 18" meeting of
the European Neurological Society. 7-11 June, Nice, France, Journal of Neurology, Volume 255,
suppl. 2, p. 168;

PaitueBa M., Ilerpoa M., Mexpabuan III., XKener S., Kupkosa B., TpaiikoB JI. (2008).
Hapywenus 6 exzexymusHusi KOHMpoa npu nayuenmu ¢ Jeku KOSHUMUGHU HapyuleHus ¢ u Oe3
Haprunconosa 6oaecm. IV-tn HanmonHaneH koHrpec mo ncuxosnorus, Codus, 30.10-01.11.2008
(abcTpakT mpuer);

Petrova M., Raycheva M., Traykov L. (2007). Relationship between motor symptoms and
subtypes of mild cognitive impairment in Parkinson’s disease. In: XVIIth WFN World Congress
on Parkinson’s disease and Related Disorders. 9-13 December, Parkinsonism Relat Disord, 13,
Suppl 2, S31;

Petrova M., Raycheva M., Grigorova O., Traykov L. Relationship between depression, motor
symptoms and cognitive deficits in Parkinson’s disease patients with mild cognitive impairment.
VI-th International Congress on Mental Dysfunctions and Other Non-Motor features in
Parkinson’s disease, Dresden, Germany, 16-19 October 2008 (abstract accepted);

Zhelev Y., Petrova M., Raycheva M., Traykov M. Initial motor symptom determines profile of
cognitive decline in a followed group of patients with Parkinson’s disease. VI-th International
Congress on Mental Dysfunctions and Other Non-Motor features in Parkinson’s disease,
Dresden, Germany, 16-19 October 2008 (abstract accepted).

Hayunust otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha CbhbBeTa mo MeIMIMHCKA

2.4. Jorosop Ne 55/2007 r. ua MY — Codus

HAYYHA KIIACUO®UKAIMUS: [THC. HeBponayku u moBeficHIE

TEMA HA U3CJIIEJOBATEJICKUSA ITPOEKT: OueHka Ha TbUY€YyBCTBUTEIIHOCTTA IIPU HALIUEHTH C
MHoecTBeHa CKIIepo3a 4pe3 pajHalliOHHO WHIAYIUPAHU MUKPOHYKIIEyCH B IUM(OIUTH OT nepudepHa

KpPbBB

NMEPUO/ HA ®PUHAHCOBA ITIOJAKPEIIA: 2007 T.
BOJAEII U3CJIEJOBATEJI: I'n. acuct. Kcenust XpucroBa Kmercka — [lloTexoBa
YJIEHOBE HA N3CJIEJIOBATEJICKHS EKHAIT:

Mapus bpannmuposa Munenkosa, nokropant, Y CBAJIHII ”CB.Haym”;
Banepus bopucosa Xamxunekona, ct.H.c.Ilct, nm, HIIPP3;
Pocuma IlerpoBa Xpuctosa, H.c. | cT., HIIPP3;

Ilets AtanacoBa ATtaHacosa, H.c. | cT. HIIPP3;
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e Codus Jlemuera Jlenmesa, HIIPP3.

AJIPEC 3A KOHTAKTMU: YCBAJIHII ,,.Ce. Haym”— EA]l, Tpera HeBpojorndHa KIWHUKA, yi. JIrobeH
Pyces 1, 1113 Codus, ca. Ten.: +359 2 970 22 05, m06.: +359 887 788 689

BA3OBA OPTAHU3ALIMUSA: YCBAJIHII ,,Cs. Haym” EAJl, Tpera HeBpomoruyHa kiuHuka, MO,
Katenpa no Hesposorus

PE3YJITATM:

MmuoxectBenara ckiepo3a (MC) e XpOHUYHO BB3MAIMTETHO JAeMHEIHHA3UpaIo 3a00sBaHe Ha
[IEHTpaJIHaTa HEPBHA CHCTEMa, BOJCIIO /10 TeXKBK HEBPOJOTHMYCH Aeduur. 3a MOMEHTa ce IpHeMa, 4e
3a00JIIBaHETO HE C€ IBIDKHM Ha YHACIEASBAaHETO HA CHTHH(MKAHTHH XpOMO30OMHH mpomenu. OT apyra
CTpaHa € U3BECTHO, ue mpH O6omHuTe ¢ MC MMaT Mo-BUCOKa YECTOTa HA XPOMO3OMHHU a0epaliu CIpsiMO
3apaBu KoHTpoiu. [Ipeamnonara ce, ye M3naraHeTo Ha MyTareHW OT OKOJIHATA Cpelia € CBBP3aHo C II0-
Bucka yectora Ha MC. I[IpoBeneHuTe 10 HACTOSIIUS MOMEHT HM3CJIEBAHUS BCE OIIE HE ca €THO3HAYHU
OTHOCHO BJIMSIHUETO HAa FeHETHYHHTE (AaKTOpW BHPXY KiIMHWYHATA KapTuHa npu MC. Llenra na Hamero
npuyyBaHe Oe Ja OmpeleluM M CBIOCTABHM in Vitro JIbU€YyBCTBUTETHOCTTa HAa JUMQONUTH OT
nepudepHa KpbB NPH MAIMEHTH C MPHCTHITHO-peMUTEHTeH XoX Ha MC, manmueHTH ¢ BTOPUYHO
nporpaauenTer xox Ha MC U 3apaBH KOHTPOJH. J[OMBIHUTENTHO CPaBHUXME JIbYEHYBCTBUTEIHOCTTA
mexay [IPMC u BIIMC, ITPMC u 3apaBu kontpoiu u BIIMC u 3apaBu koHTponu. HM3cieapaxme o61io
40 6omam ¢ MC (4 ormmagHaxa ot npoy4dBaHeTo) 1 20 3apaBu KOHTPOJIH, CHIIOCTABUMH 110 BB3PacCT H IIOJL.
3a ompenensHe Ha IPYSUYBCTBUTEIHOCTTA OsiXa B3CTH MO JBE KPHBHU MPOOH M BIIOCIIEACTBHE €IHATA OT
Tax Oeimre oOyrbueHa in vitro ¢ 1,5 Gy. Bsxa u3rotBeHu aBe TUMQPOLUUTHH KyITypu (0T OoONbYCHATA U
HeoOJlbUeHaTa  KpBB),  KOWTO  0siXa  CTUMYJUPaHH  TOCPEACTBOM  (UTOXEMAaryTHHHH.
JIp4edyBCTBUTEIHOCTTA Oelle OpeaesiHa Ype3 MUKPOHYKIIEYC TECT.

Hammre pesynratu NeMOHCTpHUpAT JUIcCaTa Ha CUTHHU(HMKAHTHA pPa3JidKa IO OTHOIICHUE Ha
CIIOHTAaHHOTO (popMHpaHe Ha MUKpOHYyKiIeycH pu 0osHu oT MC u 3apaBu KoHTposu. OCBEH TOBa HHUE
YCTaHOBUXME HAIMYMETO Ha CUTHHU(DHMKAHTHA pa3iUKa 10 OTHOIIEHHE Ha OOmus Opol MHUKPOHYKIICYCH
Mexay Ooman ¢ MC uw 3apaBum  KOHTPONHM CJel paJuallioHHO Bb3jaelicTBue. [lo-Huckara
J'IbYEYYBCTBUTEIIHOCT OM Morjia na Obje OOSCHEHa C MEXaHM3bM CXOJICH HA TO3U IPH aJalTUBHUTE
OTTOBOPH, TPEIN3BUKAHU CIIe] OKCHAATHUBEH crpec. [pyro Bb3MOXHO oOsicHeHWe Ou Morio na Obaar
HapyllIEeHUE B MIPEIABAHETO HA CUTHAIIM OCPEACTBOM LHUTOKMHM rpu MC.

W3zsicHssBaHEeTO HA TOYHHMTE MEXAHM3MH HM3UCKBAT JOIBJIHUTEIIHA M3CJCABAHUSA TPH IO-TOJISAM Opoii
MHaryeHTH.

HAYYHU NIYBJIUKALUMU:

[Ipencrou n3roTBsiHE Ha CTATUH 3a MyOJIMKALMS B OBITapCKO U YyXKA0 CIIUCAHUE.
HAYYHHU ITPOSIBU:

[Ipencrou yyactue B Hay4HU IPOSIBU.

Hayunusar otder e mpuet ¢ /[O5PA onenka no ckajara Ha CbBeTa 10 MeIMIMHCKA HayKa.

2.5. JloroBop Ne 50/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHUE: Myckymu. Koctu. CraBu

TEMA HA M3CIEJAOBATEJICKHUS ITPOEKT: KiuHUKO-TEHETHYHO  TpPOyYBAaHE Ha
okynodapunreanna myckyinaa guctpodus (ODM/I) B bearapus
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HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2007 T.
BOJELI U3CJELOBATEJI: [Ipod. a-p Usaitno JlronmunoB TepHeB, 1M, IMH
YJIEHOBE HA U3CJEJOBATEJCKUSA EKUAIL:
e Jlom. n-p CuiBmst 3apaBkoBa YUepauukosa, 1M, iMH, Y MBAIJI ,,AntekcannpoBcka’;
e I'm. acucr. n-p Upen Iletposa [lerpoa, YMBAJI ,,AnekcannpoBcka’;

¢ Buomera MuxaiinmoBa MuxaiinoBa, mokropant, Y MBAJI ,,AnekcanapoBcka”.

AJPEC 3A KOHTAKTMU: Hesponormuna kinmanka, YMBAJl ,,AnexcannpoBcka”, yi. [eoprm
Codmiicku 1; 1431 Codust; mobunen: +359 899 844 317

BA3OBA OPI'AHU3ALUA: Menununcku @akynrer, Karenpa mno Hepoiorus, YMBAII
»AJEKCaHIPOBCKA”

PE3VYJITATH:

Len nHa HacToAmMs MpOEeKT Oellle KIMHUYHOTO M TCHETHYHO XapaKTepH3WpaHe Ha IbpBaTta
dbamunus ¢ okysnodapuHreasHa MycKyinHa quctpodus B beirapus. M3non3sanu 0sixa ClIeAHUTE METOIU:
reHeaJornyeH aHajIu3, CHEMaHe Ha aHaMHe3a U IoIpo0eH HeBPOJIOTHYEH cTaTyc, ekcrpakuust Ha JJHK no
cosnesus Meton1, PCR u aupekTHO cexkBeHnpaHne Ha ek30H | Ha PABPN1 rena.

OcobuiecTBeHH 0s1Xa TEPEHHW NPOYYBAaHHWSA B Pa3IMYHM palloHM Ha cTpaHata. CbcTaBH ce
POIOCIIOBHETO HA rojsiMa Obiarapcka (amMmins ¢ KIMHUYHU AaHHU 32 OKyJlodapuUHreaqHa MYCKYJIHA
muctpogust W pomoHadadHWK B c.CmouaH, JloBemka oOmact. ['eHeamoOTWYHUAT aHaIN3 YCTaHOBU
ABTO30MHO-JOMHHAHTHO yHACIIesIBaHe (BXK. POJOCIOBHETO).

Uzcnenann Osixa 10 umeHoBe Ha ¢ammimsaTa, Kato 6 OT TAX NEMOHCTPHUpPaxa CHMIITOMH Ha
3abomsBaneTo. Hawanoro Ha 3abonsBaneto e cien 40 roauHu pu BCHYKH OomHN. HagamHusT cuMnrom e
nTo3a npu 4 OonHu. EnqHOBpeMeHHO Havasno Ha nTo3a u Aucarus ce HaOIro/aBa MpU eIWH MaKeHT, a
n30JMpaHa aucgarus € Ha4aiaoTo Ha 3a00JsIBAHETO MpH JApyT OonieH. HeBpOIOTHYHUSAT cTaTyc ycTaHOBU
JIByCTpaHHA MTO3a NMPH BCUUYKH MareHTu. 1ITo3ara e Texxka rpu 4 60HM Ha BB3pacT oT 67 10 82 roauHn
W Jleka mpHu 2 manmeHTH Ha BBh3pacT 50 u 70 rommHm. Odranmonape3a ce HabIOAaBa MPU BCUYKH C
M3KIIoUeHUue Ha Had-muazus manueHT (50 rogunam). TexxecTra Ha odranMmomnape3ara € Bb3pacTOBO-
3aBHCHMa: yMepeHa ogTaaMmonapesa ce YCTaHOBH Hpu 2 OoysHM Ha Bb3pacT 67 u 70 roauHH, JOKATO
TEXKO HapyLIEHHE Ha OYHHUTE ABMKEHHMS A0 ITbJIHA OpTaIMOIUIerus ce HabironaBa mpH 3 ManueHTH Ha
BBb3pacT 74 u 82 rogunu. C U3KIIOYCHUE HA HAl-Bh3PACTHUS MAIIMEHT, BCHYKHU MAIMEHTH ChOOIIABaT 3a
mucarua. duchonust umat 3 Oonuu. JluneBa cinaboct M acumeTpuyHa aTpodus Ha IbBKaTeJIHATa
MYyCKyJIaTypa ce HabJrogaBaT Mpu eauH mauuent Ha 70 roguau. CrnabocT U arpoduu Ha MYCKYJIUTE Ha
paMEHHHMSI TIOSIC M Ha YETHUPUIIIaBHS MYCKYJ C€ YCTAaHOBSBAT IPU €IMH MallMeHT Ha BB3pacT 70 roguHMu.
ChIMsT NAIMEHT TT0Ka3Ba U3pa3eHa c1adocT u arpodus Ha MyCKYJIMTE Ha TeHapa U Ha m.tibialis anterior.
[TanmenTsT chOOIIABA 32 3aTPYAHEHO M3KAaUYBaHE HA CTHJIOM, MMa CTEMaKHA MOXOAKA U XOAU C 0acTyH.
CyXO0XHUITHUTE U HaJIKOCTHH peduiekcH ca oTciabeHu uin JurcBanm npu 4 6omau. CeTUBHY HApYIICHUS
He 0s1Xa yCTaHOBEHH MPU HUTO €IWH IaIUeHT.

Cnen mnoapoOHOTO OOsCHEHME Ha NalMEHTHTE 3a eCTeCTBOTO Ha 3a00JsBaHETO U
HEOOXOIMMOCTTa OT T€HeTHYHa BepH(UKalus Ha AMArHo3ara M cjel MOJNMCBaHe Ha MH(OPMHUpPAHO
chriiacue, Oelie B3eTa BEHO3HA KPbB 3a ekcrpaknus Ha JJHK u npoBexpane Ha MONEKYIISIPHO-TEHETHYHO
n3cnensane. JIHK Gemre nzonupana no conesust metof. Upes PCR u nupekTHO cekBeHHpaHe Ha eK30H 1
Ha PABPNLI rena npu Bcuuky nmanueHTH ce ycraHoBu gombinutenHa (GCA); enoHranus B ek30H 1 Ha
PABPNL1 rena B xereposurotro cherosuue [renorun (GCG)g(GCA)3(GCA);GCG]. Uscnenpanu 6sxa u
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YeTHpPHMa aCHMITOMHH POJICTBEHHIM Ha TAIEHTHUTE, KaTo IPH HUTO €AMH OT TAX HE 0sXa yCTAaHOBEHH
OTKJIOHEHHS OT HOpManHaTa cekBeHnus Ha ek30H 1 Ha PABPNL1 rena.

VY CTaHOBEHUST T€HOTHIT TIPH OBJArapCKUTE MALMEHTH C OKYJIo(aprHreaaHa MyCKyJIHa TUCTPO(us
(GCG)6(GCA);3(GCA);GCG ¢ yHuKalleH U HE € OIKCAaH JI0Cera B JJUTepaTypara.

Wscnenpanara Opnrapcka ¢amMmims ¢ OKyJTo(apuHTeaTHa MYCKyJTHa AUCTPO(Us MpeacTaBisBa
roJsiIM WHTEPEC HE CaMoO IMOPaau YHHKAIHWS TEHOTHUII, MOJAKPEISAIl T'CHETHYHATA XCTCPOTCHHOCT W
CBIECTBYBAHETO HA MHOXECTBO POJOHAYATHUIIM HAa OKyJo(apHHreaTHaTa MyCKyJTHa JUCTPOQHS, HO U
Mopajii TePaneBTHIHUTE B3MOXHOCTH, KOUTO ChIECTBYBAaT B MOMeHTa. OT Jipyra cTpaHa reHeTHYHATa
BepU(UKaIUs Ha TUarHo3ara MpeIoCcTaBs U Bhb3MOXKHOCT 32 IMPOBEXKIaHE HA TEHETUYHO KOHCYJITHPAHE Ha
OCTaHAIMTE YWICHOBE Ha (paMuusTa.

HAYYHHU ITYBJINMKALINU:

e Mihaylova V., Miller T., Petrova I., Tournev I., Cherninkova S., Walter M., Deschauer M.
Unique PABPN1 gene mutation in a large Bulgarian family with OPMD. Journal of Neurology,
April 2008, 255 (4):609-11.

HAYYHH ITPOSIBU:

e Petrova I, Mihaylova V., Miiller T, Tournev |, Cherninkova S, Walter MC, Deschauer M. Unique
(GCA); repeats in a large Bulgarian family with OPMD. 3" Eastern European Conference on
Rare Diseases and Orphan Drugs. Rare Diseases: prevention, diagnosis, treatment, Plovdiv, 1-2
March, 2008;

e [IlerpoBa W., MuxaitnoBa B., UYepuunkoBa C., HpanoB W., Banrep M., Twpuer U.
Knunuxoeenemuuno npoyugeane na eonsima 6vieapcka amunus ¢ oKyioQhapuHeearna MycKyiHa
oucmpogpuss (ODMJ]). X HanuoHajaeH KOHrpeC IO HEBPOJIOTHS C MEXKIYHAPOIHO YydYacTHe,
Codus, 7-9 roum, 2007. AdcrpakT B bearapcka HeBposorus, 6poii 3, 2007.

Hayunusar order e npuer ¢ OT/IHYHA ounenka mo ckajgara Ha CbBeTa Mo MeJUIMHCKA
HayKa.

2.6. Jlorosop Ne 4/2007 r. na MY — Codust
HAYYHO HAITPABJIEHHME: MImyHHa cuctema

TEMA HA U3CJEJOBATEJICKUS MPOEKT: HLA xiac Il reHetnyeH nonuMopdu3bM npu OOIHU
¢ aHTU(OCHOTUIHIIEH CHHIPOM

HNEPNOJ HA ®PUHAHCOBA NOJKPEIIA: 2007 1.
BOAELL U3CJIEJIOBATEJL: I1pod. n-p Mapra [lerpoBa banesa, tmMu
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUIL:

e Cr.u.clct. g-p ®anu ['eopruesa Maprunosa, amua; MBAJI “ITuporos”;
e Jlou. n-p Peruna Xax JIxepacu, mv; Kinuanka o wHedposorus, YMBAJI “AnekcanapoBcka’;

e Jl-p Munena KpacumupoBa Hukonosa, nm, acuctent; Knunmka mo nedponorus, YMBAIJI
“AnexkcaHpoBcka’”;

e Jlou. n-p Mapus Togoposa, nm; Kareapa narodusuonorus, MY — Codusi.
AJIPEC 3A KOHTAKTM: 1431 Codwus, yu. I'. Coduiicku 1, Tem. +359 2 923 05 43
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BA30BA OPI'TAHM3AIIUA: YMBAJI “Anexkcannposcka”
PE3VYIITATH:

Otnenena e AHK ot 100 3apaBu u 22 6Gomuu ¢ antudocdomununen cunapom (ADPC). B
naboparopusiTa 10 UMYyHOTE€HETHKA Ha OTIECJICHHETO 0 TpaHC(HY3MOHHA XEMAaTOJIOTUS M UMYHOJIOTHS €
mBbpieHo HLA-DR nu HLA-DQ ThkanHo Tunmzupane Ha 100 31paBu HEPOACTBEHN KOHTPOIHH JIMIIA OT
Obarapckata nomymnanus (52 Mmbexe Ha Bb3pacT Mexay 20 u 65 1. u 48 xeHH Ha Bb3pacT Mexay 23 u 63
r.). U3eppmeno ¢ HLA-DQ TpkanHo THmm3upane Ha 5 Ooman ¢ ADC. 3a HLA TunmsupaneTo ca
mnomaan JIHK excrpaknnonen kut Ha ¢upma Protrans, PCR-SSP meronm ¢ enexrpodopernano
oT4YHMTaHe ¢ KuToBe Ha (upma Protrans 3a 3apaBute nuna U PCR-SSO merton ¢ amapar AUTO LIPA.
Uznon3eanu ca kuroBe, mokpuBamu cienaure HLA cnemmduunoctu ot mokyc DRBI1*: DRB1*01,
DRB1*03, DRB1*04, DRB1*07, DRB1*09, DRB1*10, DRB1*11, DRB1*12, DRB1*13, DRB1*14,
DRB1*15, DRB1*16 u ot nokyc DQB1*: DQB1*02, DQB1*03, DQB1*04, DQB1*05, DQB1*06.

[lpu 3apaBuTEe Hall-BUCOKAa € aHTHUTeHHATa d4ecTtoTa Ha clienHuTe Jokycu: DRB1*03-88%,
DQB1*05-54%, DRB1*11-49%, DQB1*02-35%, a naii-Hucka — Ha DRB1*09-1%, DRB1*12-2%,
DRB1*15-9%. B JlaGopaTopusita IO IMYHOJIOTHS ca u3ciaenBaHu 4 Buaa aHTU(HOCHOTUNUIHNA aHTUTENA
npu 22 OomHm ¢ mepBudeH W BropuueH ADC: cpemry KapAHONUNHH, OeTa-2-TIUKONPOTenH I,
tdbocharuamncepun u aHekcuH V. Bucoku aHtuTena Hamepmxme npu: IgG aHTHKapAHOMIWTTUHOBHUTE
antutena-50 % ot Oonuure, IgM anturenara — npu 27%, IgG antu- 6era-2-rauxonporeud 1-18%, IgM-
npu 13%, IgG antu dochatununcepun-npu 27%, IgM-nipu 13%. AHTuTenara cpemry aHeKCHH V He ca
MOBHUIICHHU TP T€3W OOITHH.

HAYYHHU ITYBJIUKAIIUN:

o banera M., Maptunosa ®@. Anmugpocgorunuden cunopom u HLA. Pepmaronorus. 2008 (mpuera
3a reyar).

Hayunusar ot4er e mpuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKka.

2.7. Jlorosop Ne 18/2006 r. Ha MY — Codust

HAYYHO HAIIPABJIEHHUE: MonekyispHa Ouonorusi u reseruka. Mudexkunun. MukpoOuosnorus.
Tponnyecka MmenuHa

TEMA HA H3CJIEJOBATEJICKUSA TMPOEKT: BupycosornyHo ¥ MOJEKYJISPHO-OMOIOTHYHO
MpOy4YBaHE BBPXY pPa3NpOCTPAHECHUETO Ha pOTaBUpPyCHaTa HMH(MEKIMsS Cpel JSTCKOTO HACEICHUE B
bearapus v KTUHHYHO MPOTHYAHE HA 3a00JIIBAaHETO

NEPUOJ HA ®PUHAHCOBA IMOJAKPEIIA: 2006 T.
BOJAEL U3CJIEJJOBATEJIL: [om. n-p Maiina Muxaiinosa Murosa — Tuxonosa, 1M
YJIEHOBE HA N3CJIIEJOBATEJICKUSA EKUII:

e JI-p Henu CrosnoBa Kopeyn, am, ct.H.c. 1 c1.; JIaboparopus “EntepoBupycn” — Hanuonanen
LEHTHP 1O 3apa3Hu U napasutHu Oonectu, Codus;

e JI-p 3natko Huxonos KwnBaues, am, ct.H.c. I cT.; PproBoguren JlabopaTopus “EntepoBupycu”
— Hammonainen neHTsp no 3apa3Hu u napazutau 6onectu, Codus;

e 3opunua BanentmHoBa MiagenoBa, Ouomnor, JlaGopatopus “EntepoBupycn” — Hammonanen
LIEHTHP 110 3apa3Hu U napa3utHu oosectu, Codus;
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o J[-p Jlio6ena ['eoprueBa AHIOHOBA, TJ1aBeH acUCTeHT B KimmHmka mo Mubeknrmo3nn, mapa3uTHi 1
tponmaecku 6onectn, YMBAJI “Cp.MBan Punckun” EA/;

e JI-p Atanac XpucroB MaHrspoB, aM; 3aBexnaml JeTcko oTneneHne cbC CeKTOp 32 MHTEH3MBHO
neuenne kbM CBAJIUIIB “Ilpod. MBan Kupos” EAJl, Codus;

e JI-p Cerna PagkoBa AnekcueBa, J[eTcko oTAeneHHe ChC CEKTOP 32 MHTEH3WBHO JICUCHHE KbM
CBAJIMIIB “TIpod.MBan Kupos” EAJl, Codus;

AJPEC 3A KOHTAKTHU: Codus, 6yn. Axan.Msan ['emos 17, 1431 Codust, Cu. ten: +359 2 952 26
97, mobuien: +359 887 856 592, e-mail: igmitov@sinetbg.com

BA30OBA OPTAHU3AIMA: Meauuuncku ¢axyirer — Codust, MBAJI “Cs. UBan Puncku” EAJl —
Karenpa no Mudexkuno3au 6onecty, NapasuToiorus U TPOIINYECKa MEAULIHA

PE3VYJITATNA:

Ot cubpanute o6mo 606 QexamHu MPoOM W HM3CIEIBAHH Ype3 Pa3IMYHUA POTABHPYC aHTUTCH-
OTKpHUBAaIM TECTOBe (JIaTeKC-arJyTHHAIMOHHU, wuMyHoxpomarorpadcku u ELISA) wu  upe3
nonuaxkpunamuaHa-ren enexkrpodopesa (IIAI'E), B 239 (39,4%) oT Tsax 0sixa yCTaHOBEHH POTAaBUPYCH.
Benuku dekannn npoOu Osixa W3CneABaHM O PYTUHHUTE MHKPOOHOJOTMYHM METOAW 32 YPEBHU
MaTOT€HHU MUKPOOPTaHU3MHU U C€ YCTaHOBH, 4e ca HeraTuBHU. Cnen excrpakius Ha PHK, 78 potaBupyc-
MOJIOXKHUTENHU Tpobu Osixa momnoxenn Ha G- u P-reHoTHnupaHe ¢ MOMOIUTAa HAa E€AHOCTBIIKOB
seminested-RT-PCR. Jlomunupaii 6€ HOBHAT ri1o0anHo Haii-pasnpoctpaneH tun G9 P[8]. bsxa mokazanu
HsIKOHM cMeceHH poTtaBupycHH nHpeknn (G1+G2, G2+G3, G1+G9 u G1+G4).

EnmpaemuonornaauTe v KIMHAYHA JaHHA IIoKa3axa, 4c:

1. PoraBupycute ca OCHOBEH €THOJNOTHYEH (DaKTOp MPH Jema C OCTPH TaCTPOSHTEPHUTH IO S-
TOJUIIIHA BB3pAcT B HAIlIaTa CTPaHa;

2. PotaBupycHHTE TaCTPOSHTEPUTH Ca Hail-4ecTH BbB Bb3pacTTa 4 Mec.-2 TOJ.;
3. Haii-Bucoka e yecToTaTra Ha poTaBUpyCHaTa Auapus pe3 ce30Ha sSsHyapu-Mai;

4. Yecrorata Ha poTaBHpycHaTa HHQEKIHS € 3HAYUTEIHO II0-BUCOKA IIPH MOMYETaTa B
CpaBHEHHE C MOMHYETATA,;

5. KinuHnvHuTE 1MpOosiBM Ha poTaBUpyCHATa MH(QEKIMS, aHATU3UPAHH IIpH 73 J1e1a ¢ €THOJIOTHIHO
JIOKa3aH POTABHPYCEH TacTPOCHTEPUT Ha BB3pacT <5, XOCHUTAIM3UPAHH B Pa3IMYHU paiioHH Ha
CTpaHara, MOKa3BaT 4e Haii-uecTUTe CUMOTOMH ca (peOpuiInTeT, MOBPBIIAHE, AUAPUS U JCXHUIpaTaIlHs.
bsixa ycraHOBeHM ciieIHUTE Hal-yecTH ChUYETaHMS OT CHUMIITOMH: TUAPHs, MOBpbILAHE U (HeOPHIUTET,;
IUapusi U MoBpblIaHe, nuapus u Gedpunurer. Cpex HaONI0NaBaHUTE Jela Hal-3aCThIICHA € YMEPEHO
TexKa popma Ha IMpoTHYaHe Ha 3a0oisBaHeTo. PexuapaTupaiiara Tepamnus U Oe3akTo3HaTa aueTa Osxa
OCHOBHH CpEJ/ICTBA B JICUEHUETO Ha JIellaTa C POTaBUPYCHH FaCTPOECHTEPUTH.

HAYYHU ITYBJIUKAIIUU:
e MmanenoBa 3., Kopcyn H. Iljamoeo pasnoobpasue u mexanusmu Ha eBOMOYUs Npu
pomasupycume. Meauuunacku nperiien. 2007, 2; 5 — 13;

e TuxomoBa M., Kopcyn H., MaurspoB A., HaiinenoBa H., AnexcueBa C., Miagenosa 3..
Pomasupycnu eacmpoenmepumu — KIUHUYHO U BUPYCONO2UYHO u3cleosare. MeTuIUHCKI
npernen. 2007, 2; 57-61,

e Tuxonosa M., Henosa M., CroiiueBa M.. Korcencyc 3a neuenue na ocmpu upesHu uHQexyuo3nu
3aboasa8anus npu 8b3pacmuu u deya. Menunmncku npernen. 2007, 1, 105-111;
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Tuxomnosa M., HeroBa M., CroitueBa M.. Koncencyc 3a neyenue Ha ocCmpu 4pesHu UHQeKyuo3Hu
3aboansanus npu ev3pacmuu u deya. Nudekmumosnn 3adonsasanms. 2007, 1, 3-14;

Tuxonosa M., HenoBa M., CroiiueBa M.. Jleuenue Ha ocmpu upeéru uHphekyuosHu 3a00116anus
npu 6v3pacmuu u oeya. KoHceHcyc Ha OBJITapcKO APYKECTBO MO WHPEKIIMO3HH OosecTH. JeTcku
6onectu. 2007, 1, 37-47.

HAYYHH ITPOSIBU:

HayKa.

Tuxonosa M., Henosa M., CroiiueBa M.. Jleuenue na ocmpu upesHu uHpexyuosnu 3a00116aHus
npu gv3pacmuu u deya. KoHnceHcyc Ha OBATapcKo APYKECTBO MO MHPEKIHo3HU Oonectu. Tpera
HanoHaiHa KoHpepenuust Ha B/Ib Bapua — 13-15 oxtomBpu 2006;

TuxomoBa M., Kopcyn H., ManrspoB A., HaiinenoBa H., AnexcmeBa C., MmagenoBa 3.
Pomasupycnu  cacmpoenmepumu. Jloxnan wHa Tpera Hammonamna xoHpepeHIHs 10
nH(pexknno3nu domectu. BapHa, 13-15 okromspu 2006;

Mrnanenoa 3, Kopcyn H., Tuxonosa M.. Pasnpocmpanenue u wamoeo xapaxmepusupane Ha
pomagupycume 6 bvreapus npes 2006 2. Noxnan Ha [letn Hanmonanen Konrpec mo Knunnuna
Muxkpobuonorus u Undexronorus, [Imosnus, 19-22 ampwm, 2007;

Tiholova M, Korsun N., Mangarov A., Naydenova N., Aleksieva S., Mladenova Z.. Clinical and
virological investigations of children with rotavirus gastroenteritis. 25th Annual Meeting of the
European Society for Pediatric Infectious Diseases, Porto, Portugal, May 2-4, 2007;

Tiholova M, Korsun N., Mangarov A., Naydenova N., Aleksieva S., Mladenova Z., Kalvatchev
N.. Clinical and virological investigations of children with rotavirus gastroenteritis. VI
International Congress of Medical Sciences. Sofia, Bulgaria. 10-13 May, 2007 Suppl. To issue
1/2007, Vol. LIX: 105.

Hayunust otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha ChbBeTa mo MeIHMIHMHCKA

2.8. loroBop Ne 42/2006 r. na MY — Codus

HAYYHO HAIIPABJIEHHUE: MonekynapHa 6uosnorus u reaetuka. ImynHna cucrema. ['eporronorus

TEMA HA U3CJIEJOBATEJICKHUSA ITPOEKT: 'enernuen nonmumopdusem Ha NK penenropute u
TEXHHUTE JIUTaHI1 — poiIs 3a PyHKIMOHAIHATa akTHBHOCT Ha NK KiieTkuTe B mporeca Ha cTapeeHe

HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2006 1.
BOJIELL U3CJIEAOBATEJI: IIpod. n-p Enucasera Hopnanosa Haymosa, am, 1MH
YJIEHOBE HA NU3CJIEJJOBATEJICKHUSA EKUAIL:

Munena UBanoBa WMBanoBa, naM, Ti.acucteHT, lleHTpanHa mnabopaTtopusi MO KJIMHUYHA
nmyHonorus, Y MBAJI «AnekcanapoBckay;

J-p CrexxuHa MuxaiioBa MuxaiinoBa, M, CT. acUCTeHT, LleHTpaiHa tabopaTopus 1Mo KIMHUYHA
nmyHonorus, YMBAIJI «AnekcanapoBckay;

Hon. Anacracus IlerpoBa MuxaiinoBa, 1M, Llentpanna nabopaTtopusi 0 KIMHAYHA UMYHOJIOTHS,
YMBAIJI «AnekcanapoBcKay;

I-p Kamuna Jlazaposa IlenkoBa, LlenTpaiina maboparopus mo KIuHUIHA uMyHosorus, Y MBAJI
«AJeKCaHIPOBCKAY;
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o JI-p Kpacumup CrosHoB Buses, H.c. I cT., CBAJIEHT;
o JI-p Amemms Xpucrosa L[Berancka, mm, CBAJI/Ib.

AJPEC 3A KOHTAKTMU: LUentpanna naGopatopuss Mo KIMHWYHa wuMyHONorus, YMBAJI
” Anexcanaposcka”, yi. I'. Coduiicku 1, 1431 Codust; Tem: +359 888 995 449; +359 2 9230 690, E-mail:
immun@alexandrovska-hospital.bg

BA30OBA OPI'TAHM3ALMUSA: Meanmmackn (hakynTeT, KaTeapa Mo KIMHIYHA JTabopaTopHst U KIIMHUYHA
umyHonorus, YMBAIJI ,,AnexcanapoBcka”

PE3VYIJITATMU:

B HacrosmeTo mpoydBaHe 3a NpPBB IBT € INPWIOKEH KOMIUIEKCEH TIEHETHYEH MOAXO0J 32
n3ciieiBane poisata Ha noaumopdmima Ha KIR u texante HLA nuranay npu IbATOJIETHALIA B (GaMUITIH
OT OBJarapckaTa MoIMyJalys ¢ OrJie]] OleHKa Ha BIMSHUETO MM IIPH MpoliecuTe Ha crapeeHe. [lomyyenunTe
pe3yiaTaTH ToKa3BaT Hanuuue Ha jaBa xamiortuna A*0101-B*5101-DRB1*1101 u A*0201-B*1801-
DRB1*1601, acoumupanu ¢ pgpiaronetue B Obarapckara nomynamus. [locodenuTe xammotumu ca
HAMEpPEeHH KaTo TMPOTEKTHBHU MpPU Pa3IMYHU aBTOMMYHHH 3a00isiBaHHA 3a Hamara nomynanus. [lpu
npoyuBaHeTo Ha KIR rennust peneproap npu miaau U Bb3pacTHU MHAWBUIM ca HamepeHu 4 HoBu KIR
mpoduna ot AB rpymara (A1Bx, AxBx, A3Bx, AxB4) um emuH AXAX npodui, XapakTepHH 3a
Opirapckata nomynauus. Epunumsar ot 1iax (AxBxX) ce cpema camo mpu BB3pacTHH HHIMBUIU.
CpaBHUTETHUAT aHAJIU3 HE MOKa3a CTaTUCTHYECKH 3HAUMMHU pa3nukd B KIR-reHHus, xamioTumHus u
PELENTOPHO/IUTaHAHUS penepToap MEXIy Bb3PAaCTHA M MiIaau uHAuBUAW. HabmromaBaHWTE TEHACHIMN
3a paznuuus He m3KirouBar ponsta Ha KIR momumopdusma mpu crapeenero. Hamepena e acommanus
Mexay HuBaTa Ha -CMV IgG antutena m KIR, n3passdBamia ce B HamajeHa 4eCTOTa Ha aKTHBHpAIIUA
KIR2DSS5 anen n va A1B10 npoduna npu MHAMBUIY C BUCOK TUTHP HA aHTUTEJATA.

HAYYHHU ITYBJINKALINUA:

e Naumova E., et al. 14th International HLA and Immunogenetics Workshop: Report on the
immunogenetics of aging. Tissue Antigens 69, 2007, S1, 304-311

HAYYHU ITPOSIBU:

e Naumova E., et al. Immunogenetics of Aging — contribution to understanding the immune
dysfunction at old age. 21% European Immunogenetics and Histocompatibility Conference,
Barcelona, Spain, May 5-8, 2007. Tissue Antigens 69, 2007, 5, 394-395.

Hayunust otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha ChbBeTa mo MeIHMIHMHCKA
HayKa.

2.9. loroBop Ne 8/2006 r. Ha MY — Codusi
HAYYHO HAIIPABJIEHUME: buoxumus. Metaboau3bM. Pak: OHOJIOrHs, €MUIeMUOIIOTHS, Teparysl

TEMA HA M3CJIEJAOBATEJICKUSA ITPOEKT: Ckpununros BETX ananu3 3a HUCKOMOJIEKYJIHH
OmomMapKepH IMpH MalMeHTH C YCTAHOBEH KapIIMHOM Ha MUKOYHHUS MEXYp M KapIITHOM Ha IPOCTaTHATa
xKiesa

NEPNOJ HA ®PUHAHCOBA NOJKPEIIA: 2006 1.
BOJAEL U3CJIEJOBATEJIL: acucrent Ctedan Cerozapos [leTpor
YJIEHOBE HA U3CJIIEAOBATEJICKUS EKUIL:

e Jlom. n-p Yasmap Kpymos CiaBo, Kimmanka o Ypomorus, MBAJI “AnekcanapoBcka’;
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e Enenko IletkoB IlomoB, «kiouHUYeH opauHatop, Kiunuka 1o VYponorus, MBAIJL
“AJexcaHIpoBCKa”;

e Banenrun CroiiueB Jlo3aHoB, crienuainucT — xuMmuk, Kateapa nmo Xumus u buoxumus;
e Jlommuna Bragumuposa Matesa, cnenuanuct — xuMuk, Karenpa no Xumus u buoxumust.

AJIPEC 3A KOHTAKTH: Menununckun ®akynrer, Kateapa no Xumus u buoxumus, yin. 3apase 2,
1431 Codus; cin. Ten. +359 2 9172 518

BA30OBA OPI'AHU3AIUSA: Mennumackn ®@akynret, Katenpa no Xumusa u buoxumus, yn. 3npase 2,
1431 Codus

PE3VYIITATH:

bsixa n3cnenBanu cepyMu U ypUHU OT 57 MAIMEHTH, pa3ieNeHu B TpH rpynu (24 ¢ KapIHOM Ha
MMUKOYHUS MEXYp, 6 ¢ KapIMHOM Ha TpocTarara, 27 ¢ 1oOpokadecTBeHa XUIepIuia3us Ha mpocrarata u 11
koHTpoin). Paspaboruxme Obp3 u uyBcTBUTeNeH BETX-duryopecienten MeTo] 3a e IHOBpEMEHEH aHAIIN3
Ha aMHHOKUCCIIMHH, ITIOJIMaMWHH, KaTCXOJIaMWUHH U MCTaHCq)pI/IHI/I. Bcuukm ananmusu ca MMPOBCACHU CJIC
nepuBatuzanus ¢ 9-pmyopermnokcukapoonun xmopua (Fmoc-Cl). [lpu mamumenTHTe ¢ KapIuHOM Ha
MUKOYHHUS MeEXyp, MalUeHTH C KapUWHOM Ha TpocTaTata W ¢ J0OpOKadyecTBeHa XHUIEpIUIa3zus Ha
IpocTaTata KOHIIEHTpalusITa Ha CIEpMUH B YpHHATa MO-BUCOKA OTKOJKOTO NPU KOHTpOJHATa rpyIma.
[Ipy manueHTUTe ChC 3T0KAYECTBEHN YPOJOTHYHH 3a00sBaHUA KOHIEHTPALMUTE HA MeTaHePUHHUTE ca
HaJ YETHUPU IbTH IO-BHCOKM OTKOJKOTO NIPH KOHTpOJHATa rpymna. KoHIeHTpanure Ha cnepMHHA U
MeTaHe()pUHUTE B ypHUHA OWMXa MOTJIH Ja ce M3MOJ3BAaT KaTo MapKepH 3a YPOJOTHMYHH 3T0KAUYECTBCHU
3a00JsIBaHuUS.

HAYYHHU ITYBJINKALIUUA:

e Lozanov V., Benkova B., Mateva L., Petrov S., Popov E., Slavov C., Mitev V. Single run
analysis of amino acids, polyamines, catecholamines and metanephrines as 9-
fluorenylmethyloxycarbonyl derivatives by high performance liquid chromatography. Department
of Chemistry and Biochemistry, Medical University of Sofia, 2 Zdrave Str., 1431 Sofia, Bulgaria.
Department of Urology, UMHAT “Alexandrovska”, Medical University of Sofia, 1 St. G.
Sofiisky Str., 1431 Sofia, Bulgaria.

HAYYHH ITPOSIBU:

e Slavov C., at all. Assessment of levels of amino acids, polyamines, metanephrines and
cateholamines in serum and urine samples in patients with carcinoma of the bladder,
adenocarcinoma of the prostate and BPH. 28" Congress of the Société Internationale d’Urologie,
Cape Town, South Africa, November 12-16, 2006, Journal of Urology, Volume 68, Supplement
1, Page 299.

Hayunust otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha ChbBeTa mo MeIHIMHCKA
HayKa.

2.10. Jorosop Ne 30/2006 r. ua MY — Codus

HAYUYHO HAITPABJIEHHUE: Pax: 6uonorus, enmuaeMUOIOTHS, Tepansl. EHTOKpruHAY Ki1e3u

TEMA HA H3CIEAOBATEJICKUS MNPOEKT: VYcranoBsBane Ha braf-t1796a wmyrtauus B
LUTOJIOTUYEH MaTepuasl OT THhHKOUIJIEHA OMOICHS KaTo JOMBJIHUTENECH JUAarHOCTUYEeH M MPOTHOCTHYEH
KpUTEepUi 3a ManuIapHus THPEOUEH KapIInHOM


http://www.sciencedirect.com/science?_ob=PublicationURL&_tockey=%23TOC%236105%232006%23999319999.8998%23635494%23FLA%23&_cdi=6105&_pubType=J&view=c&_auth=y&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=0608614df54deea4936130be126767e9
http://www.sciencedirect.com/science?_ob=PublicationURL&_tockey=%23TOC%236105%232006%23999319999.8998%23635494%23FLA%23&_cdi=6105&_pubType=J&view=c&_auth=y&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=0608614df54deea4936130be126767e9
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HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2006 .
BOJAEIL U3CJIEJOBATEJI: [ou. n-p Pycanka JumutpoBa KoBaueBa, M
YJEHOBE HA U3CJTEJOBATEJICKUSA EKUAII:
e JI-p Janunena HuxonoBa bantamxuesa, mm, HaydeH cbTpyaauk, MBAJI "Anekcanaposcka" EAJL;

o Jl-p Pagmra CredanoBa MBanoma, aMm, HadasHuk Ha Jlabopatopms mo Ilatomopdomnorus u
nuroguaraoctrka, Y CBAJIE "Axan. Wean Ilenues" EAJ;

e JI-p Munena MBanoBa MBanoBa, nM, acuctent, MBAJI "Anexcanaposcka" EA/JL;
e Pamuna bopucnasosa BanoBa, rinasen acuctent, Y CbAJIE "Axan. MBan [lenues" EAJI.

AJIPEC 3A KOHTAKTM: KnuHuka 1no TUPEOMIHH M KOCTHO-MeTabonuTHH 3abonsBanus, Y CBAJIE
“Axan. Us. Ilenues” EAJ], yn. Jamsau 'pyes 6, 1303 Codus, Tenedonn: cinyxeden +359 2 987 28 95,
mobumieH +359 898 608 602; e-mail: roussanka kov@yahoo.com

BA3OBA OPI'AHUM3AIUSA: Memunuacku ¢akynrer, Knumandern llentsp mo EHmokpuHomorust u
I'epontonorus, YCBAIJIE “Akan. Us. [lenuer” EAJ]

PE3YJITATMU:

Comarnunu mytauuu B BRAF rena ce cpemar npu MHOro KapuuHoMu. Te ca orpaHUYEHH B
KUHA3HUS JIOMEH Ha reHa, Jiokanu3upanu B ek30HW 11 u 15. Hax 80% ot MyTamuuTe ce IbDKaT Ha
eMHUYHA 3aMsHa Ha TUMHJIMH ¢ aicHuH Ha nmo3unus 1796 (T1796A), koeTo BoAu 10 3aMsiHA HA BaJIUH B
KOJIOH 599 ¢ TIIyTaMHUH U KaTo CJIE/ICTBUE - KOHCTUTYTHBHA aKTUBAIN Ha KMHA3aTa.

B npoyuBanero 0s1xa BruroueHu 39 GOJTHU ¢ HOJO3HA CTpyMa, 33 KeHH U 6 MBXKe, B 3aBHCHMOCT
ot exorpadckus oopa3 Ha Be3auTe. TAB Oecre u3BbpieHa Ha 41 Bb3ena Ha IUTOBHIHATA JKJie3a U 2
muMpHN Bb3ena. bomHHUTE CbC 37I0KauecTBeHa LUTONOTHS — 14, ca XHUCTOJIOTMYHO BEpUPHULUPAHU.
Uzcnenane 3a T1796A BRAF wmyramus Oemre u3BBpIIEHO TpH BCHYKH OonHM: 13 ¢ mammiapeH
tupeone kapunHoM (I1TK), 1 ¢ MexynapeH TupeoueH KaplMHOM M MeTacTa3a B JIUMQeH Bb3el, 25 ¢
n00poKadeCcTBEHA IIUTOIOTHSL.

I'enomua JIHK Ge excrpaxupaHa oT kieTbuHHS Matepuan, B3eT ¢ TADB, u ex3onu 11 u 15 Ha
BRAF rena 6sixa ammmiguuupani ¢ npaiimepaa cvec Variant SEQr™ Resequensing System (AB, USA).
CexBenupanero Ha PCR ammmudunupanure ek3onu ce m3pbpiu ¢ —21 M13 F u M13 R npaiimepu upe3
Big Dye Terminator kut 3a nukianuHo cekBenupane (AB, USA) na ABI 3100 aBTomaTtn4eH ceKBeHATOP.

B exos0H 11 He ce yctaHoBuxa mytauuu. T1796A BRAF myTtanus ce yctaHoBH B €k30H 15 npu 9
or 13 6omam ¢ IITK (69.2%). Cebmiara mMyTanusi He ce OTKPU NPH HUTO €IWH OT 25-Te OONHHU C
No0poKayecTBeHa UTONOTUs. AHAJIOTHYHH PE3YJITaTH ChOOIIABAT U APYTH aBTOPH.

He e sicno 3amo BRAF myranusara ce ycranoBsaBa camo npu IITK, gokato RAS myranus ce
OTKpHBa KaKTO IPH JOOPOKAYECTBEHH, TaKa M IPHU 3JI0KAUYCCTBEHHM HOBOOOpPA3yBaHUs Ha IIMTOBUIHATA
xme3a. YcranoBsBaneto Ha T1796A BRAF myrtanus camo mpu 6omam ¢ IITK mpeamomara, ge Tasm
MyTalusl BEPOATHO y4acTBa B OHKOI'€He3aTa Ha MOCICAHHUS.

HAYYHU ITYBJIUKAIIMU:

e Kosauesa P, Bamramkuesa JI. BRAF"” yymayus npu mupeouonume mymopu — nosa
nepcneKmusa 3a OUAcHO3a U NPOSHO3A HA NANULAPHUS mupeouder Kapyunom. EHTOKpUHONOTHS,
2005, 10, 183-189.

HAYYHU ITPOsIBU:
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e Kovatcheva R., Baltadjieva D., lvanova R., lvanova M. Analysis of BRAF"7** mutation in

aspirates from thyroid nodules as additional tool to fine-needle diagnosis of papillary thyroid
cancer. 2nd International Congress on Immune Mediated Diseases, September 10 — 15, 2007,
Moscow (submitted).

Hayunusart otyet e npuet ¢ /[ObPA ouenka no ckajata Ha CbBeTa Mo MeIMIMHCKA HayKa.

2.11. Torosop Ne 21/2006 r. na MY — Codust
HAYYHO HAITPABJIEHHUE: Pak: 6umosorus, enmuaeMHoIorus, Tepanus. ['acTpo-nHTecTHHATICH TPAKT

TEMA HA MU3CJIEJOBATEJICKUSA ITPOEKT: Ilpoy4uBane mpoMeHUTE Ha HSIKOW IUTOKWHU TIPH
TEPMOJICCTPYKIIHS U QIKOXOJIM3AIMs IIPH MAIMEHTH C TBPBUYCH U METaCTaTHUEH YSPHOAPOOEH pak

HEPUOJ HA ®PUHAHCOBA ITOAKPEIIA 2006 .
BOAELL U3CJIEJOBATEJI: IIpod. a-p 3axapuit AnexcannpoB Kpbcre, aMH
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

e JI-p Boxugap LiseranoB TomoB, acuctent kbM Karenpa Berpenrau 6onectu kbM MY — Codus,
Mectopabota: Kimunuka o 'actpoenteposorust kbM YMBAJL “Cs. MBan Puiicku”, Codust.

AJPEC 3A KOHTAKTM: 1431 Codus, Oyn. Mean ['emmoB 15, YMBAIJI “Cs. WBan Puncku”, Tenedon:
+359 2 851 08 23

BA3OBA OPT'AHM3AIUA: Menununcku Daxynrter, Karenpa Bowrpemnu bonectn, Knunanka mo
l'actpoenTeponorust kebM YMBAJI “Cg. UBan Puncku”

PE3VYIJITATH:

L]en: Jla ce ycraHOBM MMa I TIpoMeHHu B cepymHuTe HuBa Ha IL-6, HGF, VHGF u TGFB1 npu
MAIUEHTH C IECTPYKTUPAH YEPHOAPOOEH PaK U Ja Ce CPaBHSAT ChC 3PaBU.

Mamepuan u memoou: npu 10 OGOTHM ¢ TBPBHYEH UYEPHOAPOOEH pak (5) W eIUHUYHU
YEPHOAPOOHU METAcTa3u OT KOJIOpeKTajeH pak (5) MpoBeI0XMe BHCOKOUECTOTHA TEPMOJCCTPYKITHs (6)
WIN TIepKyTaHHa eTaHonoBa aruukanms (4). [Ipu Bcuuku n3cnensaxme cepymuute HuBa Ha IL-6, HGF,
VHGF u TGFB1 enun neH npeau MaHUIyJausITa, HEIIOCPEACTBEHO MIPEIN MAHUITYJAIMTA, HA 3-1 Jac
cJie]] MaHUMYJIAKUATa, KaKTO U Ha 1-1, 2-s1 ¥ 7-1 JIeH ciie]] MaHUMIyJIanuara, a c¢bino u npu 10 3apaBu
KOHTPOJIH.

Pezynmamu: He ycraHOBHXMe pa3iiMKa MEXIy cepyMHUTe HuBa Ha IL-6 Ha mpenxomHus IeH u
HEeTnocpeAcTBeHO npeau Manumynanusra (p=0,779). Ilpu nexyBaHWTE NAlMEHTH CEPYMHOTO HHUBOTO Ha
IL-6 3amouBa 3HauMMo ja HapactBa Ha 3-a udac (p=0,017), ma mepBus (p=0,017) m Ha BTOPUA AEH
(p=0,013) copsmo m3xomauute HuBa. Ha cemmus nen HuBoTO Ha IL-6 3amouBa ja cmajga, HO HE JOCTUTA
u3zxoauute croitnoctu (p=0,037). Cepymuute HUBa Ha IL-6 Tpu mauueHTH ¢ paK ca 3HAYUMO [10-BUCOKH
OT Te3u npu 3apasute KoHTposu (p=0,01). Hama paznuka mexxay cepymHute HuBa Ha IL-6 Ha manueHTH C
HCC wu wmeracratuuen depuoapoben pak (p=0,831), a cpmo w MeXay BHIa Ha H3II0JI3BaHATa
MaHumynamys 1 HuBoto Ha IL-6 (p=0,210). He ycTraHOBMXME 3HAaYMMHU NMPOMEHH B CEpPyMHHTE HUBA Ha
HGF, VHGF u TGFB1 B xoaa Ha pa3nuuHUTE MaHUITyJallld, KAaKTO U pa3jiiKa B HUBATa Ha 3/paBU U
JIEKyBaHH MalMEHTH.

3axnouenue: CepymHuTe HUBa Ha caMo Ha [L-6 moka3BaTr e THONOCOYHM 3HAYMMHU ITPOMEHU TIPH
JEeCTPYKLUsI Ha YEPHOIPOOHH TYMOPH NPH HALMEHTH C IBPBHYEH WMJIM METAacCTaTHUEH KOJIOPEKTaJeH
YepPHOIPOOEH pakK.
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HAYYHH ITPOSIBU:

o Tomor b., Anexcues A., Kpwscrer 3. u np. Juramuunu npomenu na IL-6 npu decmpyxyus Ha
uyepnodpoonu mymopu. Ilpensaputennu pesynratu. XI HamuonaneH koHrpec mo yjaTpasBYK B
MenunuHarta, Bapaa, bearapus, 11 - 13 Oxromepu 2007, 17-18, JIluarHocTrueH U TepaneBTHYCH
ynrpas3Byk 2, 2007 .

Hayunusart otyet e npuet ¢ /[ObPA ouenka no ckajata Ha CbBeTa Mo MeIMIMHCKA HayKa.

2.12. Jorosop Ne 28/2006 r. ua MY — Codus

HAYYHO HAIIPABJIEHHUE: Pak: Guomnorusi, enuaeMuoIorus, Tepanus. MosekynsipHa Onomorus u
TCHETUKA

TEMA HA U3CJIEJOBATEJCKHSA NPOEKT: [Ipoy4uBane ponsita Ha TOTUMOPOU3IMH B TCHU
XRCC1 u XRCC3 3a pa3BuThe Ha paHHHTE J'HUYEBH PEAKIMH MPH KapIHOM Ha MaTOYHAaTa IHHKA U
SHIIOMETpUyMa

NEPUOJ HA ®UHAHCOBA INOJAKPEIIA: 2006 1.
BOJEIL U3CJEJOBATEJI: I'naBen Anekceii CnaBkoB CaBoB, TJIaBEH aCHCTEHT, 10
YJIEHOBE HA U3CJIIEJOBATEJICKHUSA EKUIL:

o Panka [letpora KbHeBa, 10, Onoxumuk, HanronanHa reHeTHyHa 1a00paToOpus;

o [Ipod. n-p Tarsna umutpoBa XamxueBa, IMH, PrrkoBoauten Ha OTAEICHUE MO JIbUEICYCHUE,
YMBAIJI “Hapunia Moanna” EAJL;

e JI-p 3axapu MBanoB 3axapues, cT.H.c, Otaenenue mo abuencuenne, YMBAJ « [lapuua Moanna”
EA/L;

e Jl-p Enuna llerkoBa EnueBa, mokropanT, MemumumHckH dakynteT, KnMHWYeH HEHTBp 110
Hyxneapna meaununa u apueneuenue, MBAJL “ILlapuna Moanna-UCYJI” EAJl, Knunuka no
oHKoTepanus, OTAeIeHHE TI0 THYCIICUCHUE;

e Urmuka Tomoposa Mopmanosa, qokTopanT, HarionanHa reHeTnyHa 1abopaTopus.

AJPEC 3A KOHTAKTHU: HaumoHaiHa reHeTHuHa Jjaboparopus, MEIUIMHCKH YHHUBEPCUTET —
Codus, yn. 3apase 2, 1431 Codus, Tenepon: +359 2 9172 473

BA3OBA OPIAHU3ALMUS: HanmumonanHa reHeTuuHa Jabopatopus, MeIUIMHCKH YHUBEPCUTET —
Codus, yn. 3npase 2, 1431 Codus

PE3VYIJITATH:

Len: Jla n3cnenBaMe acoruanusTa Ha et nomumopdusMa B aBa rera Ha JIHK pemaparmsita
XRCC1 (Codon 194 Arg/Trp; Codon 280 Arg/His; Codon 399 Arg/Gln) u XRCC3 (Codon 241 Thr/Met;
IVS5-14 17.893) ¢ pa3BuTHETO HA paHHM JTHYEBH PEAKLUHU B 00JIACTTA HA MAJKHs Ta3, IpU OOJIbUBaHE Ha
TyMOPH Ha MaToyHaTa MniKa U eHIOMETpUyMa.

Mamepuanu u memoou: IlpoyuaBaHeTo BKIIOYM 125 KeHH C KapIIMHOM Ha MaTOYHATA MIUHKA H
eHmomerpuyM, cenekrupanu ot 2006 no 2008 r. Ilpu BcHYKHM MAIMEHTKH O MPOBENEHO MEePKYTaHHO
JpuesieueHre B JeUHUTHBEH WM aJI0BAaHTEH IUIaH Cie]] XUPYPrudHo JieueHne. O0maTa OrHuIiHa 1032
Bapupamie Mexay 50 u 56 Gy. [Ipu otuntane Ha paHHUTE JTHYCBH PEAKIIMU B 00JIACTTA HA MAJIKUS Ta3 ce
npmnoxu ckagata CTAEC v.3.0. za NCI. Ot BeHo3Ha kpbB ce uzonupa JJHK u 3a renoTunmsupane ce
u3Bbpu RELP ananus. JIbueBuTEe peakuuu ce moiapasaesinxa Ha peakuyuy Ha raCTPOMHTECTUHAHUS U



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
- 111 -

TeHUTOYpUHAPHUS TpakT. Karo Te oT cBos crpana Osxa oOeAWHEHW Ha ABE TPYNHU: ,,0€3 WM Ciabo
nzpaszenu pexkuun” (0-1 crenenn) u ,,yMepeHo ¥ CHIIHO U3pa3eHu” (2-3Ta CTeNeHn).

Pezynmamu: Tlpu ceneMzecer U celleM MAlMEHTKH CE€ pa3BUXa ,,yMEPEHO M CHUIIHO M3pa3eHu’’
TaCTPOMHETCTHHAJIHHU pPEaKlWH, IOKaTo ocTtaHanute 48 Osxa B Tpymara ,,0e3 Wid clado H3pa3eHd
pexuun”. I'enntoypuHapHuTe peakiun ot 0-1 crenen ce HabmogaBaxa mpu 77 MaUeHTKH, a OT 2-3 mpu
48 manmentku. He 6gxa oT4eTeHN CTpaHUYHH PEaKLUK OT 4Ta CTEICH.

CraTtucTiuecKy 3HaYMMa € acormanusata Mexay noaumopdussm Codon 280 Arg/His B XRCC1 u
»YMEPEHO W CHJIHO W3pa3eHuTe” peaknnd Ha TeHWToypuHapHara cucrema. ['eHotmmsT G/G mokasBa
MPOTEKTHBHA pOJsl, AOKATO HaJMYUETO HAa MYTaHTHHS ayel yBeJdudyaBa JbYEUyBCTBUTEIHOCTTA
(p=0,0045). 3a ppyrure deTupu MNOTUMOP(U3MH HE CE€ YCTAHOBM CTAaTHUCTUYECKA 3HAYMMa POJ B
Pa3BUTHETO HAa CTPAHMYHUTE JIbUCBH PEAKIHH.

3axniouenue: Pe3yatatute OT HAcTOAMOTO mpoyuBaHe mojakpenar npuHoca Ha XRCC1 rena B
Pa3BUTHETO Ha PaHHW TCHUTOYPHUHAPHU pEaklHMy cjel oOxpyYBaHE B 00JacTTa Ha MAalKHs Ta3 Ha
TUHEeKoJoTHYHN Tymopu. He Oe ycraHoBeHa acormaius Ha uicieaBanute noimumopdusmu B XRCC3
reHa C paHHUTE JIbYCBU PCAKIIUH.

HAYYHU NYBJIUKALUMN:
[Ipencrou n3roTBsiHE Ha CTATUH 3a MyOJIMKALMS B OBATapCcKO U Yy>KAO CIIMCAHUE.
HAYYHMU ITPOSBU:

o Encheva E., et al. Association analysis of XRCC1 and XRCC3 polymorphisms with normal tissue
reactions after pelvic irradiation. European Association for Cancer Research EACR-20 meeting,
Lyon, France, 5-8 July 2008, poster presentation;

e Encheva E., et al. XRCC1 and XRCC3 genes polymorphisms in association with early normal
tissue morbidity after radiotherapy for gynecological malignancies. ESTRO 27, Goteborg,
Sweden, 14-18 September 2008, poster presentation.

Hayunusart otdet e mpuet ¢ /[ObPA onenka no ckajara Ha CbBeTa Mo MeIMIMHCKA HayKa.

2.13. Jlorosop Ne 36/2006 r. na MY — Codust
HAYYHO HAITIPABJIEHHUE: Kpbe. KpsBuu Oonectu. Pak: Ononorus, enmuaeMruoIor s, Teparus

TEMA HA U3CJIIEJOBATEJICKUS ITPOEKT: M3cnensane excnpecusaTa Ha TPaHCKPUIIIMOHHUTE
¢daxropu Ha Wilms’ (WT1) u simpenus daxrop xkana B (NF-kB) u TAxHOTO mporHocTuuHO 3Ha4eHUE IpU
0OJIHM C OCTPa MUEJIOUIHA JICBKEMUS

NMEPUO/ HA ®PUHAHCOBA ITOJAKPEIIA: 2006 T.
BOJAEII U3CJIIEJOBATEJL: [lou. n-p Cnupo MuxaiinoB KoHcTaHTHHOB, 1M
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKHAIT:

e Jlon. Jxancapan Mcemn XomkamKuK, TOKTOp; HalnoHaJeH IEHTHP MO XEMAaTOJOTHS U
tpancdysuonorus, Codusi, KnuHuka mo xeMaTosorus;

e Jlon. [Monwo baiiueB IleitueB, npokrop; HanuoHaneH UEeHTbp MO XEMaTOJOTHS U
tpancdysuonorus, Codus, KnuHuka mo xemMaTosorus;

e Jlon. Mumosza IlBeranoBa CraHeBa, nokTOp; HamuoHaneH LEHTBP IO XEMATOJOTHS U
tpancgysuonorus, Copus, Kimauka mo xemaTonorus;



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-112 -

e Jl-p bpamumup Brnammmmpor CmacoB, HammonameH 1eHTBp 10 XEMaTOJOTHA U
tpancdysunonorus, Codusi, Knuamka mo xemMaToaorus;

e JI-p LBeran IOnueB AnaiikoB, YHuBepcurercka 6omnuna “C. Anna”, KinuHuka no BbrpemHu
Oonecru.

AJIPEC 3A KOHTAKTU: ®apmanestnuen Paxynrer Ha MY Codus, Katenpa mo dapmakonorus u
Toxcuxomnorusi, Jlabopatopus mo Excriepumenrtanna Xumuorepanus, yi. ynas 2, p. 1000 Codwus, Temn:
+359 2 923 65 59, +359 2 923 65 09

BA30OBA OPTAHM3ALIUA: ©apmanestiueH dakynrer Ha Menununacku YHuepcuteT — Codust
PE3YJITATMU:

beme wuscnenBaHa XMMHOYYBCTBUTEIHOCTTAa Ha OJIACTHHUTE KJIETKHM, KAaKTO W IapajenHara
eKCcIpecHs Ha TpaHCKpUNIuoHHUTe (akTopu Ha Wilms’(wtl) u siapenns dakrop — kana B (NF-xB) npu
MaIMeHTH ¢ ocTpa MuenouaHa jgeskemus: (OMJII). Ananmsupanu 0sixa nepudepHa KpbB U XeMOTIOETUYCH
KOCTEH MO3bK. EHOBpeMeHHaTa eKcrpecus Ha ABaTa TPaHCKPUILMOHHY (akTopa Oerie nicnensaHa nmpu
21 mamuentu ¢ OMJL. Karo xoHTponu 0sixa u3non3Banu 10 37paBu KPHBOAAPUTEIU M S5 MALUEHTH C
HEXEMAaTOJIOTUYHU 3a0osiBanus. B nepudepHaTa KpbB Ha KpbBOJAPUTEIIUTE HE C€ YCTAHOBU EKCIIPECcHsl
Ha wtl 1 NF-xB, mokaTto B KOCTHMS MO3BK Ha €AWH MPEICTABUTENl Ha KOHTPOIJIHATA TPyIa Oelre OTKpUTa
MHoro ciaba excnpecus Ha NF-«kB. Ilpu nammenture ¢ OMJI npu 57,1% (12/21) He Oe ycTaHoBeHa
exnecuss Ha wtl, mpu 19% (4/21) — cnaba u cunaa — npu 23,8% (5/21). Ilpu 47,6% (10/21) ot
MalMeHTUTe ¢ ToBa 3aboisiBaHe He Oemie oTkpuTa excnpecus Ha NF-xB, meruma 6omnnu (23,8%) nmaxa
ciaba exkcrpecusi Ha TO3M Mapkep, a npHu octaHainure 28,5% (6/21) Gemre ycraHOBEHa CHIIHA €KCIPECHS.
XUMHOYYBCTBUTETHOCTTa Oerie u3cieasana npu 10 6omnu. [lanuenture 6e3 excnipecus Ha wtl mokaszaxa
mo-100pa XMMHOYYBCTBHTEIHOCT KBbM BCHYKM aHAIW3UPAHU LUTOCTaTUIM. [lanmmenture cbe cnaba
ekcripecuss Ha Wwtl Tmoka3zaxa pesucTteHTHOCT KbM Cytosinaraioside um Vepeside, HO 3amaszeHa
gyBcTBHTENHOCT cripsimo Idarubicine. [Ipu manmenTuTe che cUiTHAa eKkcnpecHst Ha wtl Oelle ycraHoBeHa
ciaba 4yBCTBUTEIHOCT KbM Idarubicine u Mitoxatrone, a CbhII0 U pe3UCTeHTHOCT KbM Cytosinarabinoside
u Vepeside.

HAYYHH ITPOSIBU:

e CnacoB b. u ap. Un eumpo excnpepumenmantu u3Ccie08anus HA XUMUOYYBCMBUMETHOCN HA
onacmuu knemxu npu ocmpa muerouona neekemus. VI™ Hammonamna Koudepenims 1o
Kmuanana Xematonorust — Manmuraenu nmumdomu;, [lnosaus, beirapus; 20-22 okromepu, 2005;
ctp. 36;

e CnacoB b. u np. Kopenayus meocoy excnpecusma wa wtl u XumuouyyecmeumenHocm npu
nayuenmu ¢ ocmpu muenouonu neskemuu. VII™ Hammonamna Koudepenuust no Kinuuudana
Xemaronorust — Muenounuu Heomnasmu; [lnesen, bonrapus; 12-14 okromspu 2006; ctp. 30;

e CnacoB b. u ap. Wilms’ tumor protein (WT1), multidrug resistance gene (MDR) and FLT3-
internal tandem duplication (FLT3-ITD) expression in patients with de novo acute myeloid
leukemia (AML). The 11™ World Congress on Advances in Oncology and 9" International
Symposium on Molecular Medicine; Kput, I'sprusi; 12-14 okromspu 2006; ctp. S57.

Hayunusar or4yer e npuer ¢ BMCOKA onenka mo ckanara Ha CbBeTa N0 MeIHIMHCKA
HayKa.

2.14. orosop Ne 30/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHE: Kpbe. KppBuu Oonectu. Pak: 6nonorus, enuaeMuoaorus, Tepamus
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TEMA HA U3CJIEJOBATEJICKHUS ITPOEKT: In Vitro uscnensane Ha XMMHOYYBCTBUTEIHOCTTA U
eKCIpecHaTa Ha aHTHAMONTOTHYHH (AaKTOPH B MOHOHYKJICAPHM KIETKH OT MAlUEeHTH C XPOHWYHA
muMQOIHUTHA JIEBKEMHS U MYJITHIUIEH MHEJIOM

MNEPUOJ HA ®UHAHCOBA IMOAKPEIIA: 2007 r.
BOJAEII U3CJIEJOBATEJIL: Jlom. n-p Criupo MuxaitmoB KoHcTaHTHHOB, M
YJIEHOBE HA U3CJEJOBATEJCKUSA EKUAIL:
e Jlom. n-p Cimpo MuxaiinoB Korcranturos, 1m; @D nmpu MY — Codus;
e JI-p liBeran IOmmeB AnaiikoB, opauHaTop-xematojor; YMBAJI ,,Cs. Aana”, Codus;
e ['m. acucr. I'eopru I{BetanoB MomekoB, moktop; @D npu MY — Codus;
e Jlesn Mopnanos Hocudos, marucsp aoxropant; ®D npu MY — Codus;
e Teonopa HukomnaeBa Atanacosa, 6akanasbp; @D npu MY — Codus.

AJPEC 3A KOHTAKTHU: ®apmanestuuen Pakynrer Ha MY Codus, Karenpa mo dapmakomorus u
Toxcuxomnorusi, Jlabopatopus mo Excriepumenrtanna Xumuotepanus, yia. [yras 2, 1000 Codus; Tem:
+359 2 923 65 59; +359 2 923 65 09

BA30OBA OPI'AHU3ALUA: ®apmanetrueH GakynTeT Ha MemuHckn Y HuBepeuteT - Codust
PE3YJITATM:

[Ipoyuena Oe aHTHMHeorlacTHyHaTta akTWBHOCT Ha Fludarabine, Bendamustine, Vincristine,
Erufosine, aHTpalMKIMHOBM aHTUOMOTWUIM W JAPYTH BHPXY NBPBUYHHA KYJITYpH OT MOHOHYKJIEApHU
KIIETKH, W30JIMPaHd OT meprudepHa KPbB MM KOCTEH MO3BK Ha TAIMEHTH C XPOHWYHA JHM(OIUTHA
neskemus (CLL) m wmyntummen wmuenom (MM). Fludarabine m Bendamustine mokazaxa BucOka
e(eKTUBHOCT npH KJeTKu oT nanueHTd ¢ CLL. YcraHoBeH O¢ MHOTO BHCOK JIsUT Ha TIO3UTUBHUTE 3a Bcl-2
cryqan Ha CLL (90%). Anamornyam nanHu Osixa ycraHoBeHH W 3a NF-kB (oxonmo 70% mno3uTtvBHH
po6m). [Ipu mpobute ot manmentn ¢ MM chiio Oe ycTaHOBEHa BHCOKA YeCTOTa Ha ekcripecus Ha Bcl-2
u NF-kB. Tlopaau kpaTkus CpoK Ha MPOCIEIIBaHE U OTHOCUTEIIHO MaJIKUs Opoi M3ClIe/BaHU MAIlUCHTH
(n=19) HEe Moe J1a ce OLleHU MPOTHOCTUYHOTO 3HAUYEHUE Ha JIBaTa MOJEKYJIHH MapKepa, HO JaHHWUTE 3a
MMPOTUBOTYMOPHA aKTHUBHOCT Ha TEXHU WHXUOUTOPH (HAmNp. KYpKYMHH) TOTBBPXKAABAT POJSATA UM KaTO
MUIIIEHH 32 ()apMaKOJIOTHYHO Bb3JIeHCTBHE.

HAYYHU NYBJIUKALUNU: TIpencron moAroTBIHE Ha MyOIMKAIMA ClIe]] OKOHYATETHATa OIICHKAa Ha
JAHHWUTE U MPUKITIOYBAHE HA MPOCIEISIBAHETO HA X0/1a Ha 32a00JISIBAHETO TIPH OT/ACTHUTE MAIlMEeHTH.

HAYYHMU ITPOSIBMU: 3acera HsiMa TakoBa NpeICTaBsIHE.

Hayunusar ot4yer e npuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKka.

2.15. orosop Ne 20/2006 r. ua MY — Codus

HAYUYHO HAITPABJIEHHUE: Copaeuno-cpaoBa cucteMa. EHIOKpuHEY )Je3n. IMyHHa cuctema

TEMA HA U3CJIEJOBATEJICKUS NPOEKT: OueHka Ha ChbpACUHO-CHIOBUS PUCK MIPU MIIATEXKH C
obOesuter Ha BB3pacT 17-20 T. BB3 OCHOBA Ha HIKOW AaJWIONUTOKHHH, NPOTPOMOOTEHHU U
npouHpIamMaTopHH BaKTOopU

HNEPUOJ HA PUHAHCOBA IIOJAKPEIIA: 2006 T.
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BOJAEI U3CJIEJOBATEJI: I'maBen acuctent Mapus Kosnesa Tomoposa, KMH
YJEHOBE HA U3CJIEJOBATEJICKUS EKHAIL:

e Jlon. n-p Koncrantun HukonoB Pamies, am; 3am.-Hayanuuk Ha BMA, navannuk Ha KionHuka
no NurensuHa Tepanus (KUT), Boenno-mennnunacka Axaaemus;

e [IIpod. m-p Mapra IletrpoBa bameBa, amH; PpkoBommten Ha JlaGopaTopus 1O KJIMHHYHA
nMmyHoJsorus npu Karenpa no Aneprosorus;

e [Ipod. n-p Anekcanawsp ['eoprues Croiines, nMH; PrkoBomuTen Ha JlabopaTtopust o ChpAedHO-
cpaoBa naronorust, Kareapa mo [latodusnonorus;

e [Inm acuct. a-p 3mpaBko AceHoB KamenoB, kmH; Knunuka no Ewnpoxpunonorus, YMBAJI
»Anekcanaposcka” EAJ], Codus;

e Jl-p 3opka HaueBa PammieBa; Hauanawk Ha eHzuMmonormuHa naboparopus kpM LIKJL, mpum
Boenno-menunmmacka Axagemus, Codust.

AJPEC 3A KOHTAKTMU: Karenpa no Ilatodusmonorus, Menunuackun YHuBepcureT - Codwus, yi.
I'eopru Coduiicku 1, 1431 Codus, Tenedonu: ci. +359 2 9230 244; nmom. +359 2 862 83 97; mobuneH
+359 889 257 953; e-mail: todorovamariabg@yahoo.com

BA30OBA OPI'AHU3ALUA: Menumuacku @akynret, Karenpa [latoduznonorus
PE3VIITATH:

B mpoyuBaneTo ca BkiroueHu 91 mianexu Ha Bb3pacT 17-20 roguHu, pa3feneHu Ha JBE TPyNu
cnopen UTM: ¢ UTM<25 u ¢ UTM>25. Omnpenensau Osixa: pbeT, ternno, MUTM, choTHOmEHHE
Tanus/xaHm , % wmacTtHa TbKaH. M3mepeno Oemre AH, ompenenuxa ce JeNTHH, aJAWIOHEKTHH,
antudochomunuaan anturena (AclG, AciM, ApsG, ApsM, beta2GP1 G, beta2GPI M), TNFalpha, IL-6,
TC, TG, HDL-c, LDL-c, hsCRP, xpearnnuH, muko4YHa KHceIHa, cBOOOAeH TecTocTepoH, UPU u kxpbBHA
3axap Ha riaagHo, HOMA — index.

Pesynmamu u uzeoou:
e HalmonaBa ce TeHAEHIMS KbM yBeIMYaBaHe Opos Ha MIIAJEKHUTE C HAJHOPMEHO TEriIo U
3aTIbCTsABaHe Ha Bb3pacT 17-20 ronuHuy;

e [lpu rpynara ¢ HaJHOPMEHO TEIJ0 M OOE3UTET € HaJHLE HaMajleHa YyBCTBUTEIHOCT KbM
HHCYJIMHA B CpaBHEHHUE ¢ Miazaexute ¢ HopmaneH UTM;

o KoHcTenanusTa OT CHUTHH(HKAHTHO MO-BUCOKM CTOHHOCTH Ha JIEITHHA M IO-HUCKH Ha
aaunoHeKTHHa B rpymnara c UTM>25 e HebnaronpusrHa;

o [lo- Bucokure HrBa Ha hsCRP u IL-6 u TeHaeHIuATa KbM MO-BUCOKHU cTOoMHOCTH Ha TNFo npu
rpynara ¢ HaJJHOPMEHO TEIJIO € HeOJIArOMPHSITHA 110 OTHOIIIEHUE HA ChCTOSHUE HA CYOXPOHHYHO
BB3IAJICHHE;

e Bceuuku wnscnensanu antudocpochomumuaau anturena (Urlh u UrM) ca B pedepeHTHH
croiiHocTH. JInncBa mocToBepHa pa3ivKa MeXIy U3CIIeIBAHUTE TPYIIH;

e [IlIpu rpymara ¢ UTM>25 ce yCcTaHOBH TOJIOKHUTENTHA KOpPEIAOHHA 3aBUCUMOCT Mexay UTM u
CAH, o06mus xonectepost 1 AclM; mojiokuTeliHa KopeianuoHHa 3aBucuMocT Mexay hsCRP u
KpbBHATa 3axap Ha rnagHo, TG. U mpu nBetre rpynu € Hajdule OTpULIaTeIHA KOpEIalMOHHA
3aBucuMocT Mexxay UTM u HuBaTa Ha aAUNIOHEKTHHA.

HAYYHHU IIYBJIUKALUUA:
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e Kamenor 3., XpucroB B., Tomopoa M. Memaborumen cunopom. OU3NKaIHa MEIWIMHA H
pexabmmurarus, 2006Mm

e Todorova M., Baleva M. Some recent insights into the prothrombogenic mechanisms of
antiphospholipid antibodies. Curr. Med. Chem., 2007 (IF - 4, 90).

Hayunusar order e npuer ¢ OT/IHYHA ouenka mo ckajara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

2.16. lorosop Ne 16/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHME: I'acTpo-UHTECTHHAJIEH TPAKT

TEMA HA HN3CJIEIOBATEJICKHS IMMPOEKT: Mscnensane nanuurero Ha helicobacter pylori B
yCTHATa KyXHMHA Ha XOpa C J0Ka3aHa XeJIMKOOAKTep MUIOPHA HH(PEKIUS B TaCTPOMHTECTHHAITHHS TPAKT

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 1.
BOAELL U3CJIEJOBATEJI: Ilpod. [-p 3axapuit Anexcanapos Kpbscres, tMH
YJEHOBE HA U3CJIEJOBATEJICKUS EKUAIL:

e JI-p Brnagumup Emanyunos IlaHoB, nmoxrtopant; MHTUTYT IO €KCIIEpMMEHTalIHA IATOJIOTHS €
napasuronorusi, bBAH;

e Jlom. Jlrommuna bosiHoBa ['eopruesa; Karenpa mo Mukpooduonorus, MeTuImHCKH YHUBEPCUTET —
Codus;

e IIpodp. Umapmorn KpymoB SnueB; bowarapcka Axamemuss Ha Haykumre, HWHCTHTYT 10
eKCIepUMEHTaTHA TApa3UTOJIOTUs M IAaTOJIOTHS,;

e JI-p Acs 3axapueBa KpwcteBa, qokTopanT; Meaunuacku YHuBepcuteT, OakynTeT Mo JAeHTaIHA
MeaunuHa, Karenpa no JlunesouentocTHa peHTICHONIOT WS U OpaJlHa JUArHOCTHKA,

AJIPEC 3A KOHTAKTM: Kimmnuka ractpoenteponorusi, YMBAJI “Cs. UBan Puncku” — Codus, Oy
Axan. Msan ['emos 15, 1431 Codus, Tem.: +359 2 952 63 19

BA30OBA OPTTAHU3ALMSA: Menununcku dakynrer, Knunuka no ['acrpoenteposnorus, YMBAJI “Cs.
Wsan Puncku” — Codus, Oyn. Axan. Usau ['emos 15, 1431 Codus

PE3VYIJIITATH:

bsxa mpoyuenn 36 mpoOu OT ycTHa KyXWHA Ha 25 MalUeHTH ChC CTOMATOJOTHYHH H/WIH
racTpoAyoJCHAIHN OOJIECTH ¢ KyJITypeldHa H3oJlalusi U Obp3 ypeaseH TecT W npu Hammume Ha HLO
(Helicobacter-like organisms) ¢ moceaBaiy UMyHODITyOpECHCHINS ¢ MOHOKIOHATHN aHTHTena u PCR.
HonbaaurtenHo, 58 mpobu OT ycTHaTa KyxvHa Ha 54 mauueHTH ¢ AEHTAJIHW W/WIH racTpOAyOJeHATHU
Oonectu Osixa npoyuenu u ¢ PCR 3a H. pylori aupektao B opanaute npodu. Enun mam H. pylori 6erre
W30JIUpaH OT JeTe Ha 9 TOJMHU ¢ KaTapajieH TMHTUBUT M XpoHW4YeH ractpuT. lllaMbT Oemie mo3uTHBeEH ¢
umyHodyopecuentHust meroa u ¢ PCR 3a rena va H. pylori ureA u Hocemie rena 3a BUpyJIeHTHOCT CagA
U TO-TOKCUIeHHHs reHoTun VAacA s1 m2. JIpyru nsa mama HLO 0sixa u30iupaHd OT Bb3pPacTHU M Osixa
MO3UTUBHU C UMYHOQIyOpecleHTHHsI MeTo, Ho npu Jsmrca Ha PCR moTBbpxkneHue, He Morar na ce
onpexenar BuaoBo. He 6eme nokasan H. pylori qupextro ¢ PCR B opanauTe npodu Ha 54 nanueHTH, ot
KOMTO 7 0s1Xa MpOYYeHH M HETAaTHBHU M C KyJITypeslHus MeTroA. BropaTta mpoba Ha MO3WTHUBHOTO 1B
TOJIMHU TI0-PaHo JieTe, Oenle HeraTuBHa KynTypeiaHo u ¢ PCR aupekTHO OT 360Ha tutaka. ToBa mojckaspa
TpaH3UTOPHOTO MpucheTBre HA H. pylori B yctHarta kyxuna. Bupynentnu H. pylori moxe ia npucbcersar,
Makap M PAOKO M BEPOSITHO TPAH3UTOPHO, B OpPaHU NPOOH OT MALUEHTH C XPOHWYHU JIEHTAIHH, WIN
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racTpoayoeHa’ Hu Oosxectu. HeoOxomuMo e 1a ce ONTUMHU3MpAT TEXHUKATa, Hali-Beue METOAMKaTa 3a
B3¢MaHe Ha NpoOHMTe, BUAA HA H3CIICNBAaHATA IMOMYJIAIMs, CEJICKTUBHUTE XPAHHUTCIHU CpEId H
npaiimepuTe 3a PCR 3a H. pylori.

HAYYHHU ITYBJINKALINU:

e Lbosanosa JlI., [Ianos B, ropnaHOB M., Mapxkoscka P., Mapuna M., I'eprosa I'., UpanoBa K.,
[NanaitoroB Crt., Mutos U., Kantapmxues T., KpbereB 3. Helicobacter pylori 6 ycmnama
KyXuHa. AHaIW3 Ha pe3ylTaTH OT JHMTEpaTypaTa W COOCTBCHH MPEABAPUTCIHUA TPOYYBAHHSL.
Xenato-ractpoerrepoi. 2008. No.1:3-10.

HAYYHH ITPOSIBU:

e Panov V., Boyanova L., Yordanov D., Gergova G., Marina M., Markovska R., Ivanova K.,
Panayotov S., Brankova N., Levterova V., Kantarjiev T., Mitov I., Krastev Z. Isolation of
Helicobacter pylori from the oral cavity of a Bulgarian child. (Poster) 8-th Annual Assembly of
IMAB and 3-rd National Congress of Immunology. 8 - 11 May 2008, Varna, Bulgaria.

Hayunusar or4yer e npuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa N0 MeIUIIMHCKA
HayKa.

2.17. loroBop Ne 25/2006 r. na MY — Codus
HAYYHO HAITPABJIEHUE: Exnokpunnu sxie3u. CbpaeuyHO-ChI0Ba CHCTEMA

TEMA HA U3CJIEJOBATEJICKUS NPOEKT: 24-gyacoBo xontep MOHUTOpPHpAHE Ha apTEePUATHOTO
HaJATraHC IMPU MaUCHTU ChC 3aXapCH I[I/Ia6CT THII 2

MNEPUO/J HA ®PUHAHCOBA ITOJAKPEIIA: 2006 T.
BOJAEII U3CJIEJOBATEJL: [{ou. n-p LiBetanuna Banosa TankoBa, 1M
YJIEHOBE HA NU3CJIIEJJOBATEJICKUS EKHUII:

e Jlon. n-p Wmmstra AtanacoBa bopucoBa, mM, YCBAJIE “Axan.MB.llenues”, Jlaboparopus mo
HUMYHOJIOTHA U HATOTCHETHKA,

e JI-p Pocuna I'puroposa Hlurapmunosa, opaunatop, Y CBAJIE “Akan.MB.I1lenues”, KXXHI'3;

e Hesena SukoBa YakbpoBa, nokTopant, KinHUYeH UEHTBbp MO eHAOKpuHOIorus, KinuHuka no
Jwnabetonorus.

AJIPEC 3A KOHTAKTMH: 1303 Codus, yn. Jamsan ['pyes 6, tenedon: +359 2 987 7201 235

BA3OBA OPIAHU3AIUSA: Memummacku @axynrer, Karenmpa mno KinuHnueH 1eHTHp 10
engokpunoiorus, Y CBAJIE “Akan.UB.Ilenue” EAJL

PE3VYJITATMU:

24-yacoBo MOHMTOpHpaHe Ha aprepuanHoTo HamsraHe (Oscar, SunTech Medical Instruments,
USA) e nposeneno npu 97 manueHTH che 3axapeH amader twm 2 (51 Mbxe U 46 KEHHW), Ha CpeaHa
BB3pacT 51.9+12.8 rogumHM W cpemHa JaBHOCT Ha 3a0onsBaHeTo 9.3+6.5 romwHu, Oe3 aHaMHe3a 3a
apTepuajiHa XMIIEPTOHUs, ObOpeyHO 3a0osiBaHe M 0€3 IpHUeM Ha MEIUKAMEHTH C aHTHUXUIICPTEH3UBEH
epexT mo Apyr moBoj. OTUETEHH ca CPEJAHOTO JICHOHOIIHO, CPEJIHOTO JTHEBHO W CPEJIHOTO HOIHO
apTepualiHO HajsraHe. M3ciaenBaHo € ABYKPAaTHO OTHOLICHUETO aOyMHH:KPEaTHHHH B IIbPBa CyTpEIIHA
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ypuHa, kakTo U HbA;. n mumuaen npodwmn. Craructudeckara o0paboTKa Ha JaHHWTE € W3BBPIICHA C
nakeT SPSS Bepcus 10.0

[pu 39.2% oT wu3cneaBaHWTE MNpUEMaHM 3a “HOPMOTEH3MBHU MALIMEHTH CE€ YCTaHOBU
apTepuaiiHa XUMEPTOHMs;, mpu octaHanmute 60.8% - aprepmamHOTO Hansirane € B pedepeHTHH TPAHUIIH.
Ot numata ¢ XAIepToHws, 14 ca ¢ W30JIMpaHa CUCTOIHA XUIEPTOHUS W 24 - ChbC CMECeHa CHCTOJHA U
IMACTOJHA XWUIEPTOHUs. YCTAaHOBM c€ 3HAauMMa pa3iiKa [0 OTHOIICHHWE Ha ITyJICOBOTO apTepHaiHO
HaJIATaHe MEXIy JBETE TPYIH MalUeHTH — ¢ XurepTtonus: u HopmoToHus, P<0.0001. Dipping mupkaaeH
npocui ce yctaHoBu mpu 67.2% oT u3cneABaHUTE JHIa, ocTaHanuTe 32.8% 0sxa onpenereHn KaTo non-
dippers. HabmonaBaxme Hanmmume Ha “non dipper ¢enomen” mpu 25% OT MAlMEHTHTE C HOPMAIIHO
apTepualHo HamArane W npu 44% OT MauUeHTUTE C XUIEPTOHMSA. YCTAaHOBU CE 3HAUYMMa pa3jvKa B
OTHOLICHHETO AIOYMHUH:KPEAaTHHUH B CyTpEIHa YpUHA MEXAy ABETe Ipymu ¢ non-dipping uupkaieH
npodus — ¢ apTepHaiHa XHWIIEPTOHUS U C HOpPManHO apTepuainHo HamsraHe (p=0.02). Kopemamus ce
YCTAHOBU EIWHCTBEHO MEXIy ajlOyMHUHYpHsATa M CPEIHOTO HOIIHO AHMacTonHo Haisirane (r=0.38,
p<0.05). [Jucnununemusi ce HabmoAaBa npu 55% OT XumepreH3uBHHTe juna u mnpu 31% or
HOpMOTeH3uBHUTE nuua. He ce HaOmronmaBa Kopemanusi MEXIy LUMPKaIHHS PUTBM Ha apTepHATIHOTO
HaJIsITaHe, CPEAHOTO JCHOHOIHO apTePHATHO HaJsiTaHEe M CTOMHOCTUTE HA JIUMHUIHHUTE MapaMeTPH KaKTo
[IPY HOPMOTEH3UBHUTE, TaKa U IIPU XUIEPTSH3UBHUTE JIMLIA.

[TocpencTBom MeToza Ha XOATEP MOHUTOPUPAHETO MOXKE Ja ce TudepeHurpa 3HaYUTeNIHa Tpyna
“HOPMOTCH3UBHU JHA0CTHIU C BHCOK CBHPACYHO-CHIOB PHUCK - XHICPTOHUS wu/wiu non-dipping
UUpKaJeH PUTHM. 3HaYMMa KOopenanus ce HabJroaBa MEXAy CPEIHOTO HOIIHO JWACTOIHO HaJsraHe U
OTHOLICHUETO AIOYMHUH:KPEaTHHHH, KOETO ONPEIEsl TO3U II0Ka3aTes KaTo BayKeH MapKep 3a apTepuanHa
XHIepToHusi. TouyHaTa [OuMarHo3a Ha apTepHalHaTa XWIIEPTOHUS TPH 3axapeH JIualdeT OCUTYpsBa
CBOEBPEMEHHO BKIIOYBAHE Ha aJleKBaTHA aHTUXWUIIEpTEH3WBHa Tepamusi. Cumtame, uye 24-4yacoBOTO
amMOyJTaTOpHO MOHUTOPHpAHE Ha apTePUATHOTO HAJISTAHE MIPH MPUEMaH! 32 “‘HOPMOTEH3UBHU ~ TAIlUEHTH
ChC 3axXapeH AuabeT THI 2 ce sABSBAa MHOTO Ba)KEH METOJ 3a peajHa OLEHKA Ha ChPIEYHO-CHIOBHS PUCK
MIPH TIX.

HAYYHU ITYBJIUKAIUUA:

IlonrorBenn ca nBe cratuu 3a mNyOnmKyBaHe B crhucaHue “Enmokpunomorus” u ‘“‘Hayka
Enpnoxpunomnorus’™:
e Tanmkosa II., YakwspoBa H., CroiineB H., IllurapmunoBa P., ArtanacoBa W., AcmanoBa H.,
Kapaneesa M. [Jupxaden pumvm Ha apmepuainomo Haiseane npu “HopMomeH3usHu”’ nayuenmu
cbe 3axaper ouabem mun 2 u Mapkepu 3a CbpOeuHo-cb008 puck. EHIokprHOMOTHS (IO TIeYar);

e Tanxosa LI., YakepoBa H., CroiineB H., [llurapmunosa P., AtanacoBa U. 24-uacogo xoamep
MOHUMOpUPAHe HA apMEPUaIHOmoO HAlA2aHe KAmo CpeoCmeo 3a OUASHOCUYUpaHe Ha
apmepuaina XunepmoHus npu nayueHmu cve 3axaper ouabem mun 2. Hayka eHIOKPUHOJIOTHSA,
(o meyar).

HAYYHH ITPOSIBU:

Pesynratute oT mpoydyBaHeTO Ime OBAAT MpPEJCTAaBEHH HAa CHMIIO3UYM Ha bhiarapckoro
JPY>KECTBO IO eHI0KpuHoJoTHs 1pe3 okromBpH 2007 T.

e TaukoBa L., YakwpoBa H., Croitnes H., llurapmunoBa P., ArtanacoBa WM., AcnanoBa H.,
Kapaneesa M. L{upxaden pumvm Ha apmepuannomo Haseane npu “HopMomeH3uenu’” nayuenmu
CbC 3axapen ouabem mun 2 u Mapxepu 3a CbpOeyHo-Cb008 PUCK.

Hayunusar otder e npuer ¢ OT/IHYHA ouenka mo ckaaara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.
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2.18. lorosop Ne 26/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHUE: EnnokpuHHM *kI1e3u

TEMA HA WM3CIEIJOBATEJICKHUS MPOEKT: Ponsra Ha HSIKOM LIUTOKWMHH W aIXE3HOHHH
MOJICKYJIM KaTO MPOTHOCTHYHM MapKepH 3a Pa3BUTHETO Ha 3axapeH JuadeT THI 2 W ChPJCYHO-ChIOBU
ChrOUTUA

MHNEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2006 1.
BOJAEII U3CJIIEJOBATEJL: Jlon. n-p Mnusaa AtanacoBa bopucosa, am
YJAEHOBE HA U3CJIEJOBATEJICKUS EKHAIL:

e Jl-p boiika AmnnmpeeBa MunueBa, opaunatop, YCBAJIE, Knmauka mno Xwunodwuzaphu,
HaJ0BOPEYHH U TOHAIHU 3a00JISIBAHUS;

e Jlom. n-p liseranuna Meanosa Tankosa, nm, YCBAJIE, Knuauka mo /{uaberomorus;

e Humna Jleonosa XXuBkona, xumuk, H.c.I cr, YCBAJIE, JlabopaTtopus no UMyHoOIOTHS, TEHETHKA U
KIIMHUYHA JTA00paToOpus

AJPEC 3A KOHTAKTH: 1000 Codus, yu. lamsu ['pyes 6, Ten.: +359 2 987 72 01

BA30OBA OPTAHU3AIUSA: YCBAJIE «Axkan. Us. [lenueB», Menunuucku dakyirer, MeauIUMHCKA
yauBepcuteT, Codus

PE3VYJITATH:

Hma Bce moBede JOKa3aTelcTBa, Ue B MATOreHe3aTa Ha METaOONUTHOTO 3aTIIBCTSABAHE Y4acTBa
BB3MAJICHUETO KaTO XPOHUYHO aKTHBHPAHE HA €CTECTBEHMS MMYHHUTET, KOETO UIpae KII0YOBa pois 3a
HapyLICHHUATa B IJIOKO3HMS TOJIEPAHC M aTeporeHes3ara MOCPEJICTBOM YCHJICHATa €KCHpEecHs Ha HIKOU
nponH(IAMaTOPHH MOJIEKYJIH, IINTOKWHU W JIXE3UOHHH MOJIEKYNH. LlenTa Ha HAaCTOSIIOTO MPOYYBaHE €
Jla yCTaHOBH WMH(OpPMAaTHBHATA CTOMHOCT Ha HAKOM OCTpO(]a3oBU OENTHIM, IIUTOKHMHU U aJ[Xe3HMOHHH
monekyiu kato C-peaktuseH nporeud (hsCRP), sCD40L, sICAM-1, IL-6, sSVCAM-1, E-selectin. 3a tazu
eIt u3caeaBaxme 15 3apaBu JTuIa Ha cpefHa Be3pacT 34+/-9.5 rogunu, 5 Mbxe u 10 sxenn, UTM  21+/-
1.9 u T cpaBHUXME C JIBE IPYyNU MAIMEHTH C METa0OJUTEH CHHAPOM C HaMaJleH TIIFOKO3€H TOJIEPaHC
(HI'T) wim 3axapen amaber, oT kKouto rpyma 1- 6e3 aprepmanHa xumeptoHus (AX) u rpyma 2- ¢ AX
JOKYMEHTHpaHU ¢ 24-9acoBO XoiTep MoHuTOprpane. ['pyma 1 Biroun 25 nuna Ha cpenHa Bp3pact 45+/-
14, ot kouto 11 xenu u 14 mbxxe, UTM =33+/- 4.6. 'pyna 2 Bxitoun 23 qyiid Ha cpeaHa Bb3pact 47 +/-
12 ronuHu, 15 xxenu u 7 mbxe, UTM 36 +/- 7.2. hsCRP, sCD40L, sICAM-1, IL-6, sVCAM-1, E-selectin
0sixa nszciensanu B cepyM no EJIM3A.

Pe3yﬂmamume nokaseam.

e MeTabONUTHOTO 3aTIBCTSABAHE € CBBP3aHO C JOCTOBEPHO MO-BHCOKM HuBa Ha hs CRP (rp.1- p<
0.0001, tp.2 p=0.0022) kato nWIICBa JOCTOBEPHA pa3IMKa B HUBATa MY B 3aBHCHMOCT OT
Hanmuueto Ha AX (p= 0.2277).

e sCD40L nudepenmupa ¢ BUCOKA CTATHCTUYECKA JOCTOBEPHOCT MalMeHTUTE ¢ AX OT Te3u 0e3
AX (p<0.0035) m e He3aBUCHUM OT 3aTIBCTABAHETO, THH KATO JHUICBAT CTATUCTHYECKU
JIOCTOBEPHO Pa3lInKH MKy OOHUTE ChC 3aTiIbcTsaBane 0e3 AX u 3npasute imma (p=0.1984).

e E-selectin e ngoctoBepHo moBHIIeH Npu manueHTUTe ¢ AX W METaOOIMTHO 3aTIbCTSIBaHE
(P<0.0001) u e HE3aBUCUM OT 3aTIIBCTSBAHETO.
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e |L-6 e B HEy;IOBUMH KOHIICHTPAIMH TIPY 3IPABUTE JIUIA U IOCTOBEPHO MOBHIIEH MPH OOIHUTE C
METa0OJUTHO 3aTNIHCTABAaHE He3aBUCHMO OT Hanmnuneto Ha AX. CBbp3aH ChC 3aTIBCTSIBAHETO €
SICAM.

e SVCAM He moka3Ba CTaTHCTUYECKU JOCTOBCPHU PA3JIMKU MO OTHOIICHHUEC Ha 3aTIBCTABAHCTO U
AX, KaKTO 1 KOopejialluu € U3CJICABAHUTC ITOKA3aTCIIN.

B zaxmouenne, hsCRP, IL-6, sSICAM moka3Bat 1O0CTOBEpHO ITO-BUCOKH HHBA TIPH 3aTIBCTSIBAHE.
sCD40L u E-selectin moka3BaT JOCTOBEPHO INOBHIICHUE B CEPYMHHUTE KOHIICHTPALUU P TAIMCHTH C
AX. YBenu4aBaHeTo Ha Opos M3CJICIBaHU MAIMCHTH, CPABHABAHETO C MAIUEHTH C TIYTEATHO-(PEeMOpaiHO
3aTABCTABAHE M IPOCIHCKTHBHOTO MM IpOCiIeAsBaHe OW Jall0 BB3MOXKHOCT 3a IMPEIU3UPAHE
nH(OPMAaTHBHATA U IPOTHOCTUYHA CTOMHOCT Ha T€3H MapKEPH.

HAYYHU ITYBJIUKALIUUA:

[MoaroTBsT ce HAYYHH MYOIUKAIHH.
HAYYHH ITPOSIBU:

IToAroTBAT ce yyacTusi B Hay4HU IIPOSIBU.

Hayunusar otdet e mpuet ¢ /[ObPA ounenka no ckajara Ha CbBeTa 0 MeIMIMHCKA HayKa.

2.19. Jlorosop Ne 16/2006 r. na MY — Codust
HAYYHO HAINIPABJIEHUE: EnnokpuHHM KI1€3U

TEMA HA N3CJIIEJOBATEJICKUSA TPOEKT: AHTUMIONEPOB XOPMOH IPHU KEHU ChC 3aTICTABAHE
U TIOJIMKMCTO3HA SIMYHUKOBA 0oJecT

NEPUOJ HA ®UHAHCOBA MNOJKPEIIA: 2006 1.
BOJAELL U3CJIEJOBATEJIL: I'n. acuct. a-p Anenust TomoBa Kupuiiosa, am
YJIEHOBE HA U3CJIEJOBATEJICKUS EKMIL:

o Jlou. a-p ®wmun LloneB Kymanos, aM; 3aBexmany KiuHuka 1O XUIOTaIaMO-XUIO-(hU3apHH-
Ha0b0peynn 1 roHannu 3adomsBanus, Y CBAJIE, Codus, yn. damsn ['pyes 6;

e Jlon. a-p T'eoprm KupumoB I'eoprues, nm; 3aBexnmani Pagmo-uMyHOJIOTHYHA XOpMOHATHA
naboparopust, YCBAJIE, Codus, yu. JJamsu ['pyes 6;

e Pamnua Huxonaesa Pobesa, nokropanrt, YCBAJIE, Codus, yiu. Jamsu ['pyes 6.

AJIPEC 3A KOHTAKTM: 1303 Codus, yn. Hamsn I'pye 6-8; YCBAJIE "Axan. Us. Ilenuen",
tenedonu: ci. - +359 2987 72 01/Bb1p. 238; mom. -+359 2 843 52 62

BA3OBA OPTAHM3ALUSA: YCBAJIE "Axan. Us. [lenues", Codust
PE3VYIITATH:

3a 5a U3SICHUM NPOMEHUTE Ha aHTUMIOJIIEPOBHUs XOpMOH (AMX) mpu KeHH ChC CHHIAPOM Ha
nonukuctuaanTe sitaaum  (PCOS) Hue wuscienBaxme 22 JKEHM C Ta3W JAWAarHo3a W CpaBHUXME
MONTYYEeHUTE JaHHU ¢ Te3u Ha 20 37jpaBy jKE€HH Ha ChIlaTa Bb3pacT 0e3 Xurnepanaorenn3bm. CTolHOCTHTE
Ha AMX y XeHHTE C ONUKUCTHYHY SHIHUIH (42,34 + 6,42 pmol/L) 0sixa CHrHU(QHUKAHTHO MO-BUCOKHU B
cpaBHeHHe ¢ KoHTponuTe (21,58 + 3,41 pmol/L), p<0,01. BonauTe ¢ HapHOPMEHO Terio nmaxa ¢ 32,16%
no-Bucokn HuBa Ha AMX B cpaBHEHHME C OHE3M C HOPMAJHO TEIJIO, HO pas3jiMKaTta He ce OKasa
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craTucTUdecka 3HaumMa. Cien jiedenue ¢ Metdopmud 2550 Mr/mHEBHO B MpOABIDKEHHE Ha 6 Mecema
croriHocTUTe Ha AMX ce monmxkuxa ¢ 19,78%, HO HECUTHU(UKAHTHO B CPABHEHUE C U3XOJTHUTE.

Hamepu ce oOpaTHa kopenaiusi Ha cepyMHHTE HUBa HAa AMX ¢ 0a3aJlHUTE HUBA Ha WHCYJIMHA
(r=-0,452, p<0,05) u ¢ HOMA (r=-0,613, p<0,05) y xoutponute. IIpu xerute ¢ PCOS ce Hamepu
MOJIOKHUTENHA CUTHU(HUKAHTHA KOpENAllMOHHA 3aBUCUMOCT Ha 0Oa3allHUTe WHCYJIMHOBH HHBA C
TECTOCTEPOHA, ChC CBOOOIHUSI TECTOCTEPOH, C Ternoto, ¢ BMU, ¢ oOukonkaTta Ha TalusTa U CUCTOJIHOTO
apTepUAITHO HaJlsITaHe.

B 3akmrouenwne, cepymaoTo HUBO Ha AMX e moBumieno npu xeru ¢ PCOS u Moxe na cimyxu
KaTO MapKep ¢ BUCOKA cEeNU(HUYHOCT 3a OTKPUBaHE Ha 3a00JISIBAHETO.

HAYYHU ITYBJIUKALIUUA:

e PobGesa P. u np. Aumumioneposusm XopmoH — QU3UOIOSUUHU OCODEHOCMU U NPULONCEHUE 6
KIUHUYHAmMa npakmuka. AKymepcTBo U TuHekonorus, 45, 2006, 7, 50-54;

o TomoBa A. U Jp. AHMUMIOAEPOBUSM XOPMOH Y JHCEHU CbC CUHOPOM HA NOJUKUCHUUHUME
anunuyy. ChBpeMeHHa menuiuaa, 2007, 6, mon rneyar.

HAYYHU ITPOSIBU:

e Tomova A., et al. Anti-Mullerian hormone in women with polycystic ovary syndrome before and
after metformin therapy. 10" European Congress of Endocrinology, Berlin, Germany, 3-7 May
2008. Abstract Ne 0219.

Hayunusit otuer e npuer ¢ OT/THYHA ouenka mo ckajara Ha CbBeTa mo MeIMIHMHCKA
HayKa.

2.20. Jlorosop Ne 31/2006 r. na MY — Codust
HAYYHO HAIIPABJIEHUE: EngokpuHaH KI1e3u

TEMA HA U3CJIEJOBATEJICKUS INPOEKT: Hskon KIMHHMKO-Ta00paTOpHU XapakTEPUCTHUKU U
€BOJIFOTHBHU OCOOCHOCTH Ha CYOKIIMHUYHHS XUITOTUPEOUTU3IBM

HEPUO/J] HA ®PUHAHCOBA ITOAKPEIIA: 2006 roguna
BOJEII U3CJIEJOBATEJIL: [I-p Anekcannsp Jumurpos IllnHkoB
YJIEHOBE HA U3CJIEJOBATEJICKHUSA EKUAIL:

e IIpod. n-p Anna-Mapus Bopucoa Meanosa, nmH;, YCBAIJIE, KiuHuka mo THpEOWAHU H
METaOOJIUTHU KOCTHU 3200 BAaHHS;

e Jlon. n-p Pycanka umutpoBa Kopauea, nm; YCBAJIE, Knunuka 0o TupeougHu U
MeTa0O0JUTHH KOCTHHU 3a00JISIBaAHUA;

e Jlou. n-p Wnmana ArtanacoBa bopucoma, am; YCBAJIE, JlabopaTopus 1o HMYyHOJIOTHS U
LIUTOTEHETHKA,

e [ acucr. Pannnia bopucnasoBa MBanosa, YCBAJIE, Knuarka nmo THpeouHN ¥ METaOOIUTHU
KOCTHH 3a00IsIBAaHUS;

e ['n. acucr. Auna ['ecopruesa Capadosa, YCBAJIE, Knunruka 1o THpeougHH U METaOOIMTHHU
KOCTHH 3a00JI1BaHusI.

AJIPEC 3A KOHTAKTH: 1303 Codus, yn. . I'pyes 6; Ten +359 2 987 72 01 (B. 228)



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-121 -

BA3OBA OPTI'AHUM3AIMS: MenunmuHCKH yHUBEpCHTET, KIMHHMYEH IEHTHP MO EHIOKPHUHOJIOTHS,
YCBAIJIE «Axan. UBan I[lenueBy», Kimnanka mo TupeoniHu 1 MeTaOOJIMTHU KOCTHH 3a00JISIBaHUS.

PE3VYIITATH:

Ot 2415 uzcnenBanu, xunorupeonan3bpMm (XT) ce ycranoBu mpu 165. Brmouenu 6sxa 95 ¢
noBumreH TCX 1 HETMArHOCTULIMPAHO 0 MOMEHTa TupeonaHo 3abomsBane, 33 ¢ XT Ha cyOcTuTymms ¢
neBoTHpokcHH U 45 ¢ motucHat TCX. 3a konTponnu nocnyxkuxa 25 guua ¢ TCX <2,5mUl/l u neratusan
TPO. UzcnenBa ce CT4 u ce ornenuxa noarpynu ¢ m3siseH X1 (n=22, 32,1%), cyoxmmanyed XT (n=64,
76,8%), m3sBeH xuneptupeonnnzbM (n=13, 32,5%) u cyOxnmHNYeH xuneptupeonan3sm (n=27, 67,5%).
Uzcnensaxa ce cepymuun nunuau, Ca, ocreonpotereput (OII') u ocreokanuu (OK). Mexny 16 u 18
Mecel| Osixa U3IUpeHH 75 oT xunotupeouanuTe Jinia u ce uscneasaxa TCX, TPO, CT4, OIIl' u OK.

YcraHOBY ce 3HAYMMO TO-TOJIeMH 00mKoKa Ha TanmaTta 1 UTM npu XUIOTHPEOTHUTE, KAKTO 1
no-Bucoko TPO npu XUMOTHPEOUTHUTE H XUTIEPTUPEOUIHY JHLa. AGJOMUHATHOTO 3aTIbCTsIBaHE Oele
IMO-4CCTO IMPU XUIIOTUPECOUIHUTEC KCHU B CPABHCHHUEC C KOHTPOJIUTE. HpI/I BCUYKHU I'pylu C U3KIHOYCHUC HA
M3SIBEHHUS XHUIIEPTHPEOUIN3bM ce ycTaHoBU ymepeHa muciumuaemus. Ol 6eme mo-Bucok mpu XT u
XUMEPTUPEOUTHUTE B cpaBHeHHe ¢ KoHTponute (5,57 u 7,72 c/y 3,79, p<0,05), nokaro OK 6erme mo-
BHUCOK NPHU XHUIEPTUpeouHuTe U cyocturyupanure (11,38+5,18, 11,58+5,67 u 13,56+8,44 c/y 8,44+£3,8,
Bemuku p<0,05). [Ipu xenute ce ycraHouxa 3HaunMo mo-sucokn OK u OIIl' B mocTMeHomae3amHaTa
rpyna. Oomust xomnectepon u LDL kopenupaxa ¢ TCX. UBC mokaza 3aBucumoct ot Bb3pactTa, Ol n
AX. He ce HabmioaBa pasiuKa JENPECHBHOCTTAa H TPEBOKHOCTTAa MeXX Ay rpynure. [lpu npocnenssanero
60% ot nunara cec CXT HOopmanusupaxa TCX u HMTO enuH He mpeMuHa B u3siBeH XT. Tpuma ot
rpynara ¢ mxomeH MCX nopmammsupaxa TCX. TPO Oeme mo-HHCHK TPH EYTUPEOUIHUTE MPH
npociesBane B cpaBHeHue ¢ Te3u ¢ nepcuctupan XT. Ol moka3a 3HayMMO MOBHIIIABAHE NP JTUIATA
c¢bc CXT u nepcuctupam XT (4,98+1,05 c¢/y 4,17+1,04, p=0,02).

HAYYHHU ITYBJINKALINUA:

o [lunkoB A. [[Jumosuoua siciesa u KocmHa oomana. Bauauue ma uzsaeenume u CYOKIUHUYHU
HapyweHus b6 pyukyuama na wumosuonama sxcieza. Engoxpunonorus, 11, 2006, 3, 132-140;

e [llunkoB A., Aranacosa U., bopucoBa A-M., KoBauesa P., Bmaxos U., Acnanosa H., Bykos M.,
Haxoscka JI. Tlosuwenu cepymuu HU8a Ha ocmeonpomezepuH, HO He U HA OCMEOKAIYUH Npu
boanu ¢ xunomupeouousvm. Ennoxpunonorns, 13, 2008, 1, 5-15.

HAYYHH ITPOSIBU:

e Shinkov A., et al. Osteoprotegerin and spontaneous course of subclinical hypothyroidism. 33
Annual Meeting of the European Thyroid Association, Thessaloniki, 2008 (mpuer 3a mocrepHa
MIpE3CHTAINA);

e Shinkov A., et al. Menopausal status as a key determinant of osteoprotegerin and osteocalcin
levels in women. International Conference in osteoporosis and bone research, Oct 2-25, 2008,
Beijing (mpuer 3a mocrepHa Mpe3eHTaIms);

e IllunkoB A. u cbaBT. Huea na ocmeonpomezepuna npu auya ¢ xunomupeououszvm. Equnanecern
HaI[MOHAJIEH CUMIIO3UYM 10 eHaoKpuHonorus, [lnoBaus, 25-27 okromBpu 2007 1.

Hayunusar otder e mpuet ¢ /[ObPA onenka no ckajara Ha CbBeTa 10 MeIMIMHCKA HayKa.

2.21. loroBop Ne 36/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHUE: Ennoxpunan xie3n. Chp/IeYHO-CH0BA CUCTEMA.
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TEMA HA U3CJIEJOBATEJICKUS [TPOEKT: 24-4yacoBo X0ATep-MOHUTOPHPAHE HAa apTEPUATHOTO
HaJIsIraHe MPH JIIa ¢ npeauader

NEPUOJ HA ®UHAHCOBA NOJAKPEIIA: 2007 1.
BOJAEII U3CJIEJOBATEJIL: Jlom. x-p Lipetasmaa BanoBa TankoBa, 1M
YJIEHOBE HA U3CJIIEJOBATEJICKUSA EKUIL:

e Jlou. n-p Unusua bopucosa Atanacosa, iM; YCBAJIE, Codus;

e JI-p Pocuua I'puroposa Llurapmunosa, Y CBAJIE, Codus;

e JI-p HeBena SlukoBa YakwpoBsa, nokropant; MY, Codus;

o JI-p Hukonaii Anekcannpos Croitaes, fokropant; MY, Codus.

AJIPEC 3A KOHTAKTMU: Knunnyen neatsp no Exmpoxpunonorusi, YCBAJIE “Axan. Us. Ilenuen”
EAJ, yn. Jamsu I'pyes 6, 1303 Codus

BA3OBA OPT'AHU3BALMSL: YCBAJIE “Axkan. Us. IlemueB” EAJl, Knmuanka mo amaberonorus,
KiuHudeH 1eHThp 10 eHJOKPUHOJIOTHS, MeAUIIMHCKH (HaKyITeT

PE3VYIITATH:

AprepuranHa XUIepTOHUsI ce yCTaHOBsABA IpH 26 nuua (52%) oT nscnensanure, kato 16 oT TsX ca
¢ HIT u 10 ¢ HI'T. YcranossiBat ce 20 non-dippers — 12 B rpynata ¢ HI'T (42.8%) u 8 B rpynata ¢ HI'T
(36.3%). AHTpONOMETPHYHHTE IOKA3aTEIH MEXIy HOPMOTEH3MBHUTEC M XWIEPTCH3MBHUTE JHIA C
npeanabeT He OKa3BaT CTATUCTUYECKH 3HAUUMHU PA3JIUKH.

[Ipu mumata ¢ HI'T He ce ycraHOBsiBa KOpenaus MexIy anoyMuHypusTa (n3pazena upes MCR)
u CpAH. Ilpu HI'T ce nabmogasa nonoxurenHa kopenanus Mexay MCR u nneBaute u 24-yacoBute
croitnoctu Ha CpAH, nokaro kopemauuss ¢ HOWHUTE cToiiHOcTH nuncBa. [Ipu nuumara ¢ HIT ce
YCTaHOBSIBA TIOJOXHUTETHA KOpenalys Ha CTOWHOCTTa HAa KPhbBHATA 3aXxap Ha TJIAJHO C JTHEBHOTO,
HOmHOTO ¥ 24-yacoBoto CpAH, mokaro xopenaius Ha TaukemusTa Ha 120-Ta MUHYTa C apTEPUATHOTO
Haysirane Jmrcea. [lpu munara ¢ HI'T ce HabmromaBa MOJOKHTENHA KOpENAIMs HAa CTOMHOCTHUTE Ha
KpbBHaTa 3axap Ha 120-ta MUH ¢ JHEBHOTO, HOIUHOTO U 24-yacoBoTo CpAH, nokaTo raumkemusiTa Ha
[JIaJJHO TIOKa3Ba KOpeJalus eIMHCTBEHO ¢ 24-yacoBuTe croitHocTH Ha CpAH.

Kakto mpu HIT, Taka u mpu HI'T HbAlc moka3Ba mHoJjOKUTENIHA KOpENAlWs C HOIIHHUTE,
IHeBHUTE U 24-yacoBute cTtoiiHocT HA CpAH.

HuBoro Ha o0mmus XxojecTepols MOKa3Ba IMOJOXKHUTEIHA KOpeNalus ¢ JHEBHUTE CTOWHOCTH Ha
CpAH npu munara ¢ HI'T, nokaro npu HIT kopenammsara e mo-cnabo m3paseHa. [lo oTHomenue Ha
tpurnmuuepuaute 1 HDL He ce ycTanoBsiBa kopenanusa cs¢c CpAH.

HAYYHHU ITYBJINKALINUA:

e Croitnes H., YakbpoBa H., JlakoBcka JI., Taukosa L. Ambyramopno monumopupamne Ha
apmepuaiHomo Haseame npu auya ¢ npeouadbem u ouabem. Ennoxpunonorus 2008 (o medar).

HAYYHMU ITPOSIBU:

e CroitneB H., YakspoBa H., TankoBa L. Ambyramoprnomo monumopupane ma apmepuainomo
Hansieane Kamo Memoo 3a OUdZHOCMUYUpAHe HA apmepuanrHa Xunepmowuss npu Jauya ¢
npeduabem u 3axaper ouabem. 12-u Haumonanen Cumnosnym no Exyiokpunosnorusi, 12-14 roHwu,
2008, ITnoBaus;
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e Stoynev N., Chakarova N., Tankova T. Anthropometric parameters and microalbuminuria in
normotensive and hypertensive subjects with prediabetes. Central European Diabetes Congress,
19-20.06.2008, Plovdiv.

Hayunusar or4yer e npuer ¢ BMCOKA ounenka mo ckanara Ha CbBeTa N0 MeIUIMHCKA
HayKa.

2.22. lorosop Ne 22/2006 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: bonka. AHeCTe3HOIOTHS U peaHUMATIHS

TEMA HA U3CJIIEJOBATEJICKHUS IMTPOEKT: CpaBHenue MexXAy TpW aHAITETHYHH MMPOTOKOJA —
HaH-ONTHMAJTHO U €(PEKTUBHO MOCTONEPATUBHO 00€300IsIBaHE CIIC/l THHEKOJIOTHYHH ONIepalluu

HEPUOJ HA ®PUHAHCOBA INOJAKPEIIA: 2006 1.

BOJAENLl WU3CIEJAOBATEJ: Ilpod. n-p HWsam [onueB CwmmioB, nmH, 3aB. Kimuamka o
AHecTte3nonorus, peanumanusi, u uuteH3uBHo Jgeuenne, CbAJIAL “Maiiuun nom™ EAJ]

YJAEHOBE HA U3CJIEJOBATEJCKUS EKUII:
e Jlom. n-p Cuneu Jlro64dos ['eoprues, am — KAWL, CBAJIAT “Maitaun mom” EAJ]
e JI-p Hans Jlrogmunosa @aiitonxuea — KAWL, CBAJIAT “Maitunn gom” EAJL

AJIPEC 3A KOHTAKTHU HA BOJAEINUA U3CIIEJOBATEJIL: 1431 Codus; yn. 3apase 2, KAWL,
CBAJIAT “Maiiunn nom” EAJL; Ten.: +359 2 9172 251

BA30OBA OPTAHU3ALMSA 3A UBITBJHEHUE HA MPOEKTA: Menununacku dakyntet, Karenpa
o AHeCTe3HOJ0TH U HHTCH3UBHO JieueHue, CBAJIAT “Maiiuun qom™ EAJ]

PE3VYIJITATH:

[Nocturnaxme MHOTO JJOOpPO KadecTBO Ha 00e300IsBaHe B TPUTE M3CIICABAHU IPyIH, HA (OHA Ha
He3HauyuTeaHu crpaHuuHu edextu. Dynastat, Profenid u Perfalgan ca edexTuBHM aHaNTeTHIM C BUCOK
npoduir Ha CUTYpHOCT 1O OTHOLIEHWE Ha manueHnTta. Haii-moopo o0Oe30omnsBaHe ce MONy4YH B rpymara ¢
Profenid, cnexano ot o6e3bonsiBanero ¢ Dynastat u Hakpas Perfalgan. Mexnay rpynure ¢ Pergalgan u
Profenid ce nabmroyaBaxa CTaTUCTUYECKH 3HAYMMH PE3yJITaTH 1O OTHOIICHHWE HAa KOHCyMalusTa Ha
Morphine nocpenctsom i.v. PCA.

B 3akmioueHne MoxxeM ja kaxeM, uye uHTpaBeHo3HUTE popmu Ha HCIIBC ca menukamMeHTH OT
M3KITIOYUTENIHA BAXKHOCT B TepanusATa Ha cinaba A0 cpeHa MOCTOIepaTHBHA 0OJNKA U Ca 3aAbJDKUTEIICH
KOMIIOHEHT B KOHLETILUATA 3a OanaHcHpaHa aHaJIre3usl py JICUSHUETO Ha CHITHA OoJIKa.

HAYYHH ITPOSIBU:

e Smilov I., Faitondjieva N., Uzunova D. Perfalgan reduces consummation of morphine after
abdominal gynaecological surgery. “Pain in Europe V>, 5™ Congress of the European Federation
of IASP® Chapters (EFIC), Istanbul, Turkey, September 13-16, 2006.

Hayunusar or4yer e npuer ¢ BMCOKA onenka mo ckanara Ha CbBeTa N0 MeIHIMHCKA
HayKa.

2.23. lorosop Ne 35/2007 r. ua MY — Codus
HAYYHO HAITPABJIEHUE: bonka. AHecTe3HOJI0TUs U peaHUMALIHs
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TEMA HA HU3CJIEJOBATEJICKHUS HPOEKT: Axrtyamam mnpobieMu Ha TpexuapaTalrOHHATA
Tepanus npu cyOapaxHOHJallHA aHECTE3Ws 3a [e3apOBO CEUCHHE — CpPaBHEHHE Ha eQHUKACHOCTTa Ha
KPUCTAJIONTHU ¥ KOJIOUIHHU WH(Y3UOHHU Pa3TBOPU

MNEPUOJ HA ®UHAHCOBA IMOAKPEIIA: 2007 r.

BOJAEII U3CJIEJOBATEJIL: IIpod. n-p Uean Joruer CMuiioB, IMH

YJIEHOBE HA U3CJEJOBATEJCKUSA EKUAIL:
e Jlon. n-p CuiBu JIro64oB I'eoprues, nm, KAPWUJI CBAJIAT ,,Maitunu qom” EA;
o JI-p FOpwmiit Mapunog Iletkos, acucrent, KANUJI CBAJIATL ,,Maiiaun nom™ EAJI;
e JI-p Pymsna MBanoBa batosa, nokropant, KANJI CBAJIAT ,,Maituna qom” EAJI.

AJPEC 3A KOHTAKTU: CBAJIAT ,Maituun gom” EAJl, KAWJI, yn. 3apase 2, 1431 Codwus, Tem.
+359 2 9172 251, V359 2 9172 493; e-mail: smilov@medfac.acad.bg

BA3OBA OPI'AHU3ALIUA: Katenpa mo aHECTE3WOJIOTHSI U WHTEH3UBHO JICUCHHE, MEIUIMHCKU
¢dakynTer

PE3VYJITATH:

B ToBa knMHMYHO TmTpoyuyBaHe Oemie HW3cIEIBAH XEMOAWHAMHYHHS OTIOBOp  IIpU
cybapaxHouaNHa aHeCTe3Hs 3a IUIAHOBO 11€3apOBO CeYeHHE Ha OPEMEHHH MAIlUeHTKU Ha TEPMHUH, KOUTO
Osixa mpexuapatupanu ¢ pa3rsop Ha Punrep mnmu ¢ HAES Steril 6%. B mpoyuBaneTo B3exa yuactue 45
MALMEHTKH, Pa3NpeaesieHd B IBE TPYIH CbC CXOAHM AeMorpadcKu xapakTepucTuku. Karto 11510 HUBOTO
Ha CETHBHHUS OJIOK B JBEeTE€ TIpynH Oelle CXOAHO, a Taka CbhII0 M H3XOJHUTE XEMOJAWHAMHYHH
XapaKTePUCTUKU — apTEPUAIIHO HAIATaHE W IYJICOBAa YECTOTA. Y CTAaHOBMXA CE 3HAYUTEIHU PA3IUKHU 10
OTHOLICHUE Ha apTepHaHOTO HAJSITaHE Clel W3BBPLIBAHETO Ha CHHMHAJIHATa aHecte3us: mpu 64% ot
MaIMEeHTKUTE, MpexXuIpaTupanu ¢ kpuctaioun u 30% ot Te3u B rpymnara ¢ Kojoua, Oerre HaOIrojaBaHa
aprepuaniHa xunoTeHsus. CbIOIO0 Taka, B Tpynara, TMOATOTBEHA C KPHUCTAIOWJ, C€ JIOCTUTHA JIO
CUTHU(HKAHTHO MO-HUCKH CTOMHOCTH Ha apTEepHalHOTO HaisiraHe. B cienctsue Ha ToBa ynorpedara Ha
edenpuH Oellle 3HAYUTEITHO YBEJMYEHA B chllaTa Tpyna. HaMalie 3HaYMTEIHU Pa3uKU B KOJHMYECTBOTO
Ha JIOITBIHATEITHUTE BIIMBAaHUs Ha KPUCTAIOHIU, B OpOs TAIMEHTKH C TaJIeHe WK MOBPBIIaHe, KAaKTO U B
ynotpebara Ha arponuH. Mexny [BeTe Ipylnu He Oelle YCTaHOBEHA pa3iiKa B CBhCTOSIHHETO Ha
HOBOPOJICHHUTE, OLIEHEHO ChC CKOpa Ha Apgar Ha IbpBaTa M IeTa MUHyTa U ¢ pH Ha KpbBB OT mbIHA
aprepus. B 3akimiodeHue, pe3ynTaTHUTe OT MPOYYBAHETO MOTBBpXKAaBaT, ye npexuapatanusra ¢ HAES
Steril 6% ocurypsiBa no-n100pa xeMoANHAMUYHA CTAaOMIIHOCT B CPaBHEHHE C MIpEeXUpaTanusiTa ¢ pa3TBOp
Ha Punrep.

Hayunusart otdet e mpuet ¢ /[ObPA onenka no ckajara Ha CbBeTa Mo MeIMIMHCKA HayKa.

2.24. Jlorosop Ne 19/2006 r. na MY — Codust
HAYYHO HAIIPABJIEHHUE: Undexnun. Mukpobuonorus

TEMA HA HM3CJIEJIOBATEJICKHUS ITPOEKT: KiuHUYHO, BHUPYCOJOTHYHO M MOJEKYJISIPHO-
OMOJIOTMYHO TMPOyYBaHE BBPXY YYACTHETO HAa CHTEPOMBUPYCHUTE B €THOJOTHATA HAa HIKOU
HeBpouH(peKnuu B bbirapus

HNEPUOJ HA ®UHAHCOBA MNOJAKPEIIA: 2006 r.
BOJAEII U3CJIEJOBATEJIL: I'n. acucr. n-p Jlro6ena I'eoprueBa AHI0HOBA
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YJIIEHOBE HA U3CJIEJOBATEJICKUSA EKHAII:

e Jlou. a-p Maiina Muxaiinosa Mutosa — Tuxonosa, am; PrroBoguten Kareapa no uHdekIno3nu
0oJecTH, Tapa3uToorus U Tponuuecka Mmeaunuaa — M® - rp. Codus;

e JI-p Hemu CrosHoBa Kopcyn, am, ct.H.c.Il ct.; JlaGoparopus ,,EnrepoBupycn” - Hanuonanen
LEHTHP 10 3apa3Hu U napa3utHu OonectH, Tp. Codus;

e JI-p Cuexana WanoBa ['topoBa, 1M, ct.H.c.II cT.; Jlaboparopus ,,EaTepoBupycu’”- Harmonanexn
IIEHTHP 110 3apa3Hu U Tapa3uTHu 6onectw, p. Codus;

e JI-p 3natko Hukonos KenBaues, am, ct.H.c.Il cT.; PrroBoauten Jlabopatopus “EnrepoBupycu’ -
Hanmonanen nenTsp no 3apa3Hu 1 napasutHu 6onecty, rp. Codus;

e 3opuuua BanentunoBa Mnanenosa, Owomnor, Jlabopatopus ,,EHTepoBupycn” - Haunmonanen
LIEHTBP 110 3apa3Hu U Napa3utHu OosectH, rp. Codus;

e JI-p Atanac XpuctoB MaHrppoB, 1M.; 3aBexani J[eTcko oTne’IeHne ChC CeKTOp 32 HHTSH3UBHO
neuenne kbM CBAJIUIIB , IIpod.UBar Kupor”, EAJ], rp. Codus;

e JI-p Ceerna PankoBa Anekcuena, J[eTCKO OTAENEHHUE ChC CEKTOP 32 MHTEH3UBHO JICUCHUE KbM
CBAJIUIIE , ITpod.MBan Kupos”, EAJL, rp. Codus

AJPEC 3A KOHTAKTM: 1431 Codus, Oyn. Akax. Usan I'emos 17; ci. Tem: +359 2 952 36 62;
MobmiteH: +359 897 805 902; e-mail: andonova2002@yahoo.com

BA3OBA OPI'AHU3ALUA: Megnmmacku dakynrer — Codust; MBAJL ,,Cs. U. Puncku” EAJ] —
Karenpa no undekuno3nu 605ecTd, mapa3uToIOrHs U TPONHUYECKa MEANITHA

PE3VYIJITATA:

EntepoBupycure (EB) ca enHr oT Haif-uyecTuTe MPUYMHHUTENHN Ha cepo3Hu MeHuHTUTH (CM) 1
eHreanmuTi. bbp3ara eTHONOTHYHA IUATHOCTHKA HAa E€HTEPOBHUPYCHHTE HEBPOWH(GEKIMH € BaKHA OT
IJIeHa TOYKa Ha TepamusaTa, MPOrHO3aTa U MPEANPUEMAHHUTE EMUISMHOJIOTHYHN Mepku. llenta Ha
M3CIIe/IBAaHETO Oellie MPOoyYBaHe Pa3lpOCTPaHEHNETO HA EHTEPOBUPYCHUTE HEBPOMH(EKIINH Cpe] nerara
U Bb3pactHuTe B brarapus npe3 2006r. u cpaBHABaHE Ha JBa JUATHOCTUYHU METOMM.

B npoyuBaneTo 0s1xa BkitoueHu 96 nanuenta cbc CM u 30 ¢ eHnedannT Ha Bb3pacT 6 Mecera —
75 ron., XOCUTAIM3UPAaHU B pa3iMyHK paiioHu Ha cTpaHata npe3 2006r. Uscnensanu Osixa 114 dpexannu
n 62 nukBOpHM npoOu upe3 m3osanus Ha EB Ha xieTbyHM KynTypu. 3a ObpBH BT y Hac Oeme
paspaboren u m3nomBaH Mmeroga RT-PCR 3a orkpuBane Ha entepoBupycHa PHK B wu3cnenBanute
JTIUKBOPH.

Bupycnara nzonauus Oeme no3utusHa npH 16 (12,7%) cinydas Ha HeBponHpekuuu. M3ommpanu
Osixa pasnmuuHu ceporunoBe EB. Pesynrature ot RT-PCR 6sxa monmoxxurennu npu 24 (38,7%) ot
W3CIIe/IBAaHUTE JIMKBOpHU. [IpoBeneHo Oellle KIMHAYHO W MApAKIMHWUYHO TPOYYBAHE HA MAIMEHTHTE C
nokazana EB PHK B nukBopure.

EB wurpasr BakHa poJisi B €THOJOTMATAa Ha HEBPOMH(EKIMUTE NPH AELaTa M BH3PACTHUTE B
boearapus. RT-PCR e mo-0pp3 u uyBcTBUTENneH meron 3a otkpuBane Ha EB PHK B mmkBopure ¢
JMarHoCTUYHA CTOMHOCT B CPABHEHHE C BUPYCHATA U30JalUsl Ha KIEThYHU KYJITYpPH.

HAYYHU ITYBJIUKADUUA:

o Kopcyn H. u np. Enmeposupycuu ceposnu menuneumu u enyegparumu 6 bwneapus npez 2006 2. —
BUPYCONOSUYHO U KIUHUYHO npoyusane. Memutnuacku niperien, 2007, 3, (mox nedar).

HAYYHMU ITPOSIBU:
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o Korsun N., at al. Comparison of the Viral Cultures and the Reverse Transcription-PCR Assays
for Rapid Detection of Enterovirus RNA in Cerebrospinal Fluids of Patients with Neuroinfections
in Bulgaria. International Meeting in Emerging Diseases and Surveillance (IMED). Vienna,
Austria, 23-25.02.2007, pp 98-99;

e Kopcyna H. u np. Hos nooxoo (RT-PCR) 3a emuonocuuna OuazHOCMUKa Ha eHmeposupycu npu
cayyau Ha ceposHu menunmeumu u enyegparumu. Jloxnan wa V Hammonanen Konrpec mo
Knnanuna Mukpo6uonorus u Uadekronorus, [lnosnus, 19-22 anpu, 2007.

Hayunusar order e npuer ¢ OT/IHYHA ouenka mo ckagara Ha CbBeTa Mo MeIUIMHCKA
HayKa.

2.25. JloroBop Ne 38/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHUE: Undexnun. Mukpobuonorus

TEMA HA M3CJEJOBATEJICKHUS ITPOEKT: Omnpexnensine ponsita Ha Chlamydia trachomatis B
Pa3BUTHETO Ha XPOHUYHUSI IPOCTATUT

MNEPUO/J] HA ®PUHAHCOBA ITOJAKPEIIA: 2007 r.
BOJAEII U3CJIEJOBATEJI: I-p Januen BaneHTHHOB ﬁopnaHOB
YJEHOBE HA U3CJIECJTEJOBATEJICKUS EKUIIL:

e Acucr. 1-p Becena Backosa Y3yHoBa,; Katenpa MukpoOuosiorus;
e [ acuct. n-p SIna XapanamoOuera, Xapanamouesa, nM; Kareapa no MukpoOuosorus;

o Jl-p Muxaun HenoB Huxkomocku, ct.H.cIl c1.; 3aBexmam-otnencaune bnOpedna
TpaHcmianTanus, Karenpa mo Yposorus, MY — Codus;

e Jlou. a-p ﬁopﬂaHKa BemukoBa VY3yHoBa, cr.H.c.ll cr.; 3aBexmgam AHIPOIOTHYEH CEKTOD,
Karenpa no Yponorus, MY — Codus;

AJIPEC 3A KOHTAKTMU: 1431 Codus, yn. 3apase 2, Karenpa no Mukpobuonorus, Ten.: +359 2 951
53 17; +359 2 9172 657

BA30OBA OPTAHU3AIMSA: Menuiuacku dakynteT, Menuiuacku yausepcureT — Codus, Karempa
MuxpoOuonorus, yin. 3apase 2, 1431 Codus, Ten.: +359 2 951 53 17; +359 2 9172 580

PE3VYIJIITATH:

IlenTa Ha HACTOAIIETO Mpoy4YBaHe Oe ycraHoBsBaHe pasmnpocTpaneHuero Ha Chlamydia
trachomatis cpen 150 nanuenTa ¢ orulaKBaHus OT CTpaHa Ha MPOCTATHATA XKJIe3a [OBEYE OT TPU Mecena u
ChbMHEHHE 3a HMH()EKIMO3HA TEeHe3a upe3 KyITypelleH W IMOJMMEpa3HO BeprkeH Mmeroi. Ha Bcuukm
MaIMeHTH 0sXa MPOBEJCHH CIIeIHUTE M3CIEeIBAaHNS — MUKPOCKOTIPaHe W KyJATHBUPAaHE HA ypUHA Tpean
U cJell MPOCTaTeH Macax, KyJTHBHPAaHE C MOCIeBala UMyHO(DIyopecueHIMI 1 OTAETHO ITOJIMMepPa3HO
BEpHHA PeaKIus 3a JI0Ka3BaHe Ha MPUUMHUTENS oT ypeTpaieH cekpet. [Ipu 83 (55.33%) ot 150 manuenra
Osixa OTKPHTH JICBKOIIMTH B ypWHaTa clien mnpocrareH macax u m3onmpanu E. coli, Klebsiella,
Enterobacter, Proteus, Pseudomonas, Streptococcus u Staphylococcus B Hest. B3 0cHOBa Ha MMOIyYEHUTE
pesyaratu te3u 83 manmeHta Osixa mpuuucieHd kbM Kateropus II mpoctatuT, o3HauaBaH omie KaTo
XpOHHYEH OakTepuaaeH NpocTaTthT cropen u3uckpanusta Ha NIH. Ocranamure 67 (44.67%) Osixa
otaecenu kbM Kateropus III - CPPS. Ot Tsax mpu 52 marepuayia OTKpUXME JaHHH 3a JICBKOI[MTO3A.
VimeHHO Te3u manmeHTH Osixa ¢ Hal-royisiMa BEpOSTHOCT 3a HMHQekuus, npuunHeHa ot Chlamydia
trachomatis. [Tonoxxurennure pezynratu ot PCR u xynaruBupaneTo 3a nokaszsane Ha C. trachomatis 6sixa
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cpotBeTHO 4 M 3. OtHeceHo kbM oOmms Opod mammentn - 150, BKIOUEHH B MPOYYBAHETO,
pasnpoctpanerunero Ha C. trachomatis e ensa 2.66% (4 nonoxutenan Ha PCR mpo6u). OTHEceHo,
obaye kbM Opos manueHT, BkioueHn B Kareropus 111 - 67, pasnpocrpanenuero na C. trachomatis e
5.97%. Otme mMo-BHCOK € MPOIEHTHT, KOraTo ¢ ThPCH Pa3NPOCTPAHEHNETO Ha XJIAMHIUATA B TpymaTa ¢
CPPS u Bwp3manurenHa reneza — 7.69% (ot 52 marepmana 4 nanoxa monoxurteneH PCR pesynrat u 3
MOJIOKHUTENEH Ha KyJITHBHpPaHEe U UMYHO(IyopecleHIHs). Bepeku HesCHUS My CTaTyT 1O OTHOILCHHE
Ha TOBa ChCTOsSIHWE, HHE cMe Ha MHenue, ye C. trachomatis mma posst B pa3BUTHETO HA XPOHHUYHHS
mpocTaTuT ¢ wWH(pEKnuo3Ha TreHe3a. Hamata mpenopbka KbM KIMHHUIMCTUTE YPOJIO3W W aKyIIep-
THHEKOJIO3H € Jia ThpcAT Ta3u MH(EeKuus T.K. 3a00NBaHHUATA, KOWTO NPHYHMHSBA XJIaMHIUalHATa
WHQEKIHUS BapupaT OT 0€3CUMITOMHO HOCUTEINICTBO JI0 TEXKKH 3a00JsIBaHHS ChC CEPUO3HU MOCIEICTBHS,
BKJTFOUMTEITHO CTEPHUIIUTET ¥ TIPH JIBATA MOJIa, KAaKTO U J0 €pPEeKTUIHA TUCPYHKINS IPA MBIKETE.

HAYYHU ITYBJIUKALIUUA:

e Paiikoa B., Hopnanos JI., Muros 1., Teoprues M., Yaynosa . PCR u umynoguyopecyenyus
na Chlamydia trachomatis creo uzorupanemo na muxpoopeanusma upes KiemvyHo KyAmusupane
Kamo memoou 3a 00KA38AHemO My 8 YPempaieH CeKpem U OnpeoeisHe He208amd poisi 8
pazeumuemo Ha XpoHuunus npocmamum. Y posorus, T. 14, 6p. 3, 2008; (Crarus mos neyar).

HAYYHU ITPOSIBU:

e Quzounova-Raykova V., Mizgova G., Ouzounova E., Mitov |. Evaluation of the role of
Chlamydia trachomatis in chronic prostatic infection. IToctep. 29th Congress of the SIU, 2-
6.09.2007.

Hayunusar or4yer e npuer ¢ BHCOKA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

2.26. JloroBop Ne 43/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHUE: Nndeknun. Mukpobuonorus

TEMA HA U3CJIIEJOBATEJICKUA HPOEKT: KnuHN4YHO, BHPYCOJIOTMYHO M MOJIEKYJIIPHO —
TeHETHYHO NPOYYBaHe BHPXY pa3lpOCTPAHEHUETO Ha KAIMBUPYCHHUTE HH(MEKIUH B bhirapus

NEPUO/J HA ®PUHAHCOBA IMOJAKPEIIA: 2007 r.
BOJAEII U3CJIIEJOBATEJI: [ou. n-p Maiina Muxaiinosa TuxonoBa — Murosa, 1M
YJIEHOBE HA U3CJIIEJOBATEJICKUS EKHUIT:

o Jlou. n-p Henmu CrosinoBa KopcyH, nMm, 3aBexnani Harmonannara pedepeHTHa J1abopaTopus 1o
entepoBupycu B HII3IIb;

e 3opauua BanentunoBa MinanenoBa, buonor, Hamumonannara pedepentHa naGoparopusi 1o
enteposupycu B HL3IIb;

e JI-p Aranac XpuctoB ManrspoB, aMm, 3aBexnamny [leTcko OTaeneHue ¢ WHTEH3MBEH CEKTOD,
CBAJIMIIB ,,ITpod. M. Kupos” EAJ];

e JI-p Crerna Anekcuesa, [leTtcko otaenenue ¢ uHTeH3uBeH cexrtop, CBAJIUIIB ,Ilpod. Us.
Kupos” EA/L;

e Huxomnaii KbeiBaues, crynent, MO - MY, Codusi.
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AJIPEC 3A KOHTAKTM: Karempa mo Hudbeknuo3Hu OoiiecTH, Mapa3wUTOIOTHS W TPOIHIECKa
meauimaa, M®, MY — Codus, CBAJIUIIE “Tlpod.Mean Kupos” EAJl, 1606 Codus, Ooyn. Akan. Us.
I'emos 17

BA30OBA OPTAHU3AIIUSA: KUBIITM — Meaummacku ®akynrer — MY, Codwusi, CBAJIUIIB ,,IIpod.
WBan Kupos” EAJ]

PE3VYIJITATMU:

Hoposupycu 6sixa otkputu B 36 (26.3%) dexanan nmpobu ot B3puBa B CamMokoB. BupycHn
natoreHu 0sxa gokazanu B 219 (46.6%) cnopannyan quapuidiau ciaydad. Cpes TIX pOTaBUPYCH OT TpyIa
A 0Osixa HamepeHu B 28.9% (136/470) ot npobute, HOopoBupycu - B 11.9% (56/470), aneHoBUpYyCH - B
7.7% (36/470) u actpoBupycu - B 0.2% (1/470). HopoBupycute adekTrpaxa IiIaBHO JellaTa Ha Bb3pacT
7-36 mec. mpenuMHO B Tieprona despyapu - ampui 2007.

Bwveedenue: HopoBupycuTe ca €IHU OT Hal-BaXHUTE NMPUYMHHUTEIM HA OCTPH HEOAKTCpPHUAIHU
ractTpoeHTepuTH npu doBeka. Jlo Havanoro Ha 2007 r. B bearapus He € M3BbpIIBaHA JUATHOCTUKA Ha
HOPOBUPYCHTE W HE CBHINECTBYBAT MaHHW 3a TAXHOTO pasmpocTpaHeHue. llenTa Ha HacTosmeTro
MpoydYBaHe € Ja ce OCUrypu uH(popManus 3a paslpoCTPaHEHHWETO Ha HOpPOBHpYcHUTe B brarapws,
KIMHUYHO ¥ CHHACMHOJIOTHYHO XapaKTepU3UpaHe Ha CIydyauTe U TCHOTUIIOBO XapaKTEepU3UpaHE Ha
IUPKYTUPAIIUTE IIIAMOBE HOPOBUPYCH.

Mamepuanu u memoou: O6mo 133 dekaman npodu ot enuaemuanus B3puB B CamokoB u 470
¢dexanHun mpoOu OT Jeua Ha Bb3pacT Moj 7 rof. OT 9 pernoHu Ha cTpaHaTa, CTPAJallyd OT TEKKU
racTpOeHTEPUTH, Osixa U3cieaBanu upe3 uMmyHoensuMeH metoa ELISA. U3sbpiien 6eme cpmo RT-PCR
Y TEHOMHO CEKBEHHPAHE.

Baxnrouenue: PC3YJ'IT3TI/ITC OT MBPBOTO M3CJICABAHC Ha HOPOBUPYCUTC [JOKA3BaT Ba)XHaTa
€THUOJIOTNYHAa pPOJid Ha TC3U )Z[I/IapI/II\/'IHI/I maTor¢Hu B ET)JIFapI/ISI KaKTO WM 3HAYCHHUCTO Ha M3IIOJI3BAHCTO Ha
6’Bp3H MCETOJHU 3a JOCTUI'aHC HAa paHHA JUArHo3a U IMpujiarane Ha He3a0aBHU MPOTUBOCTIMACMUYIHH MECPKU
C o1 M305TBaHE HA CIMMUACMHUYHOTO UM PA3NIPOCTPAHCHUC.

HAYYHU ITYBJIUKAIIMU:
CraTun, ny0IMKYBaHU B CIIUCAHUS

e Kopcyn H. wm gap. Emuonocuuna cmpykmypa Ha 6UpyCHUmMe 2acmpoeHmepumu npu
xocnumanuzupanu oeya 8 bvreapus. llpaktnyecka neauarpus, 2008, xu. 4, ctp. 2-6.

Knuru u MoHorpadumu
o Kopcyn H. Bupycnu upesnu unghexyuu. Codus. Uzn. “Jrodombapue”, 2007, 144 ctp.
HAYYHMH ITPOSIBUH.

e Mladenova Z., et al. Distribution of diarrheal viruses in hospitalized children with acute
gastroenteritis in Bulgaria. 5" World Congress of the World Society for Pediatric Infectious
Diseases - WSPID, Bangkok, Thailand, November 15 — 18, 2007, Book of Abstracts, p. 256;

e GeonovaT., et al. Etiology of pediatric viral gastroenteritis in Bulgaria. 18" European Congress
of Clinical Microbiology and Infectious Diseases, Barcelona, 19-22 April 2008;

o Mladenova Z., et al. Viral agents detected in hospitalized pediatric gastroenteritis cases. Second
Congress of Virology (Days of Virology in Bulgaria). Sofia, Bulgaria, 28-31 May 2008.

Hayunusar order e npuer ¢ OT/IHYHA ounenka mo ckanara Ha CbBeTa Mo MeIUIMHCKA
HayKa.
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2.27. Jlorosop Ne 26/2007 r. ua MY — Codus
HAYYHO HAITPABJIEHUE: MenuiuHcka mapa3uToIOrus U TPOHYECKa METUIINHA

TEMA HA NU3CJIEJOBATEJICKUS IMTPOEKT: Pa3paboTBane u cpaBHHTETHA OIICHKA Ha METOIH 3a
WMYHOJMAarHOCTHKA MPU OOJTHY ¢ €XUHOKOK03a

NEPUOJ HA ®UHAHCOBA NOJKPEIIA: 2007 1.
BOAELL U3CJIEJOBATEJI: [lou. Kamenna MapunoBa Byroga, 1okTop
YJIEHOBE HA U3CJIEJOBATEJICKHWA EKUIT:

o Cr. acucr. n1-p Huna CrosnoBa SIndeBa; Katenpa mo MHGEKIMO3HH, Mapa3suTHA U TPOITUUECKH
6onectu, MY — Codust, CBAJIUIIB ,,IIpod. Mean Kupor” EA/L;

e Cgeriozapa JlwobomupoBa IlerkoBa, n0H, H.c.lcT.; BAH, HMHCTHTYT 1O eKcliepMMEHTaJHA
MaToNIOTHsT M Tapasurojiorus, LleHTpanHa XeaMuHTOJOTMYHa jaboparopus, yia. ,IIpod. T.
Bonues”, 011. 25;

e Acucr. a-p Pocuna Urop Yumera; Karenpa mo UHbexnuoszHu, mapasuTHA M TPOMHYECCKH
6onect, MY — Codust, CBAJIUIIB “IIpod. Usan Kupos” EA/L,

AJIPEC 3A KOHTAKTMH: CEAJIUIIG “TIpod. Usan Kupos” EAJL, [lapazutonornuna nabopartopus —
Codms, Oyn. Akaa. UBan 'emos 17, Tem.: +359 2 952 36 62, +359 2 873 30 27

BA30OBA OPT'AHM3ALUSA: Karenpa mo MHdekno3an, mapasuTHA U Tponudecku Oomectr, MO —
Codus, CBAJIUIIB “TIpod. MBan Kupos” EAJ]

PE3VYIJITATH:

ExnHOKOKO3aTa € XpPOHHYHO 3a00JsIBaHE, YECTO NPOTHYALI0 TEXKKO, C MNPOABIKUTEICH
JATeHTEH TepHOJ, C PEelUIAMBA M B HSIKOM CllydyaW 3aBbpIIBA ChC CMBPT. B nabopatopusra 1o
Mapa3uToJIOTHs KbM KaTejpara 1o MH()EKIMO3H!, Tapa3uTHU U Tpornuyecku Oonectu B Tp. Codust mpes
nieproaa 2007 - 2008 r. ca nzcneaanu 95 601HH ¢ eXHHOKOKO3a, 50 xeHn u 45 MBxKe, Ha BB3pacT oT 13
1o 79 r. (cpeana Bu3pact 46 r.). bonHuTe ca ¢ uepHoapoOHa (49), 6enmoapobHa (21) u ¢ aconuupana
eXWHOKOKO03a (25), c¢bc 3acAraHe eHOBPEMEHHO Ha Osu1 Apo0 WM uYepeH Jpo0 H/WIH ChC Cle3Ka,
MEpUTOHEYM, TphOHaueH cThIO0 u OwvOpern.  M3mom3BaHw ca WHCTpyMEHTANHH (a0IOMHHAITHA
exorpadusi, pentreHorpadus) u ceponornunn Metogm (ELISA, PIIXA wwukporect, marekc
arnytuHaiusa, PU® u Western blot). C Haii-Bucoka uysctButeaHocT ¢ PIIXA (94.7%), karo Tasu
peakuus e nonoxxurenHa npu 100% oT nauueHTure ¢ aconuupana exuHokoko3a. ELISA e monoxutenHa
npu 85,3% ot OonHute, narekc armytuHauus npu 92.8% u PU® npu 73.7%. C pazpaborBaHeTo H
MpWJIAraHeTO Ha JABa WJIM TPH CEPOJIOTHYHM METOAM 3a JMarHOCTHKa Ha €XWHOKOKO3aTa M TIXHaTa
CpaBHHUTEIHA OlEHKAa Ce€ TIOCTUTa TMO-TONisIMa TOYHOCT TPH OTKPHUBaHE Ha CcHenu(UIHUTE
AHTHEXWHOKOKOBH aHTHTENA MPH Ta3u TEKKO MPOTHYAILA [1apa3uTo3a.

HAYYHU IIYBJIMKALIUUA:

o Cpagnumenna oyenka Ha mMemoou 3a UMYHOOUASHOCMUKA npu OOIHU ¢ exunokoxosd. [loarores
ce 3a IMyOJMKyBaHe B CITMCAHHE.

HAYYHHU ITPOSIBU:

e PaszpabomeaHne u CpasHumenIHad OYEHKA HA MemoOU 34 UMYHOOUASHOCMUKA Npu OOIHU C
exunoxoko3a. JIokiaa MoAroTBEH 3a U3HACSHE HA Hay4YeH (hopyM.
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Hayunusart otyet e npuet ¢ /[ObPA ouenka no ckajata Ha CbBeTa Mo MeIMIMHCKA HayKa.

2.28. Cropaszymenne Ne 4/2006 r. mo lorosop Ne 10/2005 r. ua MY — Codus
HAYYHO HAITIPABJIEHHME: TepaneBTuyHa CTOMATOJIOTUS

TEMA HA MHM3CIEJOBATEJCKHS IIPOEKT: MW3cnenBaHe Ha HIKOM OWOXHMHUYHH M
MUKpPOOUOJIOTUYHU ITapaMeTpy Ha CMECEHa CIIIOHKAa W 3h0HA TUIaKa Ha KapHec-pPe3HCTCHTHH U Kapuec-
HEPE3UCTCHTHU MAlUEHTH

MNEPUOJ HA ®UHAHCOBA IMOAKPEITA: 2006 T.
BOAEILL U3CJIEJOBATEJL: Cr. acuct. n-p Jloopuna [1aBnosa Kapasiesa
YJIEHOBE HA U3CJEJOBATEJCKUSA EKUAIL:

e Cr. acuct. n-p Hobpuna IlaBnoBa Kapasmmesa, ®akynrera mo Jlenranna memunmaa, Codus,
Karenpa mo KoncepBarusHo 3p00n€eueHue;

o JI-p CunBus Jlunosa JlumMutpoBa, 00IIONPaKTHKYBAI JOKTOP 10 JleHTanHa MeaunnHa.

AJPEC 3A KOHTAKTM: 1431 Codus, Oyn. Cs. I'eopru Coduticku 1, et. 10, ka6. 1022, Kareapa mno
KoncepBarusHO 3b005eueHue; Tenedonn: cir. +359 2 954 12 87, nom.: +359 2 865 94 10

BA3OBA OPTTAHU3AIMUSA: Dakynrer o Jlentanmna meaunrHa, MenumuHckn yauBepcuteT — Codus,
Karenpa mo KoncepBarusHo 3p001e4eHme

PE3VIJIITATH:

PesynTatute oT M3caenBaHeTo ca npeAcTaBeHH Tabiau4yHo U rpaduuHo. Tabnuua 1 xemMoHcTpupa,
4ye TeHAEHIMATA U [IPY JBaTa €H3UMa - Kucena U aikaiua pocghamasa, € €qHAKBa 3a ABaTa M0ja, KAKTO U
3a Kapuec-aKTMBHHUTE U KapHeCc-pe3UCTEHTHUTE CTYIEHTH M T4 €: IMOBHUIIABaHE HAa CTOHHOCTUTE Ha
CH3UMHUTE B axXUTHEHHUS TepHoA. TeHIeHIUsITa MU o — amulazama € odpaTHaTa - TIOHIDKaBaHE Ha
CTOMHOCTUTE ¥ B axXUTMEHHUS NEPHOA, KAKTO NPH Kapuec — aKTUBHUTE Taka M IpPU KapHec —
PE3UCTEeHTHUTE CTY/ACHTH, U TIPU ABaTa MoJa.

CraTucTHyecku JocTOBepHU pa3iukH (Tadm. 1, p<0.05) ce ycraHoBuxa 3a kucenara (ocdarasa u
anda — aMuIa3ara W 3a JBaTa W3CJACIBAHU MEPUOJA, NMPH CPABHEHHETO HAa KapHeC — aKTHBHUTE KBbM
Kapuec — Pe3UCTEHTHUTE YYaCTHHIIH, KaTO HE Pa3JeisiXMe JBETE TPYIIH 110 MOJI.

SlcHO e wu3pa3eHa TEHJCHIMATA 3a IOBHINABAHE CTOWHOCTUTE Ha Kaimmus U (ocdopa B
aXUTHEHHHS TepUOJ NPH XeHUTe. M3KiovyeHne mpaBu cToiHOcTTa Ha (hochopa B aXHUIHEHEH NMEpHO,
MIpH Kapuec — akTUBHUTE JKeHHU, KbJIETO ce HabmroaaBa cimaba rpomsiHa — oT 4.29 Ha 4.27 mmol/l. He ce
yCTaHOBUXA CTATUCTUYECKU JOCTOBEPHH pa3iivKU 3a Kannus ¥ Gocdopa B qBaTa W3CIEABAHU TIEPUOJIA.
(Tabn.2,**p>0.05)

Tabn. 3 u rpaduka 1 nemMoHCTpHpaT, 4e ciiel M3IJIaKkBaHe Ha ycTarta ¢ 5% 3axapo3eH pa3TBop,
I'bpBOHAYaIHOTO pH Ha cIItOHKaTa MpH BCUYKH TPy ce Bb3cTaHoBsABa 10 30 MunyTa. Hail-Hucko pH Ha
5-ta muHyTa (pHsmin) Cilen W3miIakBaHE Ha ycTara, ChC 3aXapO3HHS Pa3TBOpP C€ OTYMTA MPU KapHuec-
pe3ucTeHTHUTE XeHH - 5.63.(*p<0.05)

HAYYHHU ITPOSIBU:

o Kapasmesa /I., Mapunoa M., boresa E. Salivary enzymes in caries-active and caries-resistant
subjects. TTocrepna mpesentarus Ha 17 —ta AcambOnes na IMAB, 3-6 wmaii, 2007T., Bapua —
Bboearapus (IIpunoxenwue 6).
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Hayuynusar otuyer e mpuer ¢ BMCOKA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

2.29. lorosop Ne 48/2007 r. na MY — Codus
HAYYHO HAITPABJIEHME: JleTcka CTOMaTOJOTHS

TEMA HA U3CJIEJOBATEJICKUS ITPOEKT: CEM cpaBHHTETHA XapaKTEPUCTHKA HA JICHTHHA Ha
BPEMEHHHM W TIOCTOSIHHU 3h0M. [IpoMeHuTEe Ha 3HOHWUTE CTPYKTYPH BCICACTBUC Ha JIEMUHEpATH3AIIVS,
JETPOTEHHU3AIMSI U TIPUIIOKEHHUE Ha ChbBPEMEHHUTE TeHEepaIuy aJXe3UBHU CUCTEMHU

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 T.
BOJAEII U3CJIEJOBATEJI: Hatanus XpucrtoBa ['ppHUapoBa
YJIEHOBE HA N3CJIIEJOBATEJICKUSA EKUIL:

e Haranusa Xpucrtosa I'ppHUapoBa.

AJIPEC 3A KOHTAKTMU: ®akynrer no Jlentanmna Menuuaa, Menuumackn YauBepcuter — Codus,
yi. I'. Codumiicku 1, Ten: +359 888 233 848

BA3OBA OPT'AHU3ALMUS: daxynrer no Hentanmna memuiuHa, Kartenpa mo Jletcka Jlenramna
Menuuuna

PE3VYIJITATH:
IIpu n3rbiHEHUE HA TOCTABEHUTE 33a4M B TO3U ITPOEKT HUE MOIYYUXME CICTHUTE PE3YIITATH:

JIeHTHHBT HAa BPEMEHHUTE 360U Ce MPOSIBSIBA KATO 3HAYUTEIIHO TO-YSI3BHM IPH TPETUPAHETO MY C
CIBaIlld arcHTH B CPaBHCHHE C JICHTHHA Ha MOCTOSIHHHUTE 3b0H. ElBaHeTO Ha JCHTHHA Ha BPEMCHHHTE
360U 3a 7 cekyHU ¢ 35% (docdopHa KucearHa BOAM 10 ISUIOCTHO OTCTPaHSABaHE HA 3aMbPCSIBAILUS CIIOM.
B Ta3u Bpb3Ka ChKpanaBaHEeTO HAa BPEMETO 3a €lBaHe Ha JCHTHHA Ha BPEMEHHHUTE 350M Ha MTOJIOBHHA OT
TOBA, TMPENOPHYaHO OT (UPMHUTE TPOWU3BOIAMTEIN 3a TPETHPAHE NPH IOCTOSHHUTE 3bOM € yIadyHO
MpeUTOKEHNE 3a KIMHWYHATA MpaKTHKa. [IpuiaraHero camMo Ha JEMPOTEMHU3UPAIIO CPEICTBO BBPXY
OTKpPHUTA JEHTHHOBA IMOBBPXHOCT HE € JOCTaThUHO, 3a Ja OTCTPAHH 3aMbPCSBAIIMS CJIOH, MOJyJdeH
BCJIC/ICTBHE Ha MeXaHWYHata oOpaboTka Ha JeHTHHA. V3CieaBaHWTE aJXe3WBHH CHCTEMH C€ OTHACST
pas3INyHO B 3aBUCHMOCT OT BHJa Ha 3bOHUTE CTPYKTYPH — €MailJl WJIM JICHTHH, OT TOBA JIAJId Ce TPeTHUpa
BPEMCHCH WJIU IMOCTOSAHCH 31:6, KAaKTO U B 3aBUCHUMOCT OT TECXHUA XUMUYCH CHCTAB. HerOTeI/IHI/If‘laHI/IHTa
Ha TPEIBAPUTEIIHO JEMUHEPAITU3UPAH ICHTHH BOIH JI0 Ch3/IaBaHE HA MHOTO MO-TIOPHO3HA MTOBBPXHOCT B
CpaBHEHHE C Ta3W IMOJyYeHa caMmo CJeJ elBaHe — ¢ (YHHEBHIHO Pa3lIMPEHH ICHTHHOBH KaHAI4eTa U
OTKPUTH BTOPWUYHU TYOYJIHH OTBOPH B IEpU- W WHTEPTYOylnapHUs ACHTHH W OTCTPAaHEH KOJarcH.
AIUMIIIpaHeT0 Ha aJXe3MBHM CHUCTEMH 4YeTBBbPTa M IeTa reHepamuss — one bottle BBpxy
JIEMUHEPAIU3UpaH U JEMPOTEHHU3UPaAH JCHTHH WMa 3a MOCIeaUIla 00pa3yBaHETO XHOPHIEH CIIOH, OT
KOWTO 3al04BaT aXCe3MBHH 3aITyIIAIKH, KOUTO Ca MO-KbCH B CpPAaBHEHHE C Te€3W 00pa3yBaHU B JICHTHH,
KOWTO € caMo JeMuHepain3upaH. Te3u aJxe3uBHH 3alylIajKh ca ¢ Mo-royisiMa JedennHa u 1mo-1o00pe
u3paseHa ¢pyHueBuHa GopmMa B CpaBHEHHE C OHE3M MOJYYCHH CaMO BCIICJACTBUE HA JACMUHEpATU3alvs.
Te3n XapakTepPUCTHUKU MPEAOTNPEACTIT U OYAKBAHETO 33 TMOCTHIAHETO M HA TMO-TOJsIMA 3/paBHHA Ha
CBBP3BaHC, MOJYUCHA IPU JEMHUHCpaIU3aluAa U ACNPOTCUHN3aUA Ha JECHTUHOBUA CY6CTpaT.

HAYYHHU IIYBJIMKALIUUA:

e TareBa H. Cpasnumennu CEM u3zcnedsanus na npomenume no no8bpXHOCMmMa Ha OeHMuHa npu
B8peMEeHHU U NOCMOANHU 360U Cled eysane.

Hayuynusat otder e npuer ¢ OT/IHYHA ouenka mo ckaaara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.
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2.30. lorosop Ne 53/2007 r. na MY — Codus
HAYYHO HAINIPABJIEHME: [lercka cromaronorus. Madekiuu. Mukpoduonorus, UMmyHHa cucrema

TEMA HA U3CJIEJOBATEJICKUSA INPOEKT: M3crnensane Ha opaigHu OMOMapKepH W MPOydBaHE
ponsra Ha Candida B opaiHaTa ekocrcTeMa TIpH JIeIa

NEPUOJ HA ®UHAHCOBA NOJKPEIIA: 2007 1.
BOJAEII U3CJIEJOBATEJIL: [lom. 1-p Mas Pamesa Pamkosa, mm
YJIEHOBE HA U3CJIEJOBATEJICKHWA EKUIT:

e Jlon. n-p Munena Jqumutposa I[lenera, am; Kateapa no gercka aeHtanHa meauiinHa, Qakynrer
o [lenranua meauiyaa, MY — Codus;

e [Ipod. n-p Mapra IlerpoBa banesa, nmu; Jlabopatopusi Mo KIMHWYHA UMYyHOIOTHs, MY —
Codus;

e Acucr. a1-p Mapuera bernuesa; Kareapa o JIUP u OJl, @axynreT o [lenranna menuiuaa, MY —
Codus;

e Cr. acucr. n1-p Huna ToneBa; Karenpa Jlercka aenranna meaunnHa, dakynreT no JleHTanHa
Menuimaa, MY — Codusi.

AJIPEC 3A KOHTAKTH: ®akynrer no Jentanna meauunHa, MY — Codus, Oyn. I'. Coduiicku 1,
Tenedonn: Mobunen - +359 888 215 033, nomarren - +359 2 955 42 38; cimyxeben - +359 2 954 12 92.

BA30OBA OPI'AHU3ALUA: ®axynrer no lenranna meaununa, MY Codust, 0yn. I'. Codwuiickn 1
PE3VYJITATU:

Pa3H006paSI/ICTO B OpaIHaTa C€KOJIOTrusi, MHOXXCECTBOTO q)aKTOpI/I OT JIOKAJICH H 06]].[ XapakTep,
XapaKTepu3npaiu OuoyiornyHaTa cpcaa B yCTara, KaKTO U O6H_II/I$IT 3ApPaBOCJIOBCH CTAaTyC Ha ACTCTO
nmoaaAbPXKAT PAaBHOBECUETO B CJIOKHATA U JUHAMWYHA OpaJIHa CUCTEMaA. Bcewuku te3u q)aKTOpI/I OIIpeacIAT
ThHKATa rpaHulia MEKAy 3JIpaBC U Oosect B JCTCKHA OPraHru3bM U YCTHATA KyXHHaA.

C mHacTosAmHMs TMPOEKT NPOYYMXME HAKOW OT Te3W IapamMeTpd, KOWUTO HapuyaMe OpaTHU
Oouomapkepu. Te mie cTaHaT YacT OT CTPOMHA CUCTEMa 3a OIEHKAa HAa PHUCK OT Hali-4eCTHTE OpPATHU
3a00JI1BaHuUs B IETCKO-IOHOIIECKA Bb3PacT.

Caronuen Tok, pH, xoHcucreHuus, OydepeH KamauTreT ca MapKepd Ha CIIOHKaTa, KOHUTO
XapaKTepu3npaT OCHOBHATA TeYHa opayHa cpexa. Te ce BIMAAT OT OOIIOTO 37paBe HAa OpraHU3Ma U
CBIIEBPEMEHHO BIIUSISAT BBPXY OpaliHaTa MaTOJOTUS JUPEKTHO, MM UHIUPEKTHO Ype3 Bh3JICHCTBUETO CH
BBPXY IJIAKOBHs OHoduIM.

Beme nokasano, ye opannata Candida e enun ot Hali-paHo kononusupamute MO B ycTHarta
KyXWHa, HENOCPEICTBEHO Cie]l pakJaHe U OCOOEHO ako Jelara ca OT PUCKOBU OpPEMEHHOCTH, ChC
CHUCTEMHH YBPESXIaHWs W XPOHWYHHM 3a00isBaHUs. 3aBUCHMOCTHUTE, KOHUTO OTKPHXME HH JaBaT
ocHoBaHHWe Ja npuemeM opanHara Candida 3a mMapkep mokasBall BIMSHHETO HA OOIIOTO CHCTOSHHUE Ha
OpraHm3Ma BbpXy OpajHara eyouo3sa.

Hanpasenure ot Hac npoyuBanus Ha opaiHu Lactobacilli mokazaxa, ue To3u MO cbIio Moxe 1a
ce mpueMe 3a MapKep Ha opajiHa pPUCKOBa cpera, HO 3a pasznuka or Candida, TOM ce mpomeHs criopen
JIOKAJIHUTE PUCKOBHU (haKTOPH, KaTO KUCEIMHHOCT Ha Cpeaara, BhIJICXHpaTeH KIMPBHHC, KaprHo3Ha cpera
" JIp.
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3a WBPBU MBT y HAC € HANPABEHO MPOYYBAHE HA JIOKATHUS CEKPETOPEH UMYHHTET, KaTO 4acT OT
KOMIUICKCHATa OIlEHKAa Ha OpajHaTa PUCKOBA Cpela NpHU Jena ¢ pa3IudHu 3a0oisiBaHus. Pesynraturte
MOKAa3BaT, Y€ CCKPETOPHUAT HUMYHUTET C€ CTHMYJIMpA IMOBEYE OT JIOKAIHW WUMYHOTSHHH (akTopu U
MMYHOIIATOJIOTUYHU TIPOIIECH, a CE€ BIIUSC B MO-MaJKa CTENCH OT CUCTEMHH 3a00JSIBaHUS, KAaKBOTO €
IHa0EThT.

Ch31aBaHETO HA CHCTEMa OT OpajlHH OMOMapKepu Ie MPOMEHU IOAXO0Ja IMPH JAMATHOCTHUKA,
JIedeHUE W TPOo(IIIaKTHKA Ha OpalTHUTE 3a00JIsBaHHUSI B JCTCKa BBh3pacT. KOHKpeTHaTa HAaCOYEHOCT Ha
HUBO MHIWBHIyaJTHA OIlEHKAa Ha OpajJieH PUCK IIe Jaae Bb3MOXHOCT 3a MPEBAaHTHBEH IOAXOJ, KOHTO €
0COOCHO IICHCH KaKTO NpU 3bOHMS Kapuec Taka W NpPU BCAKA Jpyra OpajHa MaTOJOTHs B JIETCKO-
FOHOIIIECKA Bb3PACT.

HAYYHHU NYBJIUKAIINUMN: IToaroTssT ce 3a meyar.
HAYYHMU ITPOSIBMA.

e Pamxosa M. u np. Opanna Candida — mapxep 3a eénusnue na 06uomo coCmosHue Ha OpeaHuma
8vpxy opannama cpeda npu oeya 0o 1 e. (Ilpezenranus). 18-ra roguinHa acamoaus va IMAB, 8-
11 maii 2008, Bapna, 31aTHU MsIChLIY;

e PamxoBa M., TomeBa H., bemueBa M., IleneBa M. Opanna xononuzayus c Candida npu
HOBOPOOEHU — PUCKOBU (PaKMOpU C8bP3AHU ¢ OPeMEeHHOCMMA U paxcOaHemo Ha Oememo.
(IToctep). 18-Ta ronumiaa acamoaus va IMAB, 8-11 maii 2008, Bapna, 3naTHu nsachIy;

e PamxoBa M., Tonesa H., bemueBa M. [leiictBue Ha mpoOMOTHYHA XpaHUTETHa A0OaBKa -
“Imunobor biotic” Bepxy opamHaTta ekocucreMa — kimHHYeH ekcrepuMmeHt. (Iloctep) 18-ta
rogquirHa acamOnmst Ha IMAB, 8-11 mait 2008, BapHa, 3naTHE MACHITH.

Hayunusar or4er e npuer ¢ BHCOKA ouenka mo ckanara Ha CbBeTa M0 MeIHIIMHCKA
HayKa.

2.31. loroBop Ne 44/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHUE: ®apmakonorus u Tokcukonorus. bAB n nekapctsa

TEMA HA MH3CIEJOBATEJICKHUA ITPOEKT: IIpunoxenne Ha wMeroga “Monre Kapro
CUMYyJaIK”’ B TOMYJIAMOHHMS (hapMaKOKHHETHUYCH aHaIi3 Ha KoenH

HNEPHOJA HA ®PUHAHCOBA ITOAKPEIIA: 2007 r.
BOJELI U3CJELOBATEJI: ITpod. a-p Aumutsp Hukonos Tepzunsanos, IMH
YJIEHOBE HA U3CJIEJOBATEJICKUSA EKUAIL:

e Jlom. n-p UBanka HukomnoBa Atanacosa, M3mbaHuTenHa AreHmus no JlekapcTsa;
e Kpucruna Bacunesa boxxunona, H.c. II ct.; YMBAJI “Cs. UB. Puncku” EA/I.

AJPEC 3A KOHTAKTHU: YMBAJI “Cs. Ug. Puncku” EAJl, Oyn. Akan. UB. I'emos 15, 1431 Codus;
Ten: +359 2 952 35 54

BA3OBA OPT'AHU3BAIMSA: Meauumacku ¢akynrer, Katenpa mo BeTpemHu 6onecty, Kinanka no
Knnanyna dapmaxonorus u Gapmakokuneruka, YMBAJL “Cs. Us. Puncku” EAJl, Codus

PE3VYIJIITATH:
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MonTte Kapiao cuUMynallMOHHUAT METOJ, Karo CTOXacCTHYEH MOAXOJ € METoHA, KOWTO
TpaHchopMHpa He-clydalHUTe MpoOJeMH B ClIy4ailHH 3a OOJIeK4aBaHE Ha TEXHUTE PEIICHHs Ype3
CTaTUCTUYECKO MNpoOoHaOMpaHe Ha BHPTyaJeH HaOop OT aAaHHH. [IpencTaBeH € HOB MOAXOXN 3a
MIPIJIOKEHUE Ha HermapaMeTpudHus nomynanuoned gapmakokuHerndeH (PK) anamms ¢ MC cumymanun
mpu JekapctBeHoTo (Qenotummsupane Ha CYP1A2 aktuBHOocTTa 32 Habop or MC cumynupaHu
WHAWBUAM, OCHOBaH Ha HAIllM Beue MyOJauKyBaHH NaHHU. Hemapametpuunust nomyiannoneH OK ananus
MIPeIOCTaBH CUTYPHU JaHHU 3a TpUMoAaiHo pasnpeneneHue Ha CYP1A2 akTHBHOCTTA B Ta3W MOITYJIAIUS
or 250 MC cumynupann wHauBuaa ¢ 10 mpoOoB3emaHus OT BCekd. PesynraTtuTe HeIBYCMECIEHO
MOJKPEIAT HAIIMTE NPESAUITHE HAOMIOJACHHWS OT pEaJicH KJIMHWYCH Ha0op OT mpoOu, B3eTH OT 34
WHIWMBU/A OT KaBKa3KaTa paca, KOUTO HSIMAaT POJHUHCKH BPB3KH MOMEXIY CH. (IO 2 CIy4YiHU mpoOH 3a
WHIWBHI). BBB BCEKM OT KIIBCTEpUTE 3a pasmpeaeseHnero Ha aktuBHocTta Ha CYP1A2 (,,BHCOK”,
»CpeleH” U ,,HUCHK ') UMa HOpMaJHO pasnpezaeneHue. O4eBUIHO, B KIMHUYHU YCIOBHS € HEBB3MOXKHO J1a
ce B3emar npobu ot 250 ciyuaitnu nHanBUAA pu 10-TouKoBa cxema 3a mpoboB3emane. Te3u pe3ynTatu
MMOKa3BaT W3KIIOYHUTEHO IIOJIE3HOTO mpwiokeHne Ha MC cHMyITuUpaHeTO TpU  JIEKapCTBEHOTO
(eHoTUIIM3MpaHEe OCOOEHO 3a KJIWMHWYEH Ha0Op OT [aHHW, KOWTO Ca OTPaHWYeHH W CIy4aiHO
pasIpeeneHy.

HAYYHHU ITYBJINKALINU:

e Terziivanov D., Bozhinova K. Applications of Monte Carlo methods in clinical pharmacology
and therapeutics. The method of Monte Carlo simulations in drug phenotyping. Journal of
Clinical Medicine. (Ilox neuar).

HAYYHU ITPOSIBU:

o TepsumBanoB [I., boxunosa K. [lonyrayuonna gapmaxoxunemuxa, uHousudyarusupave Ha
0o3o6usi  pedxcum u  genomunusupare. IV MEXIyHapOAEH CHMIIO3MYM IO KJIMHUYHA
¢dapmakonorus u tepanus. Codust, bparapus; 25-26 okromspwu; ctp. 20.

Hayunust otuer e npuer ¢ OT/THYHA ouenka mo ckajgara Ha CbhbBeTa mo MeIMIHMHCKA
HayKa.
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Meauko-coimajada 00JacTt
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3.1. Jlorosop Ne 46/2007 r. na MY — Codus

HAYYHO HAIIPABJIEHHUE: Enpoxpunu xie3u. Pak: Ouonorusi, enuIeMHUOJIOTHS, TEpamusl.
Corasina MeTUITMHA U 0OIIECTBEHO 3/IpaBeoIa3BaHe

TEMA HA U3CJIEJOBATEJICKUSA IPOEKT: PasmmpeH peructsp Ha XUIMO(GU3HATE TYMOPH B
bobarapus

HNEPUOJ HA ®UHAHCOBA MNOJAKPEIIA: 2007 t.
BOJAEII U3CJIEJOBATEJL: [lom. x1-p Jumutsp JJobpruHoB YapbKkdues, 1M
YJIEHOBE HA U3CJIIEJOBATEJICKHUSA EKUIL:
e ['n. acucr. n-p Paguna Credanosa Usanosa, am; KIIEI', MY — Codus;
o Jlou. n-p Unusua Aranacosa bopucosa, mm; KIIEL, MY — Codus;
o Acucr. a-p Mapus Kocragunora fAunesa; KIIET, MY — Codus;
e ['n. Acuct. n-p Emun Cnases Hauer; KIIEI', MY — Codus.

AJPEC 3A KOHTAKTU: YCBAJIE “Axan. Usau [lenuer”, yn. Jamsu I'pyes 6-8; 1303 Codus, Ten.:
+359 2 980 71 12, Ten./dakc: +359 2 987 41 45; +359 2 987 72 01 / Bv1p. 277

BA30OBA OPI'AHU3ALUA: Menutnuacku dpaxynter, KIED', YCBAJIE “Axan. Usan llenues”
PE3VYJIITATU:

Omnpenenenu ca Moka3aTeinuTe 3a KOHTPOI Ha ChCTOSHHETO Ha MAalMeHTH ¢ XUMO(U3HU TYMOPH.
[IpomennuBuTE ca ONpEAENCHU MO JUTEPATYpHU AAHHM, ChIJIACHO M3UCKBAHMATA HA KJIMHULUCTUTE U
EKCHEePTUTE — KOHCYJITAHTH.

I/I3CH6Z[B3H3 € I/IH(bOpMaTI/IBHOCTTa Ha CHMIITOMHUTEC W MNAPAKIMHUYHUTE II0KA3aTCIN CbC
CTAaTUCTUYCCKU METOJU, OIIPEACIICH € MUHUMYM JIaHHU BKJIHOYCHU B OGH.IPIH MOAYJ Ha cucremara.

Wsrpanena e cnenuaiu3upaHa nHGOPMAaMOHHA CHCTEMA 3a MOJUIbpiKaHe Ha PasIInpeH PerucThp
Ha XUMOQHU3HHTE TyMOpU B bbirapus. JlokymeHTanmsara W ChOOIIEHHsTA, Kacaelld padoTaTa ChC
crcTeMara ca JOCTBIIHH B PEaJlHO BpEMe 10 BpeMe Ha eKciuioaTanusaTa . [loarorsenu ca ToKyMeHTH 3a
peructpupane B Komucusta 3a 3ammura Ha JuuHuTe AaHHM. OmnpeneneH e oOpasell Ha JEKIapalnuy 3a
paboTemnuTe ¢ perucTopa.

WzBbpiieHa e momysanys Ha perucTbpa ¢ JaHHU OT OOJHWYHATa MH(POPMAIMOHHA CHCTEMa Ha
YCBAJIE u benrapckus HanpoHasneH pakoB peructbp. O0mmo ca ummnoptupanu 4645 GOTHUYHH €MHU304H.
JlaHHUTE ca JONBIHEHU OT ONEparop ¢ IMOJUICABAI] KOHTPOJI OT KIMHULMCT U maroiyor - 141 Gomu c
akpomeranusi u 169 ¢ nponaktuHomy; oomo 310 GonHu. JJombIHUTENHO 32 EMUTE HA CTATUCTHKATa ca
MOJI3BaHM JaHHUTE 3a 174 omepupaHu ciydas ¢ akpoMmeraiaus u 74 onepupaHu OOJHH ¢ XOPMOHAIIHO
HEaKTHBHU TYMODPHU Ha XHIIO(H3aTa.

IMoaroteen e cnenuanen uadopmairones WEB caiit ¢ agpec: www.medicalnet-bg.org/htreg u
MaTtepuan 3a BKIIOYBaHE B OBJCIICTO H3JaHHE HAa HAa DPBHKOBOJCTBOTO “JIMarHocThka, JEYeHHE M
npocliesiBaHe Ha OOJHUTE ChC 3JI0KAYECTBEHH HOBOOOpa3yBaHus .

Hayuynusar ot4er e mpuer ¢ BMCOKA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.

3.2. lorosop Ne 32/2006 r. Ha MY — Codus
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HAYYHO HAITPABJIEHHUE: Connanza MeaWIHA U OOIIIECTBEHO 3paBeolia3BaHe

TEMA HA U3CJEJOBATEJICKUS NPOEKT: [TopenHocTTa Ha pakJIaHETO — BeposTeH (pakTop 3a
mu30(ppeHust

MNEPUOJ HA ®UHAHCOBA IMOAKPEITA: 2006 T.
BOJAEII U3CJIEJOBATEJI: I'n. acuct. XXens ['eopruesa I'eoprueBa, MarucTbp 10 IICHXOJIOTHS

AJIPEC 3A KOHTAKTM: Karenpa no IlpeBantuBHa meauuuna, ®O3, yin. bano Mope 8, 1527 Codus,
tenedonu: gomanieH - +359 2 981 50 62; cnyxeben - +359 2 943 24 86; mobwmien - +359 885 526 041, e-
mail: jeanager@omega.bg

BA30OBA OPTAHU3AIIUS: ®akynter o obmectBeno 3apase (PO3) mpu MY — Codus, Karenpa no
IIpeBaHTHBHA METUIMHA

PE3VYIJITATH:

Kpoc-cekimoHHO mpoy4BaHe Ha JUCIAHCEPU3UPAHU C JUArHO3a IMU30(PECHUS KUTCIH Ha TPU
LIEHTPAJIHKU CTOJIMYHY parioHa. Boaemr meton - nokymentaneH. Ooxsanatu 66,54% ot konTuarenTa: 181
numa. YCTaHOBEHU JAUaMETPaTHO MPOTHBOIOIOKHU TSHSHIINH TIPH MBXE W MPH XKEHH, KaKTO U TpHu 2
MUATHOCTHYHH TOA-TpynH: Mmu3ohpeHus- mnapaHongHa ¢dopma (295.3) m mm3oadeKTHBHA IICHX03a
(295.7). THAXHOTO HEINIMKUpPAHE, KOraTo Ce ThPCH OO0 Bpb3KAa MEXKAY POXKACHA MO3UIUSA U
mu30(peHus, € JTAHCUPAaHO KaTo €IWH OT (PaKkTOpPHUTE, OTTOBOPEH 3a IMPOTHBOPEYHMBHUTE PE3yNTATH,
HaTpymHaHu B Ta3u cepa. OTKPUTO € TOUTH ITBITHO MPUMTOKPUBAHE MEXKTY Pe3yNTaTUTe, YCTAHOBEHH TPU
MBXE C TIapaHOUIHA MU30(PPEHUS U KEHU C IM30ad)eKTHBHA IICUX03a, U OT JIpyra CTpaHa — MPU MBKE C
mM30aeKTUBHA TICMX03a U KCHU C MapaHouaHa mm3odpenns. M3npooBanu 3 cxeMu 3a KaTeropu3aius
Ha poxkJeHaTa no3uuus. Hamepena kaTo Hail-yaauHa KaTeropu3anusTa: ,,6JUHCTBEHO , ,,IPEANOCIEAHO”,
,TIOCTICTHO” JIeTe€ B CEMEHCTBOTO, OT KOETO IPOU3XO0XKJa MPoOaHTHT. Hal-0TYETIUBU TECHICHIIVH,
000CHOBAJIM M3JIUTAHETO HAa XUIOTE3U (€JHAa OT KOWTO, Oa3MpaHa Ha CTATHCTHYECKA 3HAYUMOCT MEXIY
nmokazarenu, npu p<0,02) 3a Bpb3KaTa MEXIy H3CIeIBaHATa MPOMEHJIMBA W PHUCKA 3a pa3BUTHE Ha
3a00IIIBaHETO, Ca WACHTUHUIMPAHH IPU MBXKETe ¢ nuaraosa 295.3 u xxenute ¢ nuarnosa 295.7. Ilpu Tsx
XUIoTe3aTa Trjach, Y€ HAW-HUCHK € pPHUCKBT TpPU ,,eAUHCTBEHH Jela’, ClIeIBaH OT TO3U IMpHU
»Ipeanocientayu aena’” (TyK ce BKIFOYBAT U TE3W, KOUTO ca OWiM ,,ITbPBO” B CEMEHCTBO ¢ 2 Jerna), a Haii-
BHCOK € PUCKBT IIpH ,,ntocneann”. [Ipu sxenu ¢ quarHosza 295.3 u mexe ¢ 295.7 TeHACHIUUTE ca cIabo
M3pa3eHy, KaTo M TYK KaTo Haii-,3acTpalieHa’ ce odepTaBa MO3UIUATA ~TIOCIESAHO JeTe”, HO TO3UIUATA
,»CIIMHCTBEHO JieTe” mpecTaBa Ja € 0JiaronpusTHa. XUIOTE3UTE MOTaT Jla ObJIaT OTHACSHU KbM JKHUBECIIIH
B ypOaHmM3upaH (rpajcKu) KOHTEKCT.

HAYYHHU ITYBJINKALINUA:

o TeoprueBa XK. Cemeiicmeo, 3agucumocm u @3aumosasucumocm. BIONETHH Ha MpPEeBaHTHBHO-
rH(GOPMAITMOHEH IICHTH 10 MpobsieMuTe Ha HapkoManuute — Codus 1(18), ampun 2007, 6-9;

o T'eoprueBa XK. Poowoena nozuyus, cemetina cmpykmypa u 30pase. B: NHTepIUCIUTUIMHHOCT:
npobOusiemu, moaxou, pemenust /Coopuuk cratun/ C.,TEMTO, 2006, .200-203;

e [eopruesa XK., Mapunosa B., T'eopruesa LI. Cmpyxmypa na cemeticmeomo u 30pase. Trakia
Journal of Sciences ISSN 1312-1723, 5 Ne 2, 2007, oy rieyar.

HAYYHMU ITPOSIBU:

e Petrov I, Georgieva J. Birth Order and Healthy Ageing. In: Advances in Gerontology.
International Association of Gerontology and Geriatrics. VI European Congress “Healthy and
Active Ageing for All Europeans” In the framework of the United Nations Research Agenda on
Ageing for the 21% Century, 5-8 July, 2007, Saint Petersburg, Russia, Abstract Book. — Saint
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Petersburg Institute of Bioregulation and Gerontology of the North-Western Branch of the
Russian Academy of Medical Sciences. Cankr Iletepoypr, Dckynam, 2007, 344c. ISSN 1561-
9125, 20, Ne3, 2007, 330.

Hayunusart otyet e npuet ¢ /[ObPA ouenka no ckajata Ha CbBeTa Mo MeIMIMHCKA HayKa.

3.3. loroBop Ne 6/2006 r. na MY — Codus
HAYYHO HAITPABJIEHUE: HoBu meTomu. Cornanaa MeIUIIHA U OOIIECTBEHO 3/IpaBeoIa3BaHe

TEMA HA WMBUIEJNOBATEJICKUS TPOEKT: EnextponHo oOydeHHMe Ha CTYOeHTH IO 3ApaBeH
MEHHKMBHT, 6a3upaHo Ha MHPOPMALMOHHUTE 1 KOMYHHKAIIMOHHU TEXHOJIOTHH

HNEPNOJ HA ®PUHAHCOBA INIOAKPEIIA: 2006 T.
BOAEL U3CJIEJOBATEJIL: Ilpod. n-p Llekomup BnaiikoB Bogernaapos, mvMH
YJIEHOBE HA U3CJIEJOBATEJICKUS EKMII:

e Jl-p Buxpen HuxomaeB IleTkoB, nM, TIJI. aCUCTEHT IO COLUMAJIIHA MEAULMHA W 3]IpaBeH
MeHuDKMBHT, Katenpa no 3apaBen MmeaumxmMbHT, ®O3, MY-Codus;

e Umxk. Huxonait Aurenos IlomoB, MOKTOpaHT, CT. acHCTEHT MO MEIWIIMHCKa WH(GOpMATHKA U
craructuka, Katenpa mo nkonomuka Ha 3apaseona3Baneto, ©O3, MY — Codus;

AIPEC 3A KOHTAKTH: Jlexan Ha ®akyntet o obmectBeHo 3npase (PO3) mpu MY-Codus, ymn. bsmo
Mope 8, 1527Codus, Tenedon: +359 2 943 21 27

BA30OBA OPI'AHU3ALUSA: ®akynteT o obmecTBero 3apaBe (OO3) mpu MY — Codust
PE3VYJITATH:

ITpu peanu3anmsiTa Ha NMpoekTa Oelle MPOBEAEHO O0y4YeHHEe Ha CTYIECHTHTE ChC CpPEACTBATa Ha
myntumenusita. Te ycBonxa ymenusi B oonacrra Ha MKT - HeoOXonuMu 3a yCHENHOTO M3IBIHEHUE Ha
MOCTaBEHUTE 3a7auydl U MYJATHUMEANNHHO MpelcTaBsiHe Ha pesynrature. CTyaeHTure Osxa pazaeneHu Ha 7
exuna. Ha Bcnuku Oemie mocraBeH ka3ychT “[IpoyuBaHe Ha JeiHOCTTa M yJOBIETBOPEHOCTTA OT OOIIO
MIPAKTUKYBAIUS JIeKap W CTpaTernyecKH IUIaH 3a HellHaTa OonTUMHU3anus’. BCekn ek caMocTOsITeTHO
MpoBe/e aHKETHO IMPOYy4YBaHE, XPOHOMETpUsS M 00paboTm mosyueHara HHpopManus. 3a HYXIUTE Ha
npoekTa Oerie ch3aaneH yeb caidT ¢ aapec: Www.e-foz.org, msrpanen Ha Ga3ara Ha T. Hap. CBOOOJCH
codryep Moodle. BbB BupTyanHus ¢popyM KbM caiiTa CTYACHTHTE TIOCTAaBIXa BH3HUKHAIM MO BpeMe Ha
paborata Ha €KHMIIUTE BBIPOCH M OOCHXKAaxa NPOOJIEMHUTE KaKTO TOMEXKAYy TiIX, Taka H C
nperniogaBarenure. [1o BpeMe Ha cBosiTa paboTa CTyJneHTUTe ca aHKeTupanu 441 numa, nmat 621 ydyactus
BBB (hopyMa, TIOJI3BAIH Ca JIPYTH CPECTBA 32 KOMYHUKAIHS MTOMEXIy cu (0OMEH Ha ChOOIIEHHS, 3BYK U
BHJICOBPBH3KA B pEaTHO BpEME).

Benuku exnnm npeaaaoxa Ha XapTUCH U CJIICKTPOHCH HOCHUTCII PE3YyJITaTUTC OT CBOATA pa60Ta u
HalrpaBuxa My.]'ITHMe,I[HﬁHO MNpEeACTAaBAHEC IPEA MMPCIIOAABATCICKUSA CKUIL.

HAYYHU IIYBJIMKALIUUA:

e Popov N., Petkov V. Application of ICT to student e-ducation in health management. 20th
International Conference on Systems for Automation of Engineering and Research (SAER-2006)
Varna, Bulgaria 23-24 September 2006 pg. 155-159

o [lerkor B., IlomoB H. Hosume mexnorocuu 6 nomows npu obyueHuemo Ha cmyoeHmume Hno
30paser menudicmMvrm. 3npaBeH MeHumKMBHT 1100 neuam,
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o [lomoB H., IletkoB B. Pesyrmamu om nunomunus npoexm no HUKT 6azupano obyuenue Ha
cmyoenmume om @03, MY — Coghus. 3npaBen MeHUIKMBHT 1100 neuam,

HAYYHU ITPOSIBU:

o Popov N., Petkov V. Cmyoenmcko obyuenue, 6asupano na unpopmayuonnu u KOMyHUKAYUOHHU
mexnonocuu. Hanpionania koungepennus “EBporneiickara nHTerparus, Miaaekta Ha beiarapus u
HMHOBAITMOHHOTO M WHpopMaInoHHo odmectso”, Codwus, 18 Maii 2007 r., BAH;

e Petkov V., Popov N. Results of ICT based student e-ducation in health management. International
Conference on Information Technologies — InfoTech — 2007 Varna, Bulgaria 21-22 CenremBpu
2007 I1oo neuam.

Hayuynusat otder e npuer ¢ OT/IHYHA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKka.

3.4. Jorosop Ne 12/2006 r. ua MY — Codus
HAYYHO HAITPABJIEHHUE: Hosu Metonn

TEMA HA MU3CJIEJIOBATEJICKHS ITPOEKT: Metomosnorus, MeToAuKka 1 TexHoiorus na Web-
0asupaHa JMCTaHIIMOHHA MAarucrparypa IO MEAMIMHCKAa OuoxuMmus cboOpasHo Hapenmbara 3a
IbPKABHUTE HM3UCKBAHMS 3a OpPraHM3WpaHE Ha JUCTAHIMOHHA (opMa Ha OOyYECHHE BBHB BHCIIHTE
YUWITHIIA

MNEPHOA HA ®UHAHCOBA IMOAKPEITA: 2006 r.
BOAELL U3CJIEJOBATEJIL: IIpod. 'anka [lerpoBa Kocekosa, a0, ammH
YJIEHOBE HA U3CJIEJOBATEJICKUS EKUIT:

e Jlou. n-p Anekceii Anekcees, 10; Kareapa o xmus u ouoxumusi, M®, MY — Codus;
o Jlou. Mpan [letpor MBanoB, ax; Katenpa no xmus u ouoxumust, MO, MY — Codus.

AJIPEC 3A KOHTAKTMU: Karenpa no xumust U 6uoxumus, yi. 3apase 2, cras 308, Ten.: +359 2 9172
567, +359 878 35 27 37

BA30OBA OPI'AHU3ALUA: Menunuacku daxynter, Kateapa mo XxuMus 1 OMOXUMUS
PE3VYJIITATU:

Pa3paboteHa e mMerToiosiorusaTa, METoMKaTa u TexHoimorusTa Ha Web-0a3upana qucTaHIMOHHA
MarucTbpcKa mporpaMa 1o MeIMIuHCcKa Onoxumus cbo0pazHo Hapenbara 3a appkaBHUTE M3MCKBAHUS 32
OpraHu3upaHe Ha JWCTAaHIMOHHA (opMa Ha OOydYeHHWe BBB BHCIIUTE Yyuwinma. Pa3paboreHa e
KOHIICTIIHITa, U30paH M OXapakTepH3UpaH € MOAXOSI 32 MEJAUIIMHCKOTO 00pa3oBaHUe TMeAarorndecku
MoOzeN, a MMEHHO — mpobiemHo-opueHTupano Web-6asupano oOydenue. To3u Mojen MO3BONISBA
WHTETpUpaHe HA TEOPETUYHU M KIMHWYHHU JTUCUUIUIMHY, YJIECHSABA aKTUBHOTO CaMOCTOSITENTHO Y4Y€HE Ha
CTY/ICHTHTE W TH MOJTOTBS 332 HEMPEKbCHATO MPOQPeCcHHAHO YChBhpIIeHcTBaHe. OMUCcanu ca moapoOHO
METOJIMTE 3a Ch3JlaBaHEe Ha EJEKTPOHHU KypcOBE OT MpENoJaBaTeliiTe, KaKTO W HMHCTPYKIUU 32
CTYACHTHTE, KOMTO 1€ T'M MoJi3BaT. Upe3 MHTEpAMCUMIUIMHAPHU B3aMMOJECHUCTBHUs ca pa3paboTeHH
M3UCKBAaHHUTE MO 3akoHa 3a Bucmero obpazoBanme y4eOHHM MOKyMEHTH (y4eOeH IUTaH-TIporpama 3a
MarucTparypara, KBalu(UKAIIMOHHA XapaKTEpPUCTHKAa Ha 3aBbpIIBAIMNTE M Y4YeOHH NpPOrpaMd Ha
OTACTHUTE JUCLUMUIUIMHY) B Pa3IMYHHU BapHAHTH B 3aBHCHMOCT OT BHJIAa HA KaHAWAATUTE — OaKajIaBpH OT
MEAWLIUHCKH YHUBEPCUTETH (MEAMLMHCKH CECTPH, aKylUIepKd W Op.), OakajaBpu (WIM MarucTpu) ot
HEMCIUIIMHCKN YHUBECPCUTETU C OMOJIOTMYHO WM XUMHUYHO HaItpaBJICHUEC. Pa3pa60TeHH CC MPUHLOUIINTE
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Ha YHUBEPCUTETCKHS MPABUIIHUK 32 BhBEXKJIAHE JUCTAaHIIMOHHATa (popma Ha oOyueHue. Ch3liajieHa e HoBa
Drupal-6a3upana cucrema U cailT 3a AuCTaHIIMOHHOTO o0y4eHne B MY-Codusi ¢ NOBHUILICHA CUTYPHOCT.
[Tpu 3ana3BaHe Ha JOCETAIIHUTE MOJIOKUTEIHH XapaKTEPUCTHKH, T00ABCHU ca HOBH IOJIC3HH OIIIMHU IO
OTHOIIIEHWE Ha THPCEHETO M KoMyHHKammute. Paborata e ochiiecTtBeHa ¢ moakpemnara Ha MY-Codwus
(rpanT 12/2006).

HAYYHU ITYBJIUKALIUUA:

Alexeev A. Concept for Reconstruction of MUS Portal into UESIE via Creation of New
University Hardware Modular Integral System. International Conference on Computers Systems
and Technologies (CompSysTech’07), 2007, Rousse, Bulgaria, Section IV, 1-6m

AnexkceeB A., KocexoBa I'. Memoodonozus, memoouka u mexnonozus na oucmanyuonnama \Web-
baszupana masucmpamypa no meouyurcka ouoxumus. Copus, 2007, moHorpadus, npenajacHa 3a
reyar.

HAYYHH ITPOSIBU:

HayKa.

Abraham K., Mammen S., Omede K., Roussev A., Kossekova G. Interactive tests for self-
assessment and examination in the Web-based distance Master of Science Program in Medical
Biochemistry, Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007,
Sofia, Bulgaria, TRIBUNA MEDICA, Supplement to issue 1/2007, vol. LIX, p. 243;

Petrov R., Pukalski Ya., Assov S., Ivanov |. Problem-solving oriented learning in Chemistry —
example of a clinical case with vitamin C deficiency. Abstract Book of VI International Congress
of Medical Science, 10-13 May, 2007, Sofia, Bulgaria, TRIBUNA MEDICA, Supplement to
issue 1/2007, vol. LIX, p. 244;

Simeonov D., Jukov N., Alexeev A., Kossekova G., Web-based dictionary of Biochemistry in the
distance Master of Science Program in Medical Biochemistry. Abstract Book of VI International
Congress of Medical Science, 10-13 May, 2007, Sofia, Bulgaria, TRIBUNA MEDICA,
Supplement to issue 1/2007, vol. LIX, p. 251;

Ivanov |., Bechev R., Spasov O., Alekseev A., Kossekova G. Algorythm and preparation of
clinical case simulations in the Web-based distance Master of Science. Program in Medical
Biochemistry, Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007,
Sofia, Bulgaria, TRIBUNA MEDICA, Supplement to issue 1/2007, vol. LIX, p. 245;

Chunchukova 1., Dosev L., Roussev A., Alekseev A., Kossekova G. Scope and significance of the
clinical case simulations in the Web-based distance Master of Science Program in Medical
Biochemistry. Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007,
Sofia, Bulgaria, TRIBUNA MEDICA, Supplement to issue 1/2007, vol. LIX, p. 246;

Minassian R., Poroyliev N., Batinkov N., Alexeev A., Kossekova G. Virtual models in
Biochemitry for the Web-based distance Master of Science Program in Medical Biochemistry.
Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007, Sofia,
Bulgaria, TRIBUNA MEDICA, and Supplement to issue 1/2007, vol. LIX, p. 247.

Hayunusar or4er e npuer ¢ OT/IHYHA Ouenka no ckajgata Ha CbBeTa M0 MeIUIIMHCKA

3.5. loroBop Ne 49/2007 r. ua MY — Codus

HAYYHO HAIIPABJIEHHUE: Comnuanaa MenuiinHa 1 00IIECTBEHO 3/IpaBEOIa3BaHe U TePOHTOIOTHS
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TEMA HA U3CJIIEAOBATEJICKUSA IPOEKT: IlpoyuBane Ha crenupuvHnTe NpOhEeCHOHATHA
TPYJHOCTU U O00Pa30BaTEIHU MOTPEOHOCTH HA 3JPABHUTE CICIUAIMCTH MPH OCUTYPSBAHE HA MEIUKO-
colLaTHa MOMOII] 32 Bb3PACTHH U CTapu Xopa

MHNEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 r.
BOJAEI U3CJIEJJOBATEJIL: Jlom. n-p Ilonnaa AnrenoBa bankancka — I'eopruesa, am
YJAEHOBE HA U3CJIEJOBATEJICKUS EKHAIL:

e IIpod. Teomop Huxomor Ilomos, mn, Karempa mo Memumnuacka mnemaroruka, ®akyirer Imo
00IIIECTBEHO 3/PaBE;

e Jlou. n-p Mapraputa umurpoBa MuroBa, 1M, Kareapa no MenuuuHcka negaroruka, @akynrer
T10 OOIIIECTBEHO 3/paBe;

e Jlou. Jlronmuna Haiinenosa Yakwposa, an, Kareapa mo MenunuHcka etuka u npaso, dakynrer
0 OOIIECTBEHO 3/PaBe;

e Jlou. n-p 3axapuna AxrenoBa CaBoBa, 1M, Karenpa no meaununcka neparoruka, ®akynreT 1mo
0O0IIIECTBEHO 3/IpaBe;

e I'n. acucr. CunBusa MinanenoBa MinanenoBa, aMm, Kareapa nmo MenuuuHcKka Ienaroruka,
®daxynTeT 1Mo 00IIECTBEHO 3paBe;

e ['m acuct. n-p Henmu Huxonaesa IlerpoBa, Katenpa mo Meaununcka eTuka u npaso, dakynrer
0 OOIIECTBEHO 3/PaBe;

e ['n. acucr. [loOpuana AnekcanmpoBa CrmacoBa — CumpkumoBa, ad, Karenpa mo MenunumHcka
neaaroruka, @akynTer Mo oOLIeCTBEHO 3ApaBe.

AJPEC 3A KOHTAKTH: Karenpa no MeaunuHcka negaroruka, @akynTeT mo oOIIECTBEHO 3JIpaBe,
Menuumacku yauepcutet — Codus, yi. bsuto mope 8, et. 5, 1527 Codus, ten. +359 2 9432 604, e-mail:
polirum@abv.bg

BA30OBA OPI'AHM3AIMUA: Karenpa mo Menunuacka negaroruka, GakynTer 1mo oO0IIecTBEHO 3/IpaBe,
Menununacku yausepcureTr — Codust

PE3VYIJIITATH:

[IpoBeneHOTO MpOyYBaHE yCTAaHOBSIBA M aHANM3Upa crieluPuaanTe MpodecHoHaTHH TPYAHOCTH
Ha 3IpaBHUTE CHEUMAIMCTH IPU OCUTYPsIBAHE Ha MEIMKO-COLMAJIHA TTOMOII 32 CTapu XOpa, U YTOYHSBA
o0pa3oBaTeHUTE WM MOTPEOHOCTH B OOJIACTTa HAa TEPOHTOJIOTHATA M TepHaTpUYHATA IPAKTHKA.
Amnkerupanu ca o010 1875 aymm ot 10 rpaga B crpanara. Ot 1ax 940 ca npodecroHaIuCTH 10 31paBHU
rpwkd 1 935 nmuna Ha/Hax 60 roAauIIHAa BB3pacT, NOTpeOWTENN Ha 3ApaBHHU rpwxku. OnpeneneHd ca
OCHOBHHUTE NPUYMHH 32 TPYIHOCTHTE Ha 3APAaBHUTE CHELMAIHUCTH NPH OCHLIECTBSBAHE Ha TPHXKH 3a
BB3PAaCTHM TMAalMEHTH. YCTAaHOBEHM cCa JIMIICBAIlM WM HEJAOCTaThYHH TIIO3HAHUS B 00JacTTa Ha
TEPOHTOJIOTUATA M TEepUATPUYHHUTE TPIKM TNPH MOJIOBUHATa pecrnoHgeHTH. OOpa3oBaTelIHUTE WM
MOTPeOHOCTH MO MEIUIIMHCKA TEPOHTOJIOTHS Ca B CJICTHUTE OCHOBHH 00JacTu: crieliuduka B IpOSBUTE HA
3a00IBaHUATA TIPH BB3PACTHUTE MAIMEHTH; BH3PACTOBH MPOMEHH B IICHXHMKATa M TOBEJIEHUETO HM;
KOMYHHKAaTHBHH yMEHHS 3a paboTa ¢ BB3PACTHU MAIMEHTH; 00ydeHHE B 3/paBHU TPIKM HA XPOHUTHO
OOJIHUTE ¥ TEXHUTE CEMENCTBA; MPOHUIAKTHKA Ha CTAPEEHETO.

Criopen 2/3 oT aHKeTUpaHWTE BH3PACTHHU MAIMEHTH YMEHHATA 3a OOIIyBaHE, THPIIEHHETO U
OT3WBYMBOCTTA Ca €IHU OT Hal-HEOOXOAMMHTE KauecTBa, KOMTO TPSAOBA /1a IPUTEKaBaT 3IPaBHUTE KaJpu
OCBEH MNpOo(eCHOHATHUTE MM KOMIIETEHLMH 3a OCBIICCTBSIBAHE HAa MaHMIyJdauud u Tpwku. [lo
OTHOLICHHWE KayeCTBOTO Ha OOCIY)XBaHE, KOETO Ca IMOJyYMJM BB3PACTHUTE XOpa, MOJ3BANM 3IPaBHU
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YCIYTH, Hali-00110 ChOTHOLICHUETO YIOBJIETBOPEHH KbM HeynosieTBopeHH € 43%: 33%. bauzo % or
PECTIOHJICHTUTE ca OTYACTH YAOBJIECTBOPEHHU OT 3PaBHOTO 0OciykBaHe. LlamocTHaTa OlleHKa Ha TPHKUTE
1 OTHOIICHUETO HA 3/IPABHUTE CHEIUATNCTH, KOATO AaBaT MallUEHTUTE, € ITOJOKHUTEIHA.

Bb3 ocHOBa Ha maHHUTE OT MPOYYBAHETO Ca W3TOTBEHM IMIPETIOPHKH 3a TOJAOOpsSBaHE Ha

3[paBHATa TMOMOII 3a CTapyd XOpa W aJanTHpaHeTO Ha OOpa3oBaTeHATA TMOJTrOTOBKA HA 3JPAaBHHUTE
CTIENUATNCTH KbM U3MCKBAHMATA 33 OCHIIECCTBIBAHE HA KOMIIETCHTHH MepUATPUYHM IPHXKK B Bhiarapust.

HAYYHHU ITYBJIMKALINU:

bankancka II., MmagenoBa C., I'eoprueB H. Illpogecuonannu mpyonocmu Ha 30paguume
cneyuanucmu 8 epudxcume 3a 8vpacmuu nayuenmu. Cectpuacko aemno, 40, 2008, Ne 4, 6-11;

bankancka I1., Mnanenosa C., ['eoprueB H. Cmapeene na nacenenuemo u nacoku @ pazgumuemo
Ha 30pasnume epudicu. CectpuHcko neno, 40, 2008, Ne 4, 30-33;

bankancka I1. Ilpobremu u menoenyuu 6 06yueHUEmMo HA NPOPECUOHATUCTIU, OCUSYPABAUU
epudicu 3a 8v3pacmuu xopa. Axan. ci. Ynpasienue u odpasosanue, 2008, 1. 4 , 3, 76 — 80;

bankancka II., ITono T., MuanenoBa C. u ap. Eudocusvm u HCUXOCOYUATHU NPAKMUKU C
ev3pacmuu. I'paxkmancka uaes B neiicteue, mof pen. Axan. H. Manonos, n3n. TEMIIO, Codwus,
2008, 158 — 162;

MnagenoBa C., bankancka II., IlomoB T. wu np. Eeponelicku npuopumemu Ha
VHUBEPCUMEMCKOMO 00pa3o8anue Ha 30pA6HU CREeYUATUCMU 8 YCI08UAMA HA 0emMozpagpcko
sacmapseare. YOouneen coopank «120 roguan Coduiickn yauBepcutet «CB. Kir.Oxpumckm»
Y pa3BUTHE Ha Mejarornyeckara Hayka», u3a. Bemga — Cnosena — XKI', 2008 r., 571- 578;

bankancka II., Teoprmes H., Mnanenoa C. Obpaszosamenrnu nompebHocmu Ha
npoghecuonarucmume no 30pagHU cpuUdiCU 8 0OIACMMA Ha 2eponmono2usma. 3apaBHa TOTUTHKA
Y MEHHDKMBHT (1101 revar 3a 6p.6, 2008 r.);

bankancka II., T'eoprue H., Mnanenosa C. Camooyenxa Ha HUBOMO HA NO3HAHUS HO
2EPOHMONI02USL HA NpOogecuoHarucmume no 30pasHu 2epudicu. VIHTepIUCUUILUTMHHATA WIes B
neiicreue, oy pea. akag. H. Maunosos, uzn. TEMITO, Codus, 2008 (o neyar);

bankancka II., I'eoprueB H. Ilpuopumemnu nacoxu na 30pagnume epudicu 8 YCI08UAMA HA
demoepagcxku npexoo. VIHTepaucMIUIMHHATA Ujes B JeiicTBue, moj ped. akaa. H. Mawnosos,
m3n. TEMIIO, Codwus, 2008 (o euar);

Munanenosa C., bankancka I1., ['eoprues H. Ilpogpecuonarnu mpyonocmu na cneyuarucmume om
domoseme 3a cmapu xopa. HOouieen cOopuuk ,IloaroroBka, npodecroHaiHa peaau3aius U
COIIMAJICH CTaTyC Ha coruanHus pabotHuk”, YuusepcuteTcko u3a. CY, 2008 (mox meyar);

bankancka I1., ['eoprueB H., MnanenoBa C. u np. Tendenyuu @ obyuenuemo no mMeOuyuHcKa
eeponmonozus. MOOwieen cOopHuK «120 TOOMHHM YHUBEPCUTETCKA MENAroruka — MEXKAY
TpaJIUIIUUTE U HOBH HOBUTE MIPEIU3BUKATEICTBa». Y HUBepcuTeTcko u3n. CY, 2008 (o neuar);

bankancka I1., ['eoprues H., MnanenoBa C. Vupasnenue na epusicume 6 domoseme 3a cmapu
xopa ¢ demenyusi. YO0uneen coopuuk ,IloaroroBka, npodecroHaNHa peann3anus U COLHaicH
cTaryc Ha connaiHus pabotHuk”, YHuBepcutercko usa. CY, 2008 (mox neyar);

Balkanska P., Georgiev N., Mladenova S. When working with the dying elderly. The Hartford
Institute for Geriatric Nursing NYU, 2008 (mpuero 3a myOIuKyBaHe).

HAYYHMU ITPOSIBU:
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HayKa.

bankancka I1., IlomoB T., MmanenoBa C. m np. Euoocuzom u NCUXOCOYUATHU NPAKMUKU C
évbspacmuy. VIHTEpIUCIMINIMHHA TpaXAaHCKa akajgemus, JIBagecer W TmbhpBa HAYYHO-
texHonoruyHa cecus «Konrtakt 2008», Codust, bearapus, 6 rouu 2008, ctp. 4;

bankancka I1. Heomnooicna nompebnocm om paswupsgane na obpaszosamentus Kanayumem 6
cpepama na cepoumonoeusma u eepuampusma. lleta MexayHaponHa KoOHGepeHIHs
,HalmoHamHaTa cTpaTerus 3a BHCIIE OOpa3oBaHME M TMa3apa Ha Tpyda B brwirapus”,
MexaynapoaHo Bucnie 6usnec yunnwuiie — boresrpan, [Ipasen, boarapus, 13 — 14 ronu 2008,
cTp. 3;

bankancka I1. Ilpobnemu u menOenyuu 8 obOyuenuemo Ha NpogecuoHarucmu, Ocueypasauju
epudicu 3a 8b3pacmuu xopa. MexayHapoaHa koHpepenmus «O0pazoBaHue, HayKa, ”KOHOMUKA H
TEXHOJIOTHH B TII00amHus cBAT», bypracku yausepcuret «lIpod. n-p Acen 3maraposy, @axynreT
0 collaliHU HayKu, byprac, benrapus, 12-14 cenremBpu 2008, ctp. 4;

Bankancka I1., T'eoprues H., MnanenoBa C. u ap. Tendenyuu ¢ oOyueHuemo no meouyuHcka
eeponmonoeusi. Hayuna xondepenius «120 TOOuMHM CICHUATHOCT MENAroruka — TPATUIMH U
HOBH peanHOCTHY», Coduiicku yHuBepcureT, KureH, boirapus, 20 — 21 cenrremspu 2008;

bankancka II., ['eoprue H., MnanenoBa C. Camooyenxa Ha HUBOMO HA NO3HAHUSA HO
2epoHmoNo2ust Ha npogecuonarucmume no 30pasHu epudicu. VIHTEpAUCIUIUIMHHA TpaKIaHCKa
akanemusi, [IBageceT u BTopa HaydHoTexHoJornyHa cecus «Konrakr 2008», Codust, brirapus,
31 oxromBpu 2008, ctp. 2;

bankancka I1., I'eoprues H. llpuopumemnu uacoxu na 30paguume 2pudcu 6 yclosuama Ha
demozcpagpcku  npexod. VIHTepAMCUMIUIMHHA TpakIaHCKa akazemus, [lBamecer u BTOpa
Hay4yHoTexHosornuHa cecust «Kontakt 2008», Codust, benrapus, 31 okromspu 2008, cTp. 1;

MunanenoBa C., bankancka I1., I'eoprue H. Ilpoghecuonannu mpyonocmu na cneyuanucmume
om domoseme 3a cmapu xopa. HayuHo-npakTruuecka KOHQEpEHIUsI ¢ MEXAYHAPOJHO ydacTHe
»lloaroroBka, mpodecuoHanHa peanu3anys M COLMAJEH CTaTyC Ha COLMANHHUS pabOTHUK,
daxkynrer no neparoruka, Coduiicku yausepcurer ,,Cs. K. Oxpuncku”, Codust, Bearapus, 7 —
8 moemBpu 2008 T, cTp. 5;

bankancka I1., I'eoprues H., Mnanenosa C. Ilepcnexmueu 6 npoghecuonanrnama no02omosxa na
cneyuanucmu 3a paboma ¢ eb3pacmuu xopa ¢ demenyus. Hayuno-npaktuyecka KOHQepeHLHs ¢
MEXAyHapoaHO ydactue ,,IloaroroBka, mpodecnoHaqHa peanu3anus M COLHMAJIEH CTaTyc Ha
coumanaus pabotHUK”’, @akynreT mo nexaroruka, Coduiickn yausepeuter ,,C. K. Oxpuackn”,
Codus, bearapus, 7-8 noemspu 2008 r., cTp. 3 .

Mnanenosa C., bankancka I1., ITonos T. u np. Eeponeticku npuopumemu na ynusepcumemcKomo
obpazoeanue Ha 30pAGHU CNEYUATUCMU 8 YCIogusama Ha oemozpagcko 3acmapsasane. Haydna
koHpepennusi «120 romuam Codwuiicku yHuBepcuteT «CB. Ki. Oxpuwjackm» U pa3BuTHE Ha
neparorundyeckara Hayka», Codus, benrapus, 21 — 22 noemspu 2008 r., cTp. 9.

Hayunusar or4yer e npuer ¢ BMCOKA onenka mo ckanara Ha CbBeTa N0 MeIHIMHCKA

3.6. loroBop Ne 56/2007 r. na MY — Codus

HAYYHO HAITPABJIEHUE: OO1iecTBEHO CTOMATOJIOTHYHO 3APaBe
TEMA HA U3CJIEJOBATEJICKUS ITPOEKT: CToMaToI0THYHO 3IpaBe U KA4ECTBO HA KUBOT
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HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2007 T.

BOJIEIL U3CJIEJJOBATEJI: Ipod. 1-p I{serko Homnos Homnos, qmMu

YJIEHOBE HA U3CJEJOBATEJCKUSA EKUAIL:
e IIpod. n1-p Tomop Ilees I'eoprues, mmu, ®JIM, Codus, prroBoauten Karenpa I1JIM;
e Cr. acucr. boiiko Koctos bones, ®JIM, Codus, Karenpa O/13;
e I'm. acuer. Hukoma JamsaoB Jlamsaos, ®JIM- Codus, Kateapa [171M.

AJIPEC 3A KOHTAKTH: ®/IM — Codus; Karenpa O/13; 1431 Codus, Oyn. Cs. ['eopru Codwuiicku 1,
tenedon: +359 2 954 13 16; mobuien: +359 888 940 784; e-mail: boiko_bonev@abv.bg

BA30OBA OPITAHU3ALIUA: MY — Codus, ®/IM, karenpa O/13
PE3YJITATM:

[IpoBeneHO € HAIMOHAIHO EMUAEMHOIOTUYHO M3CeqBaHe Ha xopaTta Hax 20-roguiiHa Bb3pacT.
[Ipernenanu ca 1219 nymum ot 12 Hacenenu mecra. lleara Ha wu3cineaBaHeTO € JAa C€ YCTaHOBHU
OOEKTHBHOTO CHCTOSIHUE M CaMOOIICHKaTa Ha WHIMBHUIWTE 3a JICHTAJIHO UM 3/paBe. B pesynrar Ha
U3CIIEBAHETO C€ YCTaHOBH, e 35.7% 0T XopaTa UMaT MHTaKTHU 350HM ObI'H, a 53% - npekbcHaTu. Taka
CBIIO ce ompenend, 4e MHTeH3uTeTa Ha kKapueca (DMF) e paBen na 17. [lpoueHThT Ha numara c
HNOJBI)KHOCT Ha 3b0HMTE ce yBeludaBa ¢ Bb3pacTra. 5% OT JMIlaTa UMaT HyXJa OT INPOTCTHYHO
BB3CTAHOBSIBAHE B TOPHUS (PPOHTAJIEH y4yacThK, a 8% - B monHus. B gucrannure yyacTeiu HyXOa oT
MPOTETUYHO Bb3cTaHOBABaHE uMmar 40% B momHute U 36% B rOpHHMTE OUCTAIHHU ydacThlM. 57.5% ot
Xopara ca JOBOJHHU OT JEHTaJHOTO CH 37paBe, a 65.5% HsAMAT ecTeTHMYECKH CMYILIEHUS U XapecBar
ycmuBKara cd, 10% yecto u3nuTBat 60JIKH OT 350uTe cu. M3cnenBaiiku 3ApaBHOTO MOBEACHUE HA XOpaTa
B bwarapus ycranoBuxme, e 43% mnocemaBaT penoBHO, MPOQMIAKTUYHO JIEKapsl CH IO JEHTaIHA
MeauiHa, a 30% nopaau ctpax u GuHAHCOBH MpodieMu oTosTBaT Jeuenue. Camo 58% oT xopara umar
3aJ0BOJIMTCIHU JIMYHU OPAJTHO-XUTMECHU HABULIK U YE€TKAT 3L0UTE CU CYTpPHH M BEYCDP. Ot Te3u pe3yiaTaTt
MO’KEM J1a HalpaBUM clieAHUTE U3BoAN: OOEKTUBHOTO U CyOEKTHBHOTO HE3aJ0BOJIUTENIHO CHCTOSHUE HA
JCHTATHOTO 3]jpaBe Ha OBJITapCKOTO HacelleHHe M3MCKBA Ch3/laBaHe Ha HammoHanHa 31paBHa cTpaTerus
3a MoAOoOpsiBaHETO My. 3a mojao0OpsiBaHe Ha 3/IPaBHOTO IOBEICHHWE HAa HACEIICHHETO W HaMallsiBaHE
BIIMSIHUETO Ha OapuepuTe 3a MOJ3BaHE Ha JICHTAJIHA IIOMOI, € HEe0OX0IMMO aKTHBHO yTBBPXK/JaBaHE Ha
MPUHLUIINTE HA IPOMOLIUS HA 3APABETO.

HAYYHU IIYBJIUMKALUUA:

e osnos LB., ITees T., boues b., Hamsanos H. 30pasno nosedenue u oenmanen cmamyc na xopama
6 P. bvneapusi. OgoOpeHo 3a neyat B ci. 3500JI€KapCKU Tperest.

HAYYHH ITPOSIBU:

e bones b., lamsnoB H. /leumannomo 30pase na xopama ¢ bvacapusi — npobnemu, nepecnekmusu,
saoayu. Coduiicka nenranda cpema, Codus 18-21.09.2008r., ctp. 29.

Hayunusar otuer e mpuer ¢ BMCOKA ouenka mo ckanara Ha CbBeTa Mo MeIUIIMHCKA
HayKa.
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1.1. Contract No. 40/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Skin. Molecular Biology and Genetics. Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: The influence of protein kinase CK2 inhibitor-TBB upon
normal, human keratinocytes's cell cycle progression

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Vladimir Kostadinov Neychev, MD, senior assistant Professor
RESEARCH TEAM:

e Antonia Rumenova lIsaeva, MSc, Department of Chemistry and Biochemistry, Faculty of
Medicine;

o Lubka Gavrilova Miteva, MD, PhD, chief assistant Professor, Department of Dermatology and
Venereology, Faculty of Medicine;

e Biliana Georgieva Georgieva, PhD, senior assistant Professor, Department of Chemistry and
Biochemistry, Faculty of Medicine.

ORGANIZATION UNIT: MU - Sofia, Faculty of Medicine, Department of Chemistry and
Biochemistry

RESULTS:

The present study was designed to examine the effect of CK2 inhibition on cell cycle distribution
in normal, human keratinocytes. Autocrine proliferating keratinocytes were incubated with 4, 5, 6, 7-
tetrabromobenzotriazole (TBB), a very selective cell-permeant inhibitor of CK2, for 8 hours. The
inhibition of CK2 activity induces dose-dependent G1/S block in cell cycle progression. The
keratinocytes were accumulated in G1/S and were unable to proceed to G2 and M. Exposure of NEKs
increasing concentrations of TBB has a detrimental effect, both dose- and time-dependent, on DNA
synthesis. The expression of specific G1 proteins such as PCNA and E2F-1 were not affected by TBB.
Cell cycle arrest was accompanied without any change in the cell cycle inhibitor p21 expression. Lack of
effects on protein levels of tumor suppressor gene-p53 was detected. But the cellular putrescine level in
TBB-treated cells decreased in dose-dependent manner. These unique findings suggest that CK2 regulates
ODC activity, without affecting ODC protein levels. Here we reported for the very first time that CK2
may play an important role in the DNA replication and S transition in normal, human keratinocytes and
deeply affects ODC activity.

1.2. Contract No. 21/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Skin. Molecular Biology and Genetics. Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Effects of the CDK-inhibitor CYC202 on papillomavirus
type 16 E6- and E7-transformed human keratinocytes

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Ganka Nesterova Atanasova, PhD
RESEARCH TEAM:
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e Antonia Rumenova Isaeva, MSc;
e Prof. Vanyo Ivanov Mitev, MD, PhD, DSc.

ORGANIZATION UNIT: MU - Sofia, Faculty of Medicine, Department of Chemistry and
Biochemistry

RESULTS (abstract):

In the present study, we have investigated the effect of the chemical CDK-inhibitor CYC202 on
E6 and E7-transformed keratinocytes, in which the function of the cellular cell cycle inhibitor p21“** is
abrogated by the viral genes. The cyto-toxicity and the inhibition of the cell growth were analyzed by
MTT assay and analysis of DNA synthesis respectively. The effect on some signaling molecules was
tested by Western blot analysis. CYC202 effectively inhibited the proliferation of E6 and E7
keratinocytes in a dosedependent manner. Treatment with CYC202 strongly increased the activity of p38
MAPK kinase. Furthermore, it inhibited ERK1/2 at the highest concentration used and had no effect on
the activity of JNK1/2. CYC202 also increased the phosphorylation of HSP27 and decreased the
phosphorylation and DNA-binding activity of the transcriptional regulator c-Myc, in correlation with the
corresponding upstream kinases p38 MAPK and ERK1/2. Our results provide additional data for the anti-
proliferative actions and potency of the chemical CDK-inhibitor CYC202

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Atanasova G., Isaeva A., Poumay Y., Mitev V. Effects of the CDK-inhibitor CYC202 on p38
MAPK, ERK1/2 and c-Myc activities in papillomavirus type 16 E6- and E7-transformed human
keratinocytes. Oncol. Rep. 18, 2007, No 4, 999-1005.

e Atanasova G., Isaeva A., Ivanova P., Kalenderova S., Poumay Y., Mitev V. Pharmacological
growth inhibition of papillomavirus tye 16 E6E7-transformed keratinocytes by the CDK-inhibitor
CYC202. Comptes rendus de I'Academie bulgare des Sciences. Tome 60, 2007, No 2, 183-188.

1.3. Contract No. 13/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Skin. Molecular Biology and Genetics. Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Investigation of the expression, the subcellular localization
and the regulatory functions of the small G-protein Racl in human keratinocytes and epidermis

FINANCIAL SUPPORT PERIOD: 2007

LEADING SCIENTIST: Valentin Stoichev Lozanov, specialist-chemist
RESEARCH TEAM: Ekaterina Marinova Nikolova, PhD
ORGANIZATION UNIT: Dean’s Office, Medical Faculty — Sofia
RESULTS (abstract):

Racl is a Rho subfamily small GTPase which is highly expressed in epidermal keratinocytes. In
mice the significance of Racl for the maintenance of the epidermis is rather controversial. In
keratinocytes from human origin, the role of Racl in the control of growth/differentiation is still obscure.
In this study we used RNA interference to induce specific inhibition of Racl expression in cultured
human keratinocytes and subsequently to analyze the consequences on proliferation and differentiation.
We found that the autocrine proliferation of keratinocytes is unaltered by Racl silencing. However, the
suppression of Racl induced premature differentiation as revealed by the expression of markers (keratin
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10, involucrin), but the involved mechanism is independent of the activity of p38 mitogen-activated
protein kinase. In addition, we found that the effects of Racl silencing on keratinocytes differentiation are
concomitant with negative regulation of the Ser62/Thr58 phosphorylation on the transcription factor c-
myc, a mechanism known to control post-translational stability of the c-myc protein. Thus, in growing
human keratinocytes, demonstrates that Racl could impede the expression of premature differentiation
markers, probably by exerting positive control on c-myc activity and its binding to specific promoters.
Copyright 2007 Wiley-Liss, Inc.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Nikolova E., Mitev V., Minner F., Deroanne CF., Poumay Y. 2008. The inhibition of the
expression of the small Rho GTPases Racl, induces differentiation with no effect on cell
proliferation in growing adult keratinocytes. J Cell Biochem. 103(3):857-64.

1.4. Contract No. 54/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Skin. Biochemistry. Metabolism. Molecular Biology and Genetics

TITLE OF THE RESEARCH PROJECT: Investigation of the growth role of the small GTPase, Racl,
in regulation of normal human dermal fibroblasts

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Vanyo Ivanov Mitev, MD, PhD, DSc
RESEARCH TEAM:

e Ekaterina Nikolova, PhD.
ORGANIZATION UNIT: Dean’s Office — Medical Faculty
RESULTS (abstract):

Proliferation of dermal fibroblasts is crucial for the maintenance of skin homeostasis. The small
Rho GTPase, Racl, was identified as a key transducer of proliferated signals in various cell types, but in
normal human dermal fibroblasts its significance to cell growth control has not been studied yet. In this
study, we applied the method of RNA interference to suppress endogenous Racl expression and to
examine the consequences on human skin fibroblasts. Racl knock-down resulted in inhibition of DNA
synthesis. This effect was not mediated by inhibition of the central transducer of proliferated stimuli,
ERK1/2 or by activation of the pro-apoptotic p38. Rather, as a consequence of the suppressed Racl
expression we observed a significant decrease in phosphorylation of c-myc, revealing for the first time
that in human fibroblasts Racl exerts control on proliferation through c-myc phosphorylation. Thus Racl
activates proliferation of normal fibroblasts through stimulation of c-myc phosphorylation without
affecting ERK1/2 activity.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Nikolova E., Mitev V., Zhelev N., Deroanne CF., Poumay Y. 2007. The small Rho GTPase Racl
controls normal human dermal fibroblasts proliferation with phosphorylation of the oncoprotein
c-myc. Biochem Biophys Res Commun. 359(3):834-9.

1.5. Contract No. 19/2007 — Medical University of Sofia



http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Nikolova%20E%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
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SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Skin. Molecular Biology and Genetics. Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: The role of CK2 in regulation of involucrin gene
FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Senior Assist. Prof. Silvia Georieva Kalenderova, MSc
RESEARCH TEAM:

e Antonia Rumenova Isaeva, MSc;

e Prof. Vanyo Ivanov Mitev, MD, PhD, DSc.

ORGANIZATION UNIT: MU - Sofia, Faculty of Medicine, Department of Chemistry and
Biochemistry

RESULTS (abstract):

In the present study, we have determined an important interplay between CK2 activity and
MAPK pathway. The inhibition of CK2 activity induces a dose-dependent inhibition of keratinocyte
proliferation, without affecting the keratinocyte viability. This cytostatic effect is accomplished with a
dose-dependent increasing of p38 MAPK activity. The activation of p38 MAPK is attended with
decreased activity of ERK1/2 and has no effect on ERK1/2 protein levels. The inhibition of CK2 activity
does not affect INK1/2 activity. These data suggest that CK2 is acting with MAP kinases as a part of
signal transduction network which regulatory role is not only during keratinocyte proliferation, but it is
also an important for transition from proliferation to keratinocyte differentiation.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Isaeva A. Protein kinase CK2: structure, cellular functions and pathogenic potential. Modern
medicine. LVIII, 2007, No 5-6, 109-116;

o Isaeva A., Atanasova G., Mitev V. Inhibition of CK2 activity provokes opposite effects on
ERK1/2 phosphorylation and p38 MAPK phosphorylation in normal human keratinocytes.
Comptes rendus de I'Academie bulgare des Sciences. Tome 60, 2007, No 8, 909-912.

1.6. Contract No. 15/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neuroscience and behavior. Pain. Anesthesiology and Resuscitation

TITLE OF THE RESEARCH PROJECT: Postoperative pain: experimental models and pharmaco-
therapeutic approaches

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Chief Assist. Prof. Slavina Kirilova Surcheva, MD, PhD
RESEARCH TEAM:

e Prof. Milka Vasileva Vlaskovska, MD, PhD, DSc;

e Assoc. Prof. Nikolina Delcheva Ivanova — Bovjanska, MD, PhD;
o Nikolay Svetoslavov Yanev, PhD in progress;

e |van Koychey, fifth year medical student;
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e Milka Asparuhova Nashar, specialist;

¢ Mila Simonska, laboratorial assistant.
ORGANIZATION UNIT: Medical Faculty Sofia
RESULTS:

Male rats (Wistar, 180-200g) were used. Acute and chronic inflammatory hyperalgesia were
induced by intraplantar injection of 0.1% carragheenan or Complete Freunds’ adjuvant (CFA). Under
light anesthesia a 1 cm longitudinal incision was made through the skin and fascia of the plantar region of
the animal hind paw. The pain threshold was tested one day before the incision and at different time
intervals after the incision (1 h, 2 h, and 24 h postincision). Changes in pain threshold were measured by
von Frey dynamic plantar aesthesiometer (Ugo Basile, Italy), incapacitance analgesia meter (2 Biolin,
Italy) and paw pressure test (PPT; Ugo Basile, Italy). Groups (8-10 rats each) were treated i.p. with
metamizol (150mg/kg), parecoxib (5 mg/kg), ibuprofen (20, 40 mg/kg), pethidin (5 mg/kg), tramadol (10,
30 mg/kg, p.o.). A rat incisional pain experimental model to study mechanisms of postoperative analgesia
was developed. Mechanical hyperalgesia, tactile allodynia and changes in weight bearing were present on
the affected limb. The maximal changes in pain sensitivity were observed within 1% up to 4™ days
postsurgery. The changes in pain thresholds were increased more than 3-5 fold of the operated paw in all
test systems used. Drugs tested, including cyclooxygenase 2 selective inhibitor, reversed mechanical
hyperalgesia and tactile allodynia in the incised rat hind paw. Moreover metamizol inhibited dominantly
development of allodynia but dynastat reduced hyperalgesia. Preemtive analgesia with 150 mg/kg
metamizol did not change analgesic respons of opioids analgesics but increased effects of COX inhibitors.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
PUBLICATIONS

e Yanev, N., Surcheva S., Kraevski P., Bovjanska N., Surchev L., Kasakov L., Vlaskovska M. Rat
model of incisional pain: comparative study on the analgesic effect of metamizol (analgin) and
dynastat. Comptes rendus de I'Academie bulgare des Sciences, 59, 2006, Ne 12, 1313-1318.

PRESENTATIONS

e Yanev, N., Mihov M., Surchev N., Koychev I., Surcheva S. Rat incisional pain: Experimental
model to study postoperative analgesia. V-th International Congress Of Medical Sciences for
students and young doctors, Sofia, Bulgaria 11-14 May, 2006, p. 47;

e Surcheva, S., Yanev N., Surchev N., Bovjanska N., Vlaskovska M. Rat model of incisional pain:
possibility to study mechanism and potency of postoperative analgesia. 3" National Conference
for the treatment of pain, 29.06 - 01.07.2006, Borovetz, p 44.

1.7. Contract No. 35/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior

TITLE OF THE RESEARCH PROJECT: Participation of angiotensin AT1 receptors in the regulation
of circadian rhythms of nociception in spontaneously hypertensive rats

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Prof. Alexander Gueorguiev Stoynev, MD, DSc
RESEARCH TEAM:
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e Daniela Marinova Pechlivanova;

e Petia Pavlova Markova;

e Liudmila Milanova Jiankova.
ORGANIZATION UNIT: Department of Pathophysiology, Medical Faculty, Medical University
RESULTS:

Renin-angiotensin system plays a key role in the regulation of arterial pressure and water-salt
balance and also in the modulation of some behavioral reactions. Angiotensin peptides influence a variety
of central functions through activation of AT1, AT2 and AT4 angiotensin receptors. The aim of the
present project was to study the diurnal variations of nociception in spontaneously hypertensive rats
(SHR) and the influence of chronic treatment with a selective AT, receptor antagonist on the circadian
rhythm of pain threshold.

The study was performed on 16-weeks old normotensive Wistar rats (n=10) and SHR infused s. c.
during 14 days (Alzet miniosmotic pumps) with vehicle (n=10) or with the AT, receptor antagonist
losartan 10 mg/kg/day (n=10). At this age SHR are hypertensive (186+2 mm Hg) in comparison with
Wistar rats (119+ 2 mm Hg) (p < 0.05). SHR had no motor coordination disturbances at any time-point of
the day/night cycle; however, they showed lower pain threshold and a lack of significant diurnal
fluctuations of nociception compared to Wistar rats. Chronic treatment with losartan significantly
decreased the arterial blood pressure (148+4 mm Hg; p < 0.05) and changed the pain threshold in
different points of the light/dark cycle - a decrease during the light phase (12:00 h) and an increase during
the dark phase (03:00 h) in comparison with vehicle-infused SHR.

Our results indicate a disturbance in diurnal rhythm of nociception (lack of significant diurnal
variations in pain threshold) in SHR. The chronic treatment with a selective AT, receptor antagonist
induces significant diurnal variations inverted in phase as compared with the circadian rhythm of
mechanical pain threshold in Wistar rats. This supply grounds to assume that angiotensin AT receptors
play an important role in the mechanism of regulation of the circadian rhythm of pain threshold in SHR.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Pechlivanova D., Markova P., Stoynev A. Effect of chronic losartan infusion on the circadian
rhythm of pain threshold in spontaneously hypertensive rats. IX National Congress of
Physiological Sciences, Blagoevgrad, Bulgaria, November 9 — 11, 2007 (report submitted for
participation).

1.8. Contract No. 7/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior

TITLE OF THE RESEARCH PROJECT: Study of the role of chronic treatment with selective AT2
receptor ligands on the diurnal rhythm of pain threshold in rats

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Alexander Gueorguiev Stoynev, MD, DSc
RESEARCH TEAM:

e Daniela Marinova Pechlivanova;
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e Petia Pavlova Markova.

ORGANIZATION UNIT: Department of Pathophysiology, Medical Faculty, Medical University of
Sofia

RESULTS (abstract):

Study of diurnal variations in parameters of physiological functions and their pathophysiological
changes is important for diagnostics and therapy of many diseases. Renin-angiotensin system plays a key
role not only in regulation of blood pressure and water-salt balance but also in modulation of nociception.
The aim of the present work was to study the effects of chronic treatment with AT2 receptor antagonist
PD123319 (10 mg/kg/day, s.c, 13 days) and AT2 receptor agonist CGP 42112A (12 pg/rat/day, i.c.v., 13
days) on diurnal variations in nociception. Our results showed that chronic AT2 receptor agonist CGP
42112A increases food and water intake as well as urine excretion, and improves motor coordination in
Wistar rats during the whole 24-hour cycle. Given acutely at doses of 1 and 5 pg/rat CGP 42112A
produced an antinociceptive effect (paw pressure test) in rats. Chronic treatment with PD 123319
decreased pain threshold at the first half of light phase while CGP 42112A decreased it at the early and
late hours of the light phase thus also leading to equalization of diurnal values of pain threshold.

Our results suggest that AT2 receptors take part in modulation of diurnal pattern of nociception in
Wistar rats.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Pechlivanova, D., Stoynev A. Study of the role of chronic treatment with selective angiotensin
AT1 and AT2 ligands on the diurnal variation of nociception in rats. V Bulgarian Peptide
Symposium, 28-30.05.2008, Blagoevgrad.

1.9. Contract No. 2/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neuroscience and behavior. Pain. Anestesiology and Resuscitation

TITLE OF THE RESEARCH PROJECT: Experimental models and pharmacological modulation of
neuropathic allodynia and hyperalgesia

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Chief Assist. Prof. Slavina Kirilova Surcheva, MD, PhD
RESEARCH TEAM:

o Prof. Mila Vasileva Vlaskovska, DSc;

o Nikolay Svetoslavov Yanev, PhD student;

e Pavel Tonchev Kraevsky, PhD student;

e Milka Asparuhova Nashar;

e Nikolay Lachezarov Surchev, medical student;

e Mila Simonska, laboratory assistant.
ORGANIZATION UNIT: Medical Faculty of Sofia
RESULTS (abstract):
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The chronic constriction injury model is a model of neuropathic pain induced by a unilateral
loose ligation of the sciatic nerve. Streptozotocin-induced (70 mg/kg, i.p.) diabetes (hyperglycemia > 14
mM) is a model of painful diabetic neuropathy. Adult male Wistar rats (200-250g) were used. We
examined the effects of morphine (5 mg/kg, s.c.), tramadol (10 mg/kg, 30 mg/kg, p.o.) metamizole (150
mg/kg, i.p.), parecoxib (Dynastat) 5 mg/kg, i.p., ibuprofen 20 u 40 mg/kg, carbamazepine 50 mg/kg i.p.,
gabapentin (100 mg/kg, p.o.) and amitriptyline (10 mg/kg) in both models. Changes in pain threshold
were evaluated by the paw pressure test, hot plate test, Von Frey filament test (allodynia) and
incapacitance test (nociceptive behaviour). 12-15 days following chronic CCI and STZ-induced diabetes
rats developed significant allodynia. Diabetic animals displayed marked mechanical hyperalgesia but
thermal sensitivity did not changed significantly. CCI produced thermal, but not mechanical hyperalgesia.
Pharmacological treatment and analgesic efficacy reveal multiple components of the neuropathic pain
syndrome. Both experimental rat models of neuropathic pain show some common signs of injury of the
elements of axon-myelin-Schwann cell complex. Additionally, the chronic constriction injury model
shows a greater myelin and axonal degeneration.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Surcheva S., et al. Experimental painful diabetic neuropathy: pharmacological and
morphological approach. Trakia Journal of Sciences suppl. (in press);

e Surchev L., et al. Comparative assessment of the morphological equivalents in two experimental
rat models of neuropathic pain. Comptes rendus de I"’Academie bulgare des sciences, 8, 61, 2008;

e Laleva L., Surchev N., Milev M., Hubenova P., Surcheva S., Vlaskovska M. Modulation of
hyperalgesia and allodynia by clinically effective analgesics in streptozotocin induced diabetic
neuropathy. 7" International Congress of Medical Sciences, 8-11 May 2008, Sofia. Abstract
book, p. 58;

e Surchev N., Milev M., Laleva L., Takova V., Hubenova P. Benfotiamine effects on different
analgesic treatments of diabetic neuropathy. 7" International Congress of Medical Sciences, 8-11
May 2008, Sofia. Abstract book, p. 98;

e Surcheva S., Kraevsky P., Surchev L., Kasakov L., Vlaskovska M. Experimental painful diabetic
neuropathy: pharmacological and morphological approach. Anniversary scientific meeting
conference, St. Zagora, 27-29.09.2007;

e Surcheva S., Yanev N., Surchev N., Kasakov L., Vlaskovska M. Pain behaviour and analgesic
response in different experimental models of neuropathic pain. Fourth national conference for
thee treatment of pain with international participation. Hissarya, Bulgaria, 19.06-21.06.2008;

e Surchev L, Surcheva S., Janev N., Kasakov L., Vlaskovska M. Morphological changes in
different experimental rat models of neuropathic pain. Fourth national conference for thee
treatment of pain with international participation. Hissarya, Bulgaria, 19.06-21.06.2008;

e Surchev L., Surcheva S., Janev N., Kasakov L., Vlaskovska M. Comparative assessment of the
morphological equivalents in two experimental rat models of neuropathic pain. 4™ national
congress of neuroscience. Sofia, Bulgaria, 26-28.09.2008.

1.10. Contract No. 6/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior
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TITLE OF THE RESEARCH PROJECT: Cold stress: Effects of kyotorphin on NOS and NADPH-d
positive neurons in brain and adrenal glands

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Adriana Bocheva, MD, PhD
RESEARCH TEAM:
e Assist. Prof. Boicho Vasilev Landzhov, MU, Department of Anatomy and histology;
o Elena Borisova Dzambazova, PhD student, MU, Department of Pathophysiology.
ORGANIZATION UNIT: Medical University of Sofia
RESULTS (abstract):

One of the mechanisms known to play a part in the response of an organism to stress is activation
of the endogenous opioid system. The neuropeptide kyotorphin (Kyo) may possess properties of
neuromediator/neuromodulator. Moderate concentrations of Kyo present in the hypothalamus, one of the
central control stations of the stress system. Literature data showed that Kyo administered
intracerebroventrucular increased plasma levels of oxytocin - “‘stress’’ hormone in rodents.

Literature data revealed that stress caused the activation of NO-producing neurons. Also
Moreover, Kyo as well as L-arginine are known as possible substrates for inducible and neuronal nitric
oxide synthase (NOS).

The aim of our study was to investigate the effect of Kyo (5 mg/kg, i.p.) on NO activity in rat
hypothalamic paraventricular nucleus (PVN) after 1 hour cold stress (CS). Imunnohistochemical and
histochemical procedures for NOS and nicotinamide adenine dinucleotide phosphate—diaphorase
(NADPH-d)-reactive neurons was used in male Wistar rats. Our results showed that NOS and NADPH-d
reactive neurons in a rat hypothalamus were increased by cold stress and affected by Kyo. To our
knowledge, this is the first report showing that Kyo can increase NO activity in hypothalamic PVN in
cold exposed rats.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Dzambazova E. B., A. |. Bocheva, B.V. Landzhov, A. Bozhilova-Pastirova. Effects of kyotorphin
on NADPH-d reactive neurons in rats after cold stress. Compt. Rend. Acad. Bulg. Sci., 2008 (in
press)

o Dzambazova E. B., A. |. Bocheva, B.V. Landzhov, A. Bozhilova-Pastirova. Effects of kyotorphin
on NOS and NADPH-d positive neurons in rats after cold stress. Jubilee Scientific Conference 25
Years Medical Faculty, Stara Zagora, Bulgaria, September 27-29, 2007.

1.11. Contract No. 47/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Tissues and Cells. Immune System. Biochemistry

TITLE OF THE RESEARCH PROJECT: Involvement of phosphatidylinositol 3-kinase in BCR-
triggered signaling cascades in Burkitt’s lymphoma B cell line Ramos

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Kroum Kroumov Hristov, PhD
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RESEARCH TEAM:

e Valentin Stoichev Lozanov;

e Prof. Vanyo Ivanov Mitev, MD, PhD, DSc.
ORGANIZATION UNIT: Medical University — Sofia, Department of Chemistry and Biochemistry
RESULTS (abstract):

PI3k was shown to participate in BCR and CD40 signaling pathways in both mature and
immature B cells and B cell lines. In that case we found that BCR stimulation of Ramos-BL B cells
causes rapid and lasting tyrosine phosphorylation of the regulatory subunit p85 of PI3k. p85 is tyrosine
phosphorylated as the cells progress towards G1 growth arrest and apoptosis. Interestingly, this is not
affected by the increase in the tyrosine phosphatase activity observed prior to the caspase-3 activation and
the onset of apoptosis. The ability of vanadate, a non-selective PTP inhibitor, to up-regulate p85 tyrosine
phosphorylation further demonstrates the specificity of the interaction. In addition, we find that CD40
rescuing signaling associated with activation of PI3k-PKB/Akt pathway, results in the inhibition of BCR-
triggered p85 tyrosine phosphorylation. Therefore, that suggests the importance of this interaction for the
anti-apoptotic signaling and the activity of PI3k-PKB/Akt signaling pathway

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Hristov, K., Knox, K. and Mitev, V. Involvement of phosphatidylinositol 3-kinase in BCR-
triggered signaling cascades in Burkitt’s lymphoma B cell line Ramos. (In press).

1.12. Contract No. 8/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Tissues and cells. Muscles. Bones. Joints

TITLE OF THE RESEARCH PROJECT: Histocemical and immunohistocemical study of
degenerative changes in intervertebral discs in humans. Correlation between inflammation and
degeneration

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Boycho Vasilev Landzhov, MD, PhD in progress
RESEARCH TEAM:

e Senior Assist. Prof. Boycho Vasilev Landzhov, MD;

o Prof. Wladimir Atanasov Ovtscharoff, DSc;

o Elena Borisova Djambazova, PhD in progress;

e Rumiana Tzvetanova Tzvetkova, student.
ORGANIZATION UNIT: Medical University — Sofia, Faculty of Medicine
RESULTS (abstract):

We examined histocemically, immunohistocemically and morphomertically some of the causes
leading to disc degeneration. Our results suggest that nicotinamide adenine dinucleotide phosphate-
diaphorase (NADPH-d) and isoforms of nitric oxide synthase (NOS), which are indirect markers for nitric
oxide (NO), are linked with the degenerative changes in the intervertebral disc (IVD).
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Our findings suggest that NADPH-d reactivity and NOS immunoreactivity cells were more over
in the discs with degenerative changes than normal. The quantity of inducible nitric oxide synthase
(iNOS) is highest following by endothelial (eNOS) and insignificantly in neuronal (nNOS). NADPH-d
and NOS expression is strongest in the chondrocytes in 50-65 years old individuals. Differences between
expressions of positive cells in different parts of the disc were viewed. The quantity of these chondrocytes
in the outer AF is greater than those in the inner region. On the other hand many NADPH-d, iNOS and
eNOS positive cells are observed on the border of the vascular canals. The number of positive cells
increases with ageing and degeneration respectively.

The number of NADPH-d reactivity and NOS immunoreactivity cells is least in the groups of 20-
35 year old individuals. The material from degenerative discs showed greater number of positive cells
than normal control discs. With this we confirm that NO is a molecule that regulate the cell metabolism
and increase its quantity parallel with the increase of cyclic tensile stretch and disc degeneration.

Computer assisted quantitative analysis of NADPH-d reactivity, iNOS and eNOS
immunoreactivity cells per mm? showed statistically significant age-related differences in contrast to
nNOS.

SCIENTIFIC PUBLICATIONS AND PRESENTATIONS:
Publications:

e Landzhov B. Age — related changes in the cells of intervertebral cartilage end plates. Acta
Morph. and Anthropologica, in press;

e Landzhov B., et al. Degenerative changes in the human intervertebral discs. Histocemical study.
Acta Morph. and Anthropologica, in press.

Presntations:

e Landzhov B. Age-related changes in human intervertebral discs. Histochemical study. Trakia
Journal of Sciences, Vol. 5, 2007, Suppl. 2, p. 34;

e Landzhov B. Neovascularisation of Cartilage end plates in humans. Trakia Journal of Sciences,
Vol. 5, 2007, Suppl. 2, p. 35;

e Landzhov B., et al. Degenerative changes in the herniated intervertebral disc. Trakia Journal of
Sciences, Vol. 5, 2007, Suppl. 2, p. 35;

e Landzhov B., L. Stokov. NADPH-d reactivity in the herniated and nonherniated human
intervertebral disc. 10" Jubilee national congress of the Bulgarian orthopaedic and traumatologic
association, Abstract book, 17"-21" October 2007, p. 57;

o Delcheva D., I. Choneva, B. Landzhov, B. Vladimirov. Corelations between degenerative
changes and herniation in the human intervertebral disc. Comparative morphological, MRI and
clinical study. 7" International Congress of Medical Sciences. Abstract book, 8™-11" May 2008,
p. 263.

1.13. Contract No. 9/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Immune System. Biochemistry. Metabolism
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TITLE OF THE RESEARCH PROJECT: Tyrosine phosphatase activities present in RAMOS B-cells
determined using an in-gell phosphatase assay

FINANCIAL SUPPORT PERIOD: 2006

LEADING SCIENTIST: Kroum Kroumov Hristov

RESEARCH TEAM:
e Vladimir Neichev, Department of Chemistry and Biochemistry, Medical University — Sofia;
o Ekaterina Nikolova, Department of Chemistry and Biochemistry, Medical University — Sofia.

ORGANIZATION UNIT: Department of Chemistry and Biochemistry, Faculty of Medicine, Medical
University - Sofia

RESULTS:

Reversible tyrosine phosphorylation, regulation of expression and proteolytic cleavage control
tyrosine phosphatase contribution for the signaling pathways of B-cell antigen receptor (BCR), and CD40
during B cell selection. We used Ramos-BL B cell line to determine whether BCR, and CD40
stimulation, or inhibition of the Src - tyrosine kinase, tyrosine phosphatase, and caspase activity have an
effect on the tyrosine phosphatase activities determined on in-gel phosphatase assay. The tyrosine
phosphatase activities present in whole cell lysates of Ramos-BL B cells following treatment with 20
pg/ml anti-IgM, 1 pg/ml anti-CD40, 10 uM herbimycin A, 178 uM vanadate, 100 pM phenylarsine oxide
and 10 uM zVAD-fmk were detected with an in-gel phosphatase assay [Burridge, K. and Nelson A,
1995]. Seven major tyrosine phosphatase activities with approximate molecular weight of 132.7, 63.9,
60.3, 54.2, 49.7, 44.6, and 39 kDa are present in whole cell lysates of Ramos-BL B cells. Treatment with
Src-PTK inhibitor herbimycin A prevents 132.7 kDa tyrosine phosphatase activities. We conclude that the
catalytic activity of Src-PTK in Ramos-BL B cells is critical for the presence of this 132.7 kDa tyrosine
phosphatase activity.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Hristov K., Knox K., and Mitev V. Src inhibitor herbimycin A prevents 132.7 kDa tyrosine
phosphatase activities in Ramos Burkitt’s lymphoma B cell line. Comtes rendus de 1’ Academie
bulgare des Sciences 59, 2006, Ne12, 1283-1286.

1.14. Contract No. 2/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular Biology and Genetics

TITLE OF THE RESEARCH PROJECT: Screening for molecular defects in gene NIPA1 among
Bulgarian patients with hereditary spastic paraplegia

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Nevyana lvanova
RESEARCH TEAM:

e Nevyana lvanova, PhD, Department of Chemistry and Biochemistry;

e Tanya Kirilova Kadijska, PhD, Department of Chemistry and Biochemistry;

o Bilyana Georgieva Georgieva, PhD, Department of Chemistry and Biochemistry;
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e Albena Kamenova Andreeva, MD, University Hospital “Alexandrovska”;
¢ lvajlo Ludmilov Tarnev, MD, DSc, University Hospital “Alexandrovska”.
ORGANIZATION UNIT: Medical University
RESULTS:

In result of the performed mutation screening in gene NIPA1 among Bulgarian patients with
hereditary spastic paraplegia 2 nucleotide substitutions have been established - ¢.341g>a (Gly106Trp) and
c.466g>a (Thr147Thr). They affect the coding region of the gene in exons3 and 4, respectively. The first
one is a disease-causing mutation and the second one is an already reported polymorphism. Mutation
c.341g>a, Glyl06Trp has been reported in 2 more families from China and Brazil. An exchange of the
same nucleotide g341 but with cytosine (c.341g>c) has been found in another family and leads to the
same amino acid exchange (Gly106Trp). The existence of 4 families with 2 different mutations affecting
the same nucleotide as well as the functional significance of the protein sequence they are located in
showed that the position 341 in the coding region of gene NIPAL probably represents a mutation «hot
Spot».

1.15. Contract No. 5/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular biology and genetics. Neonatal and Postneonatal Development. Diseases of Childhood

TITLE OF THE RESEARCH PROJECT: Whole genome scan for microstructural unbalanced
chromosomal aberrations in hemihyperplasia and Proteus syndrome

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Draga Ivanova Toncheva, DSc
RESEARCH TEAM:

e Radoslava Vasileva Vajarova, chief assistant Professor; Department of Medical Genetics;

o Daniela Mircheva Avdjieva, senior assistant Professor, Clinic of endocrinology, diabetes and
genetics, CBALDB.

ORGANIZATION UNIT: Department of Medical Genetics, Medical Faculty, Medical University Sofia
RESULTS (abstract):

Congenital malformations are defects that presenting at the delivery of an infant due to genetic
and non-genetic factors. They are diagnosed in 15-20% of the stillborn children. The majority can be
diagnosed during the prenatal period by ultrasound examination, but some can only be diagnosed after
birth. 7-10% of infants with abnormal phenotype have numerical or structural chromosomal aberrations.
That requires identification for accurate diagnosis and genetic counseling. Molecular-cytogenetic and
array-based techniques have enabled higher resolution screens for congenital anomalies resulting from
genomic imbalances. We have examined 5 children with congenital anomalies with or without mental
retardation, of unclear etiology. In one we detected deletion of the region 18g21.1 - 18g23, expanded 28
Mb, in mosaic form. This aberration was missed in routine cytogenetic examination. In another patient we
discovered sub-telomeric interstitial 1p36 deletion, spanning 3,683,364~ 8,740,843 bp (1p36.33-1p36.23)
region. We narrowed the region on chromosome 1 band 1p36.23 common between our and reported cases
with hirsutism. We suggest a new candidate-gene for hirsutism among the region — PARKY, which
encodes positive regulator of androgen receptor-dependent transcription.
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In the other patients we detected different polymorphic copy number variations (CNVSs).
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Dimova I., Vazharova R., Nikolova D., Tincheva R., Nesheva D., Toncheva D. Whole genome
analysis in patients with congenital anomalies by array-CGH technology. Balkan Journal of
Medical Genetics 2008 (in press);

¢ Dimova I., Hadjidekova S., Lilova M., Vazharova R., Toncheva D. Fine-mapping of 1p36 deletion,
related to the manifestation of hirsutism. Turkish Journal of Pediatric (submitted).

1.16. Contract No. 27/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular Biology and Genetics

TITLE OF THE RESEARCH PROJECT: Study on influence of mutations in brcal and brca2 genes
on breast and prostate cancer development in Bulgaria

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Atanaska Velichkova Mitkova, MD, PhD
RESEARCH TEAM:

e Radka Petrova Kaneva, PhD, Assistant Professor; Department of Chemistry and Biochemistry,
Medical Faculty, Molecular Medicine Centre, Medical University — Sofia;

e Prof. Ivo Marinov Kremensky, MD, DSc; Head of the National Genetic Laboratory and
Molecular Medicine Centre, Medical University, Sofia;

e Viliana Dimitrova Yankova, BS, technician; Molecular Medicine Centre, Medical University,
Sofia;

e Elenko Petkov Popov, MD, PhD student; Department of Urology, UMHAT “Alexandrovska” —
Sofia;

e Assoc. Prof. Chavdar Krumov Slavov, MD, PhD; Department of Urology, UMHAT
“Alexandrovska” — Sofia;

e Atanas Stefanov Yonkov, MD, Chief Assistant Professor; | Surgery Units, Department of
Surgery, UMHAT “Aleksandrovska” — Sofia;

e Assoc. Prof. Svetlana Lubomirova Christova, MD, PhD; Depdrtment of Pathology, UMHAT
“Alexandrovska” — Sofia;

e Alexandrina Ivanova Vlahova, MD, Senior Assistant Professor; Department of Pathology,
UMHAT “Alexandrovska” — Sofia;

e Tihomir Iliychev Dikov, MD, Assistant Professor; Department of Pathology, UMHAT
“Alexandrovska” — Sofia;

o Teofil Angelov Sedloev, MD, Chief Assistant Professor; 11 Surgery Unit, Department of Surgery,
UMHAT “Aleksandrovska” — Sofia.
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ORGANIZATION UNIT: Medical Faculty, Department of Obstetrics and Gynaecology, University
Hospital of Obstetrics and Gynaecology, Medical University — Sofia, National Genetic Laboratory,
Molecular Medicine Centre

RESULTS (abstract):

Studies on different populations worldwide demonstrate that germ line mutations in BRCAL/2
cancer susceptible genes account for the majority of hereditary breast and ovarian cancers. We had
screened 43 breast cancer patients with family history of breast and/or ovarian cancer from Bulgaria for
mutations and polymorphisms in exon 11 of BRCAL. Mutation analysis was performed by direct
sequencing. Our results demonstrated the presence of four SNPs - Q356R, S694S, L871P and E1038G,
that were further validated in a control group of 25 healthy women, and one unknown missense mutation
in codon 1037 (T>C) that leads to replacement of Val with Ala and correlates with early onset, bilateral
cancer and liver metastases. The frequent polymorphic variant Q356R demonstrated 15 times increases
risk of breast cancer development in patients with family history over age of 60 (OR=15.5; p=0.0004).
The genotype CC in terms of L871P (OR=2.04; p=0.157) and the presence of one allele C in terms of
S694S (OR=1.94; p=0.091) showed tendency to increase the risk of breast cancer development. The most
significant association with breast cancer was demonstrated by E1038G, where the presence of either one
(OR=2.17; p=0.042) or two A alleles (OR=2.78; p=0.052) leads to 2 -3 fold increased risk.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS":

e Mitkova A, et al. Mutation screening of BRCA1 exon 11 in Bulgarian breast cancer families. 20"
Conference of European Association of Cancer Research, Lyon 5-8 July 2008. Abstracts — to be
published™.

*The results are significant and are planned to be published in international scientific journals
after further analysis of enlarged group of Bulgarian BC patients and controls.

*Acceptance of the Abstract is proven by letter from EACR organization (supplementary
material).

1.17. Contract No. 29/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular Biology and Genetics. Kidneys and Urinary Tract

TITLE OF THE RESEARCH PROJECT: Role of the mutations in the podocin gene (NPHS2) for the
pathology of the steroid-resistant nephrotic syndrome and the risk of microalbuminuria in the Bulgarian
population

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Olga Jivanova Beltcheva, PhD
RESEARCH TEAM:

e  Assoc. Prof. Anelia Hristova Boueva, MD, PhD; Clinic of Paediatric Nephrology, Department of
Paediatrics, Medical University — Sofia;

e  Prof. Ivo Marinov Kremenski, MD, PhD; Head of National Genetics Laboratory, SBALAG
“Maichin dom” / Molecular Medicine Center, Medical University — Sofia;

e  Chief Assist. Prof. Alexey Slavkov Savov, PhD; National Genetics Laboratory, SBALAG
“Maichin dom”, Sofia;
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e Assis. Prof. Radka Petrova Kaneva, PhD; Department of chemistry and biochemistry and
Molecular Medicine Center, Medical University — Sofia;

e Chief Assis. Prof. Swvetlana Hristova Marinova, MD; Clinic of Paediatric Nephrology,
Department of Paediatrics, Medical University — Sofia;

e  Momchil Antonov Nikolov, MSc, PhD student; Molecular Medicine Center, Medical University
— Sofia.

ORGANIZATION UNIT: National Genetics Laboratory, SBALAG ‘“Maichin dom” and Molecular
Medicine Center, Medical University — Sofia, Medical Faculty

RESULTS (abstract):

The research is the first trial of this type in Bulgaria to make the genetic roots of steroid-resistant
nephrotic syndrome (SRNS) clear. Podocin (NPHS2) mutations account for 10%-30% of the cases of
steroid-resistant nephrotic syndrome (SRNS). We analyzed NPHS2 (exons, exon/intron boundaries and
UTRs) in SRNS patients of Bulgarian (8), Roma (4) and Turkish origin (1). In one case exon 5 G>A
substitution, causing R229Q amino-acid change, was found. R229Q affects the stability of the renal filter
rendering the kidney vulnerable to insults and in combination with other heterozygous podocin mutations
or homozygous defects in the gene NPHS1 causes SRNS. The patient in question was heterozygous for
R229Q and no other podocin mutations were found — the disease is probably caused by additional NPHS2
defects in regions not included in this study (introns, promoter) or in other podocyte genes such as
NPFS1. The R229Q functional variant is associated with a 2.77-fold increase in the risk for
microalbuminuria, which by itself is a risk factor for cardio-vascular events (Pereira et al., 2004) and we
wanted to evaluate its frequency in Bulgarian population control samples. Our results indicated that its
allele frequency was not significantly different in Roma (3.4%; n=204) and Bulgarians (1.3%; n=238).
While the frequency of R229Q was similar in Roma and Caucasians, in Bulgarians it was significantly
less common than in other Europeans (p =0,036).

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Botev P. Role of the mutations in the podocin gene (NPHS2) for the pathology of the steroid-
resistant nephrotic syndrome and the risk of microalbuminuria in the Bulgarian population. MSc
thesis, defended in Sofia on 14.02.2008;

e Beltcheva O. et al. Frequency of the R229Q functional variant in NPHS2, associated with
increased risk for microalbuminuria, in Bulgarian Roma population. European Human Genetics
Conference 2008, Barcelona, Spain. 31.05-03.06.2008 — Accepted abstract for poster
presentation.

1.18. Contract No. 17/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular Biology and Genetics

TITLE OF THE RESEARCH PROJECT: Introduction of new method for detection of large
deletions/duplications in the dystrophin gene. Preparation of Duchenne/Becker muscular dystrophy
Bulgarian patients for gene therapy

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assist. Prof. Bilyana Georgieva Georgieva, PhD
RESEARCH TEAM:
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e Bilyana Georgieva Georgieva, PhD, Assistant Professor; Department of Chemistry and
Biochemistry, Medical Faculty;

e Albena Parvanova Todorova, PhD, Senior Assistant Professor; Department of Chemistry and
Biochemistry, Medical Faculty;

e Tihomir Parvanov Todorov, MSc in molecular biology, PhD student; Department of Chemistry
and Biochemistry, Medical Faculty;

e Michaela Kostantinova Lukova, MSc in molecular biology; Member of the research team,
Department of Chemistry and Biochemistry, Medical Faculty;

e Darina Kostantinova, MSc in pharmacy, PhD student; Department of Chemistry and
Biochemistry, Medical Faculty.

ORGANIZATION UNIT: Sofia Medical University, Medical Faculty, Department of Chemistry and
Biochemistry, 2 Zdrave Street, 1431 Sofia

RESULTS (abstract):

Here we report on the successfully introduced MLPA (Multiplex Ligation-dependent Probe
Amplification) analysis for deletions/duplications detection along the dystrophyn gene. Moreover, two
important modifications of the original protocol were optimized. We designed a mathematical algorithm
for quantitative assessment of the peak areas of the electrophoretograms corresponding to the each exon
of the gene, as well as a mathematical model to compare the patients’ results with the control samples.

For the first time in Bulgaria we applied the MLPA method for diagnostic purposes.

Three patients (3 families) with clinical diagnosis DMD/BMD were tested and their mutations
were precisely determined - (dup 48-50, del 45-47, p.Tyr997Stop). Twelve of the directly tested 13
women at risk were found to be mutation carriers.

MLPA analysis was performed also on fetal DNA from chorionic villus sample, which
demonstrates the successfully application of this method for prenatal diagnostics.

The MLPA test provides large opportunities to the patients and their families — to be precisely
diagnosed on DNA level, to obtain an adequate genetic counseling, prophylaxis of the disease and
prenatal diagnosis. In addition, this method provides possibility for Bulgarian patients to be precisely
genetically characterized and prepared for gene therapy in future. This is the only possible method which
could be applied for testing families where the patient is not available or to test directly women for
determining their carrier status.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Todorov T., Todorova A., Lukova M., Dworniczak B., Mitev V. Point mutation p.Tyr997X in
exon 23 of the dystrophin gene by MLPA analysis in Bulgarian DMD family (case report).
European Human Genetic Conference 2007, June 16-19, 2007, Nice, France. Eur J Hum Genet,
2007, 15(Supl 1):211-212, P0801.

1.19. Contract No. 40/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular Biology and Genetics. Sterility (Contraception). Abortion

TITLE OF THE RESEARCH PROJECT: Evaluation of ovarian reserve — ploid and chromatin
analysis of oocytes from surgically recovered ovarian tissue
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FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. llya Tsvetanov Vatev, MD, PhD, Head of Department of Biology
RESEARCH TEAM:

e Assoc. Prof. Draga Ivanova Toncheva, MD, PhD, Advisor, Medical University, Medical Faculty,
Dept. of Medical Genetics;

e Mariana Alexandrova Panevska, MD, PhD, Medical University, Medical Faculty, Dept. of
Obstetrics & Gynaecology, University Maternity Hospital “Maichin dom”;

o Ralitsa Stefanova Zhivkova, PhD, Medical University, Medical Faculty, Dept. of Biology;
o Stefka Metodieva Delimitreva, PhD, Medical University, Medical Faculty, Dept. of Biology;
o Valeri Rangelov Velev, MD, Medical University, Medical Faculty, Dept. of Biology;

o Elitsa Chavdarova Becheva, MD, Medical University, Medical Faculty, Dept. of Medical
Genetics.

ORGANIZATION UNIT:

Medical University, Medical Faculty, Department of Biology, Laboratory of in vitro fertilization and
preimplantation embryology

RESULTS (abstract):

Our study included material of 30 patients with ovarian polycystosis (PCOS). Informed consent
was obtained from patients before their laparoscopic surgery and biopsy. A total of 16 oocytes and small
follicles were isolated from (33.33%) of cases by stereomicroscopic dissection. This was followed by
follicle cells removing, zona pellucida dissolving, hypotonic incubation and fixation onto slides. On the
fixed samples, FISH for marker chromosomes 18, 21 and X was performed. Analysis was successful in
11 (68.75%) of objects (5 follicles and 6 oocytes). Five oocytes (31.25%) had a negative FISH reaction
because of condensed chromatin. This indicated cellular ageing which is characteristic of atretic follicles.

Conclusions:

1. Data have been obtained about chromatin and chromosomal status of analysed oocytes, correlated
with ovarian reserve dynamics in PCOS and the processes of maturation and chromatin ageing in
growing and atretic follicles.

2. The study has provided information about biological parameters of ovarian tissue in PCOS and it
could be useful in obtaining precise diagnosis of patients and for their reproductive prognosis.

3. More studies are needed on the problem because the number of analyzed oocytes was insufficient
to allow data comparison for aneuploidy in polycystic ovaries vs. normally functioning ovaries.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Two manuscripts will be submitted to periodical scientific journals. Their working titles are listed below:

e Zhivkova R., Panevska M., Delimitreva S., Rukova B., Toncheva D., Vatev I. Analysis of single
oocytes and follicles from surgically recovered ovarian tissue of patients with ovarian
polycystosis;

e Panevska M., Zhivkova R., Mainhard K., Vatev I. Histological results of biopsy in women with
PCOS.



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
- 165 -

Obtained data will be presented at 8" National Conference of Medical Biology — September 2009, Sofia,
Bulgaria.

1.20. Contract No. 28/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular biology and genetics

TITLE OF THE RESEARCH PROJECT: Investigation of the role of SNP polymorphisms in GRM1
gene for the predisposition to bipolar affective disorder and addictions

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. lvo Marinov Kremensky, MD, PhD, DSc
RESEARCH TEAM:

e Radka Petrova Kaneva, PhD, Assist. Professor, Department of Chemistry and Biochemistry, MU
— Sofia (Molecular Medicine Center, Medical University — Sofia);

o Vihra Krumova Milanova, MD, PhD, Professor, Head of Department of Psychiatry, MU — Sofia
(Head of Psychiatric Clinic, Alexandrovska University Hospital );

e Olga Jivanova Beltcheva, PhD, molecular biologist, Molecular Medicine Center, Medical
University — Sofia;

¢ Mina Angelova lvanova, PhD student, Department of Obstetrics and Gynaecology, MU — Sofia
(Molecular Medicine Center, Medical University — Sofia);

o Momchil Antonov Nikolov, PhD student, Department of Chemistry and Biochemistry, MU —
Sofia (Molecular Medicine Center, Medical University — Sofia).

ORGANIZATION UNIT: Medical Faculty, Department of Obstetrics and Gynaecology, National
Genetic Laboratory, University Hospital of Obstetrics and Gynaecology & Molecular Medicine Center,
Medical University of Sofia

RESULTS (abstract):

We report results of analysis of SNPs in GRML1 gene, a strong functional and positional candidate
gene for bipolar affective disorder (BPAD). The gene is located on 6924, the region showing the best
evidence of linkage in a genome-wide scan (GWS) of Gypsy (Roma) families with BPAD. They belong
to a single sub-isolate and are connected by numerous intermarriages, resulting in a 181-member super-
pedigree. We aimed to identify the SNPs in all coding regions of GRM1 gene through sequencing of
selected family members. Six known polymorphisms have been identified, all located in exon 8 of the
gene (rs2941; rs2942; rs6923492; rs6923864; rs1047006; rs9373491). All polymorphisms were
genotyped through sequencing of exon 8 in the 120 available family members. Linkage analysis was
conducted with SimWalk2, using narrow phenotype definition (BPAD only). The 6g24 region produced
positive results with the STR markers, but inconclusive results with the SNPs. Haplotypes were
reconstructed and joint tests for linkage and association were carried out for the SNPs. No common
ancestral haplotype was identified using SNPs and additional STR genotyping in the top GWS region,
6g24. Other variants in noncoding region of GRM1 or other genes may be the reason for the positive
linkage results.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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e Kaneva R., Milanova V., Angelicheva D., MacGregor S., Kostov C., Vladimirova R., Aleksiev S.,
Ivanova M., Stoyanova V., Loh A., Hallmayer J., Kalaydjieva L., Jablensky A. Bipolar disorder
in the Bulgarian Gypsies: genetic heterogeneity in a young founder population. Am J Med Genet,
Neuropsych Genet, 2008. [Epub ahead of print] PMID: 18444255.

1.21. Contract No. 1/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Research of signal-transduction mechanisms activated in
response of mitogenic stimulation with prolactin in the lymphoid cell line Nb2

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Silvia Georgieva Kalenderova
RESEARCH TEAM:

e Ganka Nestorova Atanasova;

e Petya Vasileva lvanova;
e Tania Kirilova Kadiiska.

ORGANIZATION UNIT: Department Chemistry and Biochemistry, Medical Faculty, Medical
University — Sofia

RESULTS:

JAK2/STATS signaling pathway is accepted as a main pathway transducing the proliferative
effect of prolactin in the Nb2 lymphoma cell line. In addition, the implication of other signaling pathways
and their interaction in the complex mechanism of the proliferative action of prolactin in this cell type is
suggested. In this study, we have shown that the kinases from MAPK family, e.g. ERK1/2, as well as
PKD kinases, cooperate with JAK2/STATS5 signaling pathway and are implicated in the prolactin-induced
proliferation of Nb2 lymphoma cells.

1.22. Contract No. 4/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Mechanisms for influencing MAP kinase activity in rabbit
primary mammary epithelial cells

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Prof. Vanio Ivanov Mitev, MD, PhD, DSc
RESEARCH TEAM:

o Ekaterina Nikolova.

ORGANIZATION UNIT: Department of Chemistry and Biochemistry, Medical Faculty, Medical
University, 1431 Sofia

RESULTS:
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The implication of different protein kinase inhibitors lead to divers effects on MAPK activity in
rabbit mammary cells. 10 min. prolactin stimulation of MAPK activity was empeded by the PI3K
inhibitor worthmannin, suggesting PI3K pathway of MAPK activation by prolactin. Except PKC inhibitor
G06983, long term treatment by prolactin in the presence of different protein kinase inhibitors results in
MAP kinase tyrosine phosphorylation in rabbit mammary cells. The inhibitor’s effects could be explained
by the inhibition MAPK-phosphatases expression. We concluded that 1) Prolactin stimulation of MAPK
activity in rabbit mammary cells passes through PI3K and probably JAK2 and 2) the expression of
MAPK-phosphatases is dependent by PKCu/PKD, PI3K, calcium-calmoduline dependent protein kinases,
protein kinase A, Src family kinases and JAK2.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Publication:

o Nikolova E., et al. The effect of chemical blockade of different signal transduction pathways on
MAP kinase tyrosine phosphorylation in rabbit mammary cells. Proceeding of the Bulgarian
Academy of Sciences, in press.

1.23. Contract No. 5/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Research of the effects of different protein kinase inhibitors
on expression of MAP Kinase phosphatases — MKP-1, 2 u 3 in human epidermal keratinocytes

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Biliana Georgieva Georgieva
RESEARCH TEAM:

e Petya Vasileva lvanova;
e Antonia Rumenova Isaeva;
e Lubka Favrailova Stoianova — Miteva.

ORGANIZATION UNIT: Department Chemistry and Biochemistry, Medical Faculty, Medical
University — Sofia

RESULTS:

It is known that EGF stimulates ERK1/2 by a PKC-dependent pathway in human epidermal
keratinocytes. Treatment of epidermal Kkeratinocytes with EGF led to biphasic activation
(phosphorylation) of ERK1/2 and induced expression of MKP1, with Kinetic very similar to those of
activated ERK1/2.

Transfection of epidermal keratinocytes with antisense oligonucleotides for PKC a, € and p
(PKD1) in subconfluent cultures inhibited Timidine incorporation (keratinocytes’ proliferation) and
markedly increased ERK1/2 phosphorylation, without any changes in the expression of ERK1/2 and
MKP1. From the other side we detected increased expression of ERK 1/2 in confluent and postconfluent
cultures compared to subconflent.

One possible explanation of these results is that similar to cyclin D1, expression of MKP1 is
ERK1/2-dependent, and its induction depends on timing and strength of its activation. We suggest that
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ERK1/2 participate either in regulation of keratinocytes proliferation and in keratinocytes differentiation.
We showed for the first time that ERK1/2 MAPK, which are considered to be constitutively expressed
kinases in mammalian cells, are inducible enzymes, in human keratinocytes.

1.24. Contract No. 7/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry

TITLE OF THE RESEARCH PROJECT: Design and synthesis of peptidic fluorogenic substrates for
non caspase apoptotic proteases based of 2-aminoacridon dye

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Valentin Lozanov
RESEARCH TEAM:

e Stefan Petrov;

o Alexey Alexeev;

e Ludmyla Mateva.
ORGANIZATION UNIT: Medical Faculty, Department of Chemistry and Biochemistry
RESULTS:

New peptidic fluorogenic substrates for cathepsin B based of 2-aminoacridone as fluorogenic
label were designed and synthesized. The observed unique fluorescent properties of peptide-AMAC
derivatives provoke a new idea for assaying proteases. The basic point is utilization of decreasing in
fluorescence intensity of investigated sample resulted of enzyme cleavage of substrate as measure for
enzyme activity. Kinetic parameters of new substrates are under investigation. Practical application of
substrates was studied using cell lysate and human plasma samples.

1.25. Contract No. 27/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism. Pharmacology and Toxicology. BAS and Drugs

TITLE OF THE RESEARCH PROJECT: Study of influence of cooper chelator tetrathiomolybdate on
the oxidative damages in experimental diabetes

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Milka Milcheva Mileva, MD, PhD
RESEARCH TEAM:

e Assoc. Proff. Margarita Apostolova, PhD, Medical and Biological research Laboratory, Institute
of Molecular Biology, Bulgarian Academy of Sciences;

e Assoc. Proff. Genoveva Zlateva, PhD, Department of Physics and biophysics, Medical University
— Sofia;

e Svetla Angelova, PhD, Department of Physics and biophysics, Medical University — Sofia;
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o Ralitza Todorova, Medical and biological research Laboratory, Institute of Molecular Biology,
Bulgarian Academy of Sciences;

o Vladmira Vassilieva, PhD student, Military Medical Academy, Sofia, Bulgaria.

ORGANIZATION UNIT: Depatrment of Physic and biophysic, Medical University — Sofia, 2 Zdrave
Str., 1431 Sofia, Bulgaria

RESULTS:

The experimental model of streptozotocin-caused insulin-dependent diabetes mellitus in mice
decreases the content of biochemical markers of oxidative stress in liver and pancreas on the 24-th hour,
5-th and 30-th day after treatment. Application of tetrathiomolybdate decreases the oxidative damages in
liver, kidney and pancreas, most pronounced on the 30-th day. We find promotion of heterogenic
expression of metallothioneins at islets of Langerhans and homogenic at liver and kidney. The present
study suggests that the nuclear metallothioneins expression in these targets plays an important role in the
pathogenesis of diabetes disease. Pretreatment with streptozotocin and its combination with
tetrathiomolybdate decrease the SOD1 expression in the liver and pancreas. Administration of mice with
streptozotocin and tetrathiomolybdat reduces the expression of SOD1 in the kidney.

The vitality of endothelial cells after treatment with tetrathiomolybdate decreases on the 72-th
hour. The effect is dose-dependent at concentration rang of chelator 10 — 500 uM. Application of
tetrathomolybdate on the cell model of diabetes decreases the vitality of endothelia cells as well as the
expression of SODL1.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Papers:

o Mileva M., Gancheva K., Zlateva G., Miteva S., Apostolova M. Antioxidant and
antiangeogenesin properties of thehrathiomolybdate in model systems. Science in Globalization
in 21c.Vol. IV, pp 158 — 163;

e Tutors: Margarita Apostolova, MD and Milka Mileva, MD. Diploma thesis of Vladimira
Vassilieva: Influence of copper chelators on the progress of experimental diabetes in model
systems.

Abstracts:

e Mileva M., Gancheva K., Zlateva G., Miteva S., Apostolova M. Antioxidant properties of
tetrathiomolybdate as a copper chelator in some model systems in vitro International science
conference “Science in Globalization in 21¢.” — Stara Zagora, June 1-2, 2006;

¢ Mileva M., Vassilieva V., Zlateva G., Apostolova M. Antioxidant properties of neocuproine
and tetrathiomolibdate in model systems. 20" Balkan Medical Week, September 28-30, Varna,
Bulgaria;

e Vassilieva V., Mileva M., Apostolova M. Effects of copper chelators neocuproine, bathocuproine
and tetrathiomolybdate on the development of endothelial disfunctions in model systems. Trakia
University, First scientific conference for students and PhD with international participation, from
10-th to 12-th November 2006, St. Zagora.

1.26. Contract No. 57/2007 — Medical University of Sofia
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SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism. Infections. Microbiology. Pharmacology and Toxicology. BAS and Drugs

TITLE OF THE RESEARCH PROJECT: Study of effects of oseltamivir on the oxidative damages in
experimental influenza virus infection type A

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Milka Milcheva Mileva, PhD
RESEARCH TEAM:

e Genoveva Antonova Zlateva, PhD, Chief Assistant Professor; Department of physics and
biophysics, Medical University — Sofia;

o Svetla Angelova Miteva, PhD, Assistant Professor, Department of Physics and biophysics,
Medical University — Sofia;

e Acad. Prof. Angel Simeonov Galabov, MD, PhD, DSc; Institute of Microbiology, BAS;

e Lora Simeonova Simeonova, Assistant Professor; Institute of Microbiology, BAS.
ORGANIZATION UNIT: Department of physics and biophysics, Medical University — Sofia
RESULTS (abstract):

The present study was designed to investigate some aspects of the effect of oseltamivir on the
levels of oxidative stress in lung, liver and blood plasma in influenza virus infected mice. As markers of
oxidative damages we use two products of lipid peroxidation - malondialdehide, and fluorescent
lipofuscine-like products on the 5-th and 7-th day after virus inoculation.

The results showed that influenza virus infection A/Aichi/2/68 (H3N2) was accompanied with a
significant increase of the endogenous lipid peroxidation products and development of oxidative stress. It
was established that supplementation of mice with oseltamivir has protection against oxidative damages
in lung, liver and blood plasma of mice experimentally infected with influenza virus A/Aichi/2/68(H3N2)
(2 LD 50) on the 5-th and on the 7-th day after the inoculation.

In order to elucidate the mechanism of the oseltamivir to influence the oxidative damages,
experiments were carried out with some model systems. The capability of oseltamivir to scavenge
superoxide radicals (scavenging properties) was studied in a system of xanthine-xanthine oxidase to
generate superoxide. The amount of superoxide was measured spectrophotometrically by the NBT-test.
Data is shown as a spectrophotpmetric scavenging index (SpSl). The antioxidant properties of oseltamivir
were investigated as well, by measuring induced lipid peroxidation in a Fe?* and (Fe** - EDTA) systems
with an egg liposomal suspension by a TBARS test. The data is present as TBARS - scavenging index.

We concluded that oseltamivir does not show superoxide radical scavenging properties and does
not influence lipid peroxidation in present of Fe** or (Fe** - EDTA) in liposomal membrane. Its
antioxidant-like effect observed in vivo is not a result of its direct action on the processes of lipid
peroxidation. Our findings with model systems do not prove an antioxidant effect of the drug on the
processes of lipid peroxidation in applied models of concentration range 10 mM to 0.01 mM.. The
mechanism of oseltamivir action on lipid peroxidation in influenza virus infection most probably is based
on its antiviral activity.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

Papers:
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Mileva M., Simeonova L., Genova G., Galabov A. Awmuoxcuoaummuu ceovicmea Ha
ocenmamusup ¢ mooennu cumemu in vitro. Trakia Journal of Science, in press.

Oral presentations:

Munesa M., CumeonoBa JI., T'emoa I'., I'emp00B A. Aumuoxcudammnu ceoilicmea Ha
ocenmamusup 8 modeanu cumemu in vitro. Oouneiina Hayuna Kondepenuus na Menununcku
Qaxynret, Tpakuiicku YHuBepcurer, 27-29 cenrempu 2007, Ct. 3aropa;

Munesa M., Cumeonora JI.. I'emb00B A. BrusHue Ha mamughiy 6vpxy OKCUOAMUSHUME
V8pedcOanust npu  eKCnepumMenmaner Mooel Ha epunHa eupycHa ungexyus. Tpaxuiicku
VYuusepcurer, Crapa 3aropa, MexnyHaponHa akajemusi ,,MHOTOCTpaHHa HHTETpUpaHa
JUYHOCT”, AHTHMHKPOOHH ¥ TPOTHBOMAPA3UTHU CPEACTBa B XyMaHHAaTa W BeTepUHApHATA
MenuinHa. JlekapcTtBeHa pesnctenTHOCT. 8-10 HOeMBpHu 2007, Ct. 3aropa, benrapus;

Mileva M., Traikov L., Galabov A., Simeonova L., Genova G. Oseltamivir as a modulator of
oxidative damages in lung of influenza virus infected mice and in some model systems. In:
Program of Second Congress of Virology (Days of Virology in Bulgaria) with International
Participation, May 28-31, 2008, Sofia, p. 109.

Impact factor: 2.483

Posters:

Mileva M., Galabov A. Antioxidant properties of oseltamivir - a specific NA inhibitor of influenza
virus infection type A in some model systems. Abstracts book, p. 106, 5-th Balkan Congress for
Microbiology, 24-27 October 2007, Budva, Montenegro;

Mileva M., Galabov A., Simeonova L., Gegnova G. Antioxidant properties of oseltamivir — a
specific NA inhibitor of influenza virus infection type A in influenza virus infected mice and in
some model systems. Program and Abstracts of the Twenty-First International Conference on
Antiviral Research (ICAR), Montreal, Quebec, Canada, April 13-17, 2008, Antiviral research, V
78, (2).

Impact factor: 2.483

1.27. Contract No. 20/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Role of Protein Kinase C w/PKD1 in regulation of human
epidermal keratinocyte proliferation

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Petya Vasileva lvanova, MD
RESEARCH TEAM:

Prof. Vanyo Ivanov Mitev, MD, PhD, DSc;
Ekaterina Nikolova, PhD;
Ganka Atanasova, PhD.

ORGANIZATION UNIT: Department Chemistry and Biochemistry, Medical Faculty, Medical
University — Sofia
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RESULTS (abstract):

Subconfluent normal human keratinocytes exhibit autonomous (autocrine growth factor driven)
proliferation and express the specific markers for keratinocyte proliferation K5 (keratin 5) and K14
(keratin 14). Utilizing this model the effects of PKD1 (Protein kinase D1) knockdown on activation of
differentiation was studied. siRNA approach was applied to achieve specific knockdown of PKD1 and the
mRNA levels of different keratinocyte markers — K14 and PCNA (markers of basal proliferating
keratinocytes), involucrin and K10 (early differentiation markers) were determined. Treatment of cultured
keratinocytes with siRNA for PKD1 resulted in reduction of mRNA levels of PKD1, altered cell
phenotype and promotion of Keratinocyte differentiation, demonstrated by increased expression of
involucrin and K10 mRNAs. No significant changes in K14 mRNA expression levels were detected, but
the expression of PCNA mRNA was markedly diminished. This study was the first to show that mMRNA
expression of PKDL1 in subconfluent normal human keratinocytes is very low, despite the PKD1 mRNA
levels were more than 8-fold lower than the same ones in hTert keratinocytes. These findings suggest
antidifferentiative role of PKD1 in normal human keratinocytes, contrary to the prodiferentiative role of
PKD1 in human hTert keratinocytes. We came to the conclusion that there are differences between
transduction pathways involving PKD1 in primary human keratinocyte cultures and these in immortalized
hTert keratinocytes.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e lvanova P., Atanasova G., Poumay Y., Mitev V. Knockdown of PKD1 in normal human
epidermal keratinocytes increases mRNA expression of keratin 10 and involucrin: early markers
of keratinocyte differentiation. Arch Dermatol Res. (2008) 300:139-145.

1.28. Contract No. 39/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Sterility (contraception)

TITLE OF THE RESEARCH PROJECT: Genomic imbalances in patients with idiopathic
azoospermia and oligospermia — DNA microarray analysis

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Senior Assist. Prof. Boriana Mihailova Zaharieva, PhD
RESEARCH TEAM:

o Chief Assist. Prof. Vera llieva Damyanova, Department of Medical biology;

o Chief Assist. Prof. Ivanka Istalianova Dimova, PhD; Department of Medical genetics;
o Adelina Goranova Yosifova, Biologist; Department of Medical genetics;
e Assoc. Prof. Draga Ivanova Toncheva, DSc; Department of Medical genetics;
e Assoc. Prof. llia Tzvetanov Vatev, PhD; Department of Medical biology.
ORGANIZATION UNIT: Department of Medical genetics
RESULTS (abstract):

Epididymal and testicular spermatozoa of azoospermic patients are frequently used for
intracytoplasmic sperm injection (ICSI), so they must be screened for genetic abnormalities. The
objective of our study was to investigate whole genome imbalances in immature germ cells found in
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gjaculates of seven males with idiopathic azoospermia and severe oligospermia. We used for the first time
the most powerful tool for genetic screening - microarray-based technology of comparative genomic
hybridization (array CGH) with microarrays, covering all autosomes and sex-chromosomes at a mean
density of 1 BAC clone/0.5 Mb. Sub-microscopic copy number variations were found in germ cells DNA
of all analyzed patients. The most consistent were aberrations in Y-chromosome - they occurred in 6 out
of 7 patients (85.7%). These Y micro-aberrations included both micro-deletions and micro-duplications.
In addition to Y chromosomal micro-imbalances, we detected several other affected loci. These included
1p36 deletion together with 14q24 gain, 16924 deletion, 9934 gain, and 3929 deletion. By array CGH
analysis we determined cryptic whole genome imbalances in germ cells and defined the most precisely
the size and the boundaries of aberrations. In one patient we discovered disomy X in germ cells, indicated
syndrome De la Chapelle.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Dimova I, Damyanova V., Nesheva D., Hadjidekova S., Vatev I., Stanislavov R., Nikolova V.,
Toncheva D. Array CGH analysis of germ cells DNA copy number variations in infertile men
with idiopathic azoospermia (submitted).

1.29. Contract No. 10/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cardiovascular System

TITLE OF THE RESEARCH PROJECT: Histomorphological changes of the aorta of normotensive
and spontaneous hypertensive rats in Lipofundin-induced model of atherosclerosis

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Senior Assist. Prof. Lazar Jelev Slavov, MD
RESEARCH TEAM:

e Lazar Jelev Slavov, MD, Senior Assistant Proffesor; Department of Anatomy, Histology and
Embryology, Medical Faculty, Medical University Sofia;

e Katerina Dimitrova Simeonova, MD, Chief Assistant Professor; Department of Pharmacology
and Toxicology, Medical Faculty, Medical University Sofia;

e Petya Pavlova Markova, Biologist; Department of Physiology, Medical Faculty, Medical
University Sofia;

e Galina Toteva Dobrevska, Biologist; Department of Pharmacology and Toxicology, Medical
Faculty, Medical University Sofia;

e Assoc. Prof. lvan Todorov Lambev, MD, PhD; Department of Pharmacology and Toxicology,
Medical Faculty, Medical University Sofia;

e Assoc. Prof. Lachezar Kolev Surchev, MD, DSc; Department of Anatomy, Histology and
Embryology, Medical Faculty, Medical University Sofia.

ORGANIZATION UNIT: Medical Faculty, Department of Anatomy, Histology and Embryology
RESULTS (abstract):

The present study investigates the histomorphological changes in the aortic intima of
normotensive (Wistar) and spontaneous hypertensive rats (SHR) after intravenous (10 days) and peroral



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-174 -

(30 days) administration of lipid solution Lipofundin (20%). The peroral administration results in a week
cellular reaction of the endothelium. Distinct morphological changes were observed after intravenous
Lipofundin administration. The main findings in the aortas of the normotensive rats were the increased
number of mononuclear cells scattered throughout the surface or located in small groups and rarely
extracellular and intracellular lipid accumulations. In the group of hypertensive rats were detected
increased number of mononuclear cells and smooth muscle cells oriented in various directions. The
results of this work helped in testing of the abilities of our new technique for en face endothelial
observations. On the preparations made by this technique can be seen the endothelial cell morphology
simultaneously with the mononuclear cells attached to the endothelium and also the extacellular and
intracellular lipid accumulations.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Jelev L., Surchev L. A technique for observation of the en face morphology of the endothelium.
Comptes rendus de I’ Académie bulgare des Sciences 60, 2007, 201-204;

e Jelev L., Surchev L. A novel simple technique for en face endothelial observations using water-
soluble media — “thinned-wall” preparations. Journal of Anatomy 212, 2008, 192-197;

e Jelev L., Simeonova K., Lambev I., Surchev L. Reaction of the rat aorta endothelium after
Lipofundin administration studied en face. XVIII National Congress of the Bulgarian Anatomical
Society, Stara Zagora 1-3 June 2007. The Trakia Journal of Sciences 5 (1), Supplement 2, p. 11;

e Jelev L, Simeonova K., Dobrevska G., Lambev 1., Surchev L. Rat aorta endothelium changes
after intravenous or intraperitoneal Lipofundin administration studied en face. 24. Arbeitstagung
der Anatomischen Gesellscheft in Wiirzburg, 26-28. 09. 2007. (Abstractbook in press).

1.30. Contract No. 42/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Gastrointestinal Tract

TITLE OF THE RESEARCH PROJECT: Cytoskeleton changes in the mucous stomach epithelial
cells in result of Helicobacter pylori intervention

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Zoya A. Spassova, MD, PhD
RESEARCH TEAM:
e Assoc. Prof. Vassil D. Dontchev, MD, PhD;
e Assoc. Prof. L. Boyanova, MD, PhD;
e Assist. Prof. Lina Malinova, MD.
ORGANIZATION UNIT: Gastroenterology Clinic, “St. Rilski” Hospital; Medical University of Sofia
RESULTS (abstract):

We detected HP infection in the 19 of 25 subjects of the investigation. In the other 6 we did not
found any HP bacteria.

By means of EM investigation we found that the epithelial cells form microvili similar to
protrusions on the surface turned to the lumen. In the process of HP approximation they were the first
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detail of the cell epithelial membrane that interacts with the bacteria. The protrusions gradually decrease
in height and finally disappear.

In subjects of the investigation without HP infection after application of EM
immunocytochemistry for actin we found accumulation of reactive product immediately below the cell
membrane. We observe similar events in the cytoplasm of the epithelial cells located below the cell
membrane but far away from the places of contact with HP. The protrusions described above were also
filled with electron dense reactive product.

On places where the epithelial cell accomplished contact with bacteria we found a diminutive
electron density below the cell membrane. In some cases the decrease of the electron density was not that
prominent — the epithelial cell contact with bacteria was looking structureless, but more homogeneous.
Similar changes were not appropriate for the deep part of the cell, or on places were bacterial cells were
not available.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Spassova Z ., Dontchev V., Boyanova L., Malinova L Cytoskeletal rearrangements in gastric
epithelial cells as a result of contact with Helicobacter pylori. UMHAT ”St. Ivan Rilsky, Clinic
of Gastroenterology; Department of Microbiology, Department of Anatomy; Medical University,
Sofia (poster);

e 50N Symposium of the Sociaty for Histochemistry; October 1-4, 2008, Interlaken, Switzerland.
1.31. Agreement Ne 1/2006 to Contract No. 4/2004 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Kidneys and Urinary Tract. Cardiovascular system

TITLE OF THE RESEARCH PROJECT: Importance of relationship between renal nerves,
endothelins and nitric oxide in the regulation of renal function and in blood pressure and heart rate
variability in spontaneously hypertensive rats

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Petya Pavlova Markova
RESEARCH TEAM:

e Veselina Kirilova Vuchidolova;

e Liliana Dimitrova Sofianska;

¢ lvan Konstantinov Chakalov.
ORGANIZATION UNIT: Department of Physiology, Medical Faculty, Medical University — Sofia
RESULTS:

The experiments were performed on conscious normotensive Wistar rats (W) and spontaneously
hypertensive rats (SHR) with intact renal nerves and 7 day after bilateral renal denervation (BRD). The
effects of NO synthase inhibition (NOSI) performed by 10 mg/kg L-NAME and effects of concomitant
NOSI and nonselective ETA/ETg receptor blockade (Bosentan, 10 mg/kg) in the renal excretory function
(REF), blood pressure (BPV) and heart rate (HRV) variability were investigated. BRD abolished the
effect of L-NAME on REF in W, but did not alter this effect in SHR. The participation of endogenous
endothelin in changes of REF following NOSI is diminished in SHR. In SHR renal nerves act with NO in
the maintenance of plasma renin activity (PRA). The endogenous endothelins alone or together with NO
and renal nerves do not play an essential role in the regulation of PRA in SHR. The hypertensive action of



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
- 176 -

NOSI does not depend on renal nerves, but in SHR it is mediated by endogenous endothelins. Renal
nerves and NO interacted in the regulation of BPV, HRV and baroreflex sensitivity in SHR. Renal nerves
activity is important for formation of HRV and sympatho-vagal balance in SHR during NOSI and
ETA/ETg receptor blockade in SHR.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

Girchev R., Markova P. and Vuchidolova V. Renal effects of acute nitric oxide and ET(A)/ET(B)
receptor inhibition in conscious spontaneously hypertensive rats. Acta Physiol Hung. 93, 2006,
Nol. 1, 61-70;

Girchev R., Markova P. and Vuchidolova V. Influence of renal denervation on renal effects of
acute nitric oxide and ETA/ETB receptor inhibition in conscious normotensive rats. J Physiol
Pharmacol., 57, 2006, No 1, 17-27,

Girchev R., Markova P. Renal nerves participation in the effects of nitric oxide and ET(A)/ET(B)
receptor inhibition in spontaneously hypertensive rats. Physiol Res. 56, 2007, No 1, 25-35;

Markova P., et al. Effect of renal nerves and nitric oxide on plasma renin in spontaneously
hypertensive rats. Trakia Journal of Sciences, 4, 2006, No 3;

Markova P., et al. Role in endogenous endothelins in the regulation of plasma renin activity by
nitric oxide and renal nerves in spontaneously hypertensive rats. Approved for press in Acta
Medica Bulgarica;

Chakalov 1., et. al. Plasma renin activity after bilateral renal denervation and nitric oxide
synthase inhibition in spontaneously hypertensive rats. First Scientific Conference for Student
and PhD, 10-12.11.2006, St. Zagora, Bulgaria;

Markova P. Inter-beat interval variability in spontaneous hypertensive rats after nitric oxide and
endothelin A/B receptor inhibition. 29" Balkan Medical Week, 28-30. 09. 2006, Varna, Bulgaria,
99-100;

Chakalov I. Urinary calcium, copper and phosphate excretion after bilateral renal denervation
and nitric oxide synthase inhibition in spontaneously hypertensive rats. Submitted for
participation in VI International conference of medical sciences for students and young doctors,
10-13.05.2007, Sofia Bulgaria;

1.32. Contract No. 1/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pain. CNS. Neurosciences and Behavior. Pharmacology and Toxicology

TITLE OF THE RESEARCH PROJECT: Neuropathic allodynia and inflammatory hyperalgesia: role
of sex hormons (17f-estradiol u testosterone) and gender

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Mila Vasileva Vlaskovska, DSc
RESEARCH TEAM:

Chief Assist. Prof. Slavina Kirilova Surcheva, PhD;

Nikolay Svetoslavov Yanev, PhD student;
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e Pavel Tonchev Kraevsky, PhD student;

e Milka Asparuhova Nashar;

e Assoc. Prof. Lachezar Surchev;

e Milko Milev, student;

e |vaila Uzunova, student.
ORGANIZATION UNIT: Medical Faculty Sofia
RESULTS (abstract):

Adult Wistar rats (200-250q) castrated tree weeks ago were used divided into following treatment
groups: (1) gonadally intact males; (2) castrated males; (3) castrated, treated with testosterone (25 mg/kg
in 5 s. c. injections through 20 days); (4) ovariectomized females; and (5) ovariectomized, 17-f-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 CClI rats developed significant allodynia. No statistically significant
differences in allodynia between genders were found. Paw withdrawal threshold (von Frey filaments) in
castrated males decreased significantly comparing to gonadally intact males. Ovariectomized females
were more sensitive to mechanical hyperalgesia (PPT) as compared to castrated males. Thermal
hyperalgesia was more pronounced in ovariectomized ligated females. The myelin and axonal destruction
are more heavily expressed in castrated males than in ovariectomized females. However, ovariectomized
and estrogen treated females show greater changes than gonadally intact males. Results show that there
are gender differences in the pain thresholds and morphological changes after CCIl. Sex hormones
modulated inflammatory reaction (paw edema) and hyperalgesia.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e S. Surcheva, Surchev L., Nashar M., Milev M., Kasakov L., Vlaskovska M. Sex differences in
castrated male and female rats in neuropathic pain: behavioral and morphological studies.
Comptes rendus de I'Academie bulgare des Sciences, 9, 61, 2008;

o Milev M., Surchev N., Surcheva S., Vlaskovska M., Kasakov L. The role of gender and gonadal
hormones on pain sensitivity and analgesia in Wistar rats. EFIC- European Pain School 2007.
Certosa di Pontignano, 17-24.06.2007;

e Milev M, Nashar M., Takova V., Surchev N., Hubenova P., Laleva L. Effects of estradiol on
analgesic drugs actions in the chronic constriction injury model of neuropathic pain in female
Wistar rats. 7" International Congress of Medical Sciences, 8-11 May 2008, Sofia. Abstract
book, p. 57;

e Nashar M., Surcheva S., Takova V., Kasakov L., Vlaskovska M. Female/male differences and sex
hormones modulation of neuropathic pain sensitivity. Fourth national conference for thee
treatment of pain with international participation. Hissarya, Bulgaria, 19.06-21.06.2008;

e Surcheva S., Nashar M., Surchev N., Milev M., Kasakov L., Vlaskovska M. Female/male
differences and sex hormones modulation of drug induced analgesia in neuropathic pain. Fourth
national conference for thee treatment of pain with international participation. Hissarya, Bulgaria,
19.06-21.06.2008;
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e Surcheva S., Surchev L., Milev M., Yanev N., Kasakov L., Vlaskovska M. Sex differences in
castrated male and female rats in neuropathic pain: behaviour and morphological studies. 4"
national congress of neuroscience. Sofia, Bulgaria, 26-28.09.2008.

1.33. Contract No. 10/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Molecular and genetic typing of extended spectrum beta-
lactamases (ESBL) producing strains of the family Enterobacteriaceae, causing nosocomial outbreak in
Queen Joanna University Hospital, Sofia

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Daniel Valentinov Yordanov, MD
RESEARCH TEAM:

¢ Rumjana Donkova Markovska, MD;

e Dobrinka Kirilova Ivanova, MD.
ORGANIZATION UNIT: Department of Microbiology, Medical University, Sofia, Bulgaria
RESULTS:

201 ESBL-producing clinical isolates: K.pneumoniae (96), E.coli (95) and S.marcescens (10)
were investigated. The detection and molecular characterization of the ESBL-encoding genes of the SHV
and CTX-M family were performed by PCR and PCR-RFLP. RAPD and ARDRA analysis were used to
type a diversity of microorganisms.

Positive amplification of blagyy genes was observed for 60 tested isolates K.pneumoniae. PCR-
RFLP analysis with Nhel was showed point mutation at position 238 in all cases. PCR amplification with
CTX-M-type specific primers was positive from 90 E.coli, 46 K.pneumoniae and 10 S.marcescens. PCR-
RFLP analysis with Pstl and Pvull, all CTX-M beta-lactamases were belonged to the to the CTX-M-1
cluster. From the representatives of this group only CTX-M-3 and CTX-M-15 were identified among
selected strains by PCR-RFLP analysis with Tsp45l. 39 RAPD patterns were obtained for K.pneumoniae,
18 E.coli and 2 S.marcescens. Cases of clonal relatedness between strains from distinct wards were found.
A total 136 clinical isolates were investigated by ARDRA with Alul. 8 ARDRA patterns were observed
for E.coli, 26 K.pneumoniae and 1 S.marcescens.

Molecular analysis indicates that the dissemination of epidemic and endemic ESBLs-producing
strains probably involved the simultaneous spread of several clones, although horizontal transfer of the
resistance plasmids could also have played a role.

SCIENTIFIC PRESENTATION AND PUBLICATIONS:

e lvanova D., Markovska R., lordanov D., Mitov I. Molecular epidemiology of extended-spectrum
beta-lactamases-producing organisms of the family. Enterobacteriaceae in Sofia, Bulgaria. 17"
ECCMID and 25™ICC, Munich, Germany, 31 March — 3 April 2007.

1.34. Contract No. 13/2006 — Medical University of Sofia
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SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Genetic Investigations of virulence factors of clinical
isolates Moraxella catarrhalis

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Rayna Tzvetanova Gergova, MD
RESEARCH TEAM:

e Assist. Prof., Rayna Tzvetanova Gergova, MD, Department of Microbiology, Med. University,
Sofia;

e Vasela Vasileva Ouzunova, MD.

ORGANIZATION UNIT: Department of Microbiology, Medical University — Sofia, 2 Zdrave Str.,
1431 Sofia

RESULTS:

The genes omp B,, omp CD, omp E, which M. catarrhalis demonstrates in vivo, as outer
membrane proteins (OMPs), were detected in 103 clinical isolates by PCR technology. The first group -
52 strains were isolated from patients with pulmonary infections. The second group — 41 isolates M.
catarrhalis were from patients with otorhinolaryngological infections. The third group 10 strains were
from healthy children. The strains with three factors in the first group were more than 60%, the prevailing
virulence factors among this group were omp B, and omp E approximately 70 %. The role of OMP B, is
important to human serum resistance and enhances pulmonary clearance from the lung, such as inhibits
iron acquisition from lactoferin and transferin, omp E is coding OMP E — major adhesin, which plays role
in serum resistance and transport of fatty acids porin. The strains with three factors in the second group
were near to 30%, the prevailing virulence factors among this studied group were omp CD and omp E —in
86% and 96%, respectively. Gene omp CD is coding adhesin, binds to middle ear mucin, linked with
resistance to complement killing. The strains with three or two factors in the third group were no detected.
The 40% of strains from healthy children, were no have virulence factors, in the 50% of them were
determined omp E.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Mitov I, Gergova R., Ouzunova V., Markovska R. Investigation of virulence factors and
antibiotic resistance of moraxella catarrhalis. Report at the 11" Congress of the Bulgarian
Microbiologists 5-7 October 2006, Varna, Abstract book: MM12, p. 102-103.

1.35. Contract No. 23/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology. Gastro-intestinal tract. New methods

TITLE OF THE RESEARCH PROJECT: Evaluation of Helicobacter Pylori infection in Bulgaria by
detection of antibacterial resistance of the strains and virulence factors

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Prof. Lyudmila Boyanova Georgieva, MD, PhD
RESEARCH TEAM:
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¢ Rumiana Donkoba Markovska, MD, Department of Microbiology, Medical University of Sofia;
e Galina Miliova Gergova, MD, Department of Microbiology, Medical University of Sofia.

ORGANIZATION UNIT: Medical Faculty of Medical University of Sofia, Department of
Microbiology, Dean’s Office of the Medical Faculty, Medical University of Sofia., 2 Zdrave Str.; 1431
Sofia; Phone: +359 2 9172 730 (office); +359 2 843 14 04 (home); Mobile: +359 889 388 955

RESULTS:

Antibacterial resistance of 779 H. pylori strains and the prevalence of virulence-associated genes
in 53 strains (by PCR) were evaluated. Resistance in untreated adults, untreated children and treated
adults was: metronidazole 25, 16 and 48.4%, clarithromycin 17.8, 18.7 and 45.1%, amoxicillin 1, 0 and
1.1%, tetracycline 4.4, 2.7 and 13.3%, and ciprofloxacin 7.7, 6.8 and 18.2%. Overall resistance to
amoxicillin (0.9%) and nitrofurantoin (1.3%) was rare. Single strains (0.4% of all strains) had triple
resistance to amoxicillin, metronidazole and clarithromycin. Primary resistance rates in adults and
children were comparable. Strains from >26% of treated adults had double resistance to metronidazole
and clarithromycin. In 10 years, the primary clarithromycin resistance increased from 10% to 17.9%.
Limited agar dilution method showed good results compared to the E test and agar dilution method.
Modified disk-diffusion method exhibited good results for most antibacterial agents but suboptimal
results for metronidazole. PCR detected mixed infections in 11.3% of the patients. Most strains (78.7%)
were cagA-positive, almost all of them (97.9%) harboring vacA sl allele. Type babA2 strains were found
in 1/3. Prevalence of H. pylori virulence-associated genes was not associated with severe diseases, sex
and place of living of the patients or antibacterial resistance of strains. The most common (78.7%)
genotype was cagA+/vacA sla. In conclusion, susceptibility patterns of H. pylori are unpredictable. The
increase in clarithromycin resistance and the presence of triple resistance is worried. Fluoroquinolones
should be used with caution for H. pylori eradication. H. pylori strains with toxigenic genotypes are
common in Bulgarian symptomatic patients.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
SCIENTIFIC PUBLICATIONS:

e Boyanova L. Detection of Helicobacter pylori infection in symptomatic Bulgarian adults. Clin.
Microbiol. Infect. 13, 2007; Ne 9, 908-914;

e Boyanova L., Lazarova E., Jelev C., Gergova G., Mitov I. Helicobacter pylori and Helicobacter
heilmannii in untreated Bulgarian children over a period of 10 years. J Med Microbiol. 2007;
56(Pt 8):1081-1085;

e Boyanova L., Nikolov R., Davidkov L., Kamburov V., Gergova G., Spassova Z., Lazarova E.,
Jelev C., Katsarov N., Mitov |., Krastev Z. Antibacterial resistance and evolution of the
resistance in Helicobacter pylori in adults and children. Infectology, XL IV 2007 suppl. I, 44-46;

e Boyanova L., Lazarova E., Jelev C., Kumanova R., Gergova G., laneva P., Panteleeva E.,
Kovacheva U., Mitov I. Factors associated with resistance in Helicobacter pylori from children,
to antibacterial agents. Pediatrics. 2006; XLV (1): 31-33;

o Nikolov R., Deredjian S., Boyanova L. Balloon dilatation of benign stenosis in upper
gastrointestinal tract. Bulgarian Hepatogastroenterology 2006; VIII (2): 3-13.

SCIENTIFIC PRESENTATIONS:

e Boyanova L. Nikolov R., Davidkov L., Kamburov V., Gergova G., Spassova Z., Lazarova E.,
Jelev C., Katsarov N., Mitov l., Krastev Z. Antibacterial resistance and evolution of the
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resistance in Helicobacter pylori in adults and children. Oral presentation, V National Congress
on Clinical Mivrobiology and Infectology of the Bulgarian Association of Microbiologists (with
international participation). Plovdiv, 19-22 April 2007;

e Kamburov V., Boyanova L., Manova G., Tadjer Sh., Krastev Z. Bleeding ulcer. Density of
colonization and antibiotic susceptibility of Helicobacter pylori. Poster. IX National congress of
Gastroenterology. Sofia, 24-25 November 2006. Bulgarian Hepatogastroenterology 2006; VIII,
(Ne 2), 64

e Kamburov V, Boyanova L., Manova G., Tadjer S., Krastev Z. Helicobacter pylori infection in
peptic ulcer bleeding- culture and rapid urease testing. Poster No. 51. Pathogenesis and clinical
Practice in Gastroenterology. Portoroz (Slovenia), June 15-16, 2007;

e Boyanova L., Nikolov R., Kamburov V., Gergova G., Spassova Z., et al. Helicobacter pylori
infection and antibacterial susceptibility in adults and children since 2003. Poster. 1X National
Congress on gastroenterology. Sofia, 24-25 November 2006. Bulgarian Hepatogastroenterology
2006; VIII (2): 61.

1.36. Contract No. 11/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Epidemiologic investigations of clinical significant strains
K. pneumoniae, E. coli, producers of extended spectrum beta-lactamase (ESBL)

FINANCIAL SUPPORT PERIOD: 2006

LEADING SCIENTIST: Rumyana Donkova Markovska, MD, chief assistant Professor, Department of
Microbiology

RESEARCH TEAM:
e Emma Edmond Keuleyan, MD, PhD, Ministry of the Interior, Medical Institute;

e Maria Georgieva Sredkova, MD, PhD, Medical University — Pleven;

o Shirin Jelalova Tete - Nikolova, MD, Ministry of the Interior, Medical Institute;

e Tomislav Kostyanev, MD.
ORGANIZATION UNIT: Chair of Microbiology, Medical Faculty, Medical University — Sofia
RESULTS (abstract):

As ESBL producers 16 new strains (9 K. pneumoniae u 7 E.coli) collected in a two months period
XI-X11 2006 at University Hospital Pleven were confirmed. K. pneumoniae strains produced most
probably CTX-M-3 ESBL (pl 8.6), and strains E. coli - CTX-M-15 (pl 8.8) and only one CTX-M-3.
These beta-lactamases were transferable. The strains E. coli, CTX-M-15 producers from UH Pleven
(2002-2003r) belonged 89% to one clone (distributed mainly in urology ward — 67% and SICU — 18%).
The members of this clone were detected also in E. coli, collected in 20086.

The strains K. pneumoniae (CTX-M-3 like producers), isolated in 2006 from patients from
neonatology unit — UH Pleven, belonged to two clones with very high percent of similarity. The thirteen
strains K. pneumoniae (CTX-M-3 producers), isolated during 2002/2003 in UH — Stara Zagora consist 6
different ERIC profiles. Discriminatory ability of ARDRA method was compared to this of ERIC PCR



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-182 -

for K. pneumoniae, but for E. coli it was significantly lower. There were not detected AmpC producing
Enterobacteriaceae and metalo beta-lactamase producing Enterobacteriaceae.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Mapxkoscka P., Keonesn E., Cpeaxosa M., UBanosa /I., Xamxuena H., Paukosa K., Mapkosa b.,
HparmwkeBa E., CaBoB E., Xaimymrka W., Schneider 1., Bauernfeind A., Muros MU.
Pasznpocmpanenue na wupoxocnexmopru f-naxmamasu (ESBL) om CTX-M mun npu kKiunuuhu
wamose om cem. Enterobacteriaceae 6 bwvacapus. V' HanmoHalieH KoHrpec mo KinHudHa
MHKpPOOHOIOTHS 1 MH(EKTOI0TH Ha brarapckara aconuanus Ha MEKpoOroto3ute IlnoBnus, 19-
22 ampun 2007.

1.37. Contract No. 33/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Molecular-genetic investigations on the virulence factors
among clinically important strains of Pseudomonas aeruginosa

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Chief Assist. Prof. Tanya Vasileva Strateva, MD
RESEARCH TEAM:

e Chief Assist. Prof. Tanya Vasileva Strateva, MD; Department of Microbiology, Medical
University of Sofia;

e Assoc. Prof. Boyka Kirilova Markova, MD, PhD; Department of Microbiology, Medical
University of Sofia;

o Assist. Prof. Vessela Vaskova Ouzounova — Raykova, MD; Department of Microbiology,
Medical University of Sofia;

e Gergana Petrova Stoyanova, MD, PhD student; Pediatric Clinic, Alexander University Hospital,
Medical University of Sofia.

ORGANIZATION UNIT: Department of Microbiology; Medical University- Sofia, 2 Zdrave Street,
1431 Sofia

RESULTS (abstract):

The total number of 202 clinical strains of P. aeruginosa isolated from five large hospitals in
Sofia during 2001-2007 was studied to determine the prevalence of different virulence factors (adhesins,
invasins and cytotoxins) and to perform a comparative analysis of their incidence according to the
patients’ population, localization of infection and antimicrobial resistance of the strains. The frequency of
virulence genes in all studied strains, including 160 problematic nosocomial and 42 cystic fibrosis (CF)
isolates, was as follows: algD (encoding alginate) — 91.1%, pilB (type IV pili) — 23.8%, nanl
(neuraminidase) — 21.3%, plcH (haemolytic phospholipase C) — 91.6%, lasB (LasB elastase) — 100%,
exoS (exoenzyme S) — 62.4%, and exoU (exoenzyme U) — 30.2%. The prevalence of nanl was
significantly higher in CF isolates (38.1%) than that in non-CF isolates (16.9%). The distribution of pilB
(9.5%) and plcH (71.4%) among CF isolates was lower than in non-CF nosocomial strains (respectively,
26.9% and 96.9%). The dissemination of virulence genes varied according to the localization of
nosocomial infections in non-CF patients. The detection of pilB among P. aeruginosa strains from blood
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and urine (respectively, 75.0% and 35.5%) was significantly higher than that in lower respiratory tract
infections (LRTIs) and upper respiratory tract infections (URTIs)-isolates (respectively, 12.5% and
11.1%). The expression of exoU was the biggest among the strains from wounds (46.2%) and LRTIs
(40.0%) and it was significantly higher than that of isolates from urine (17.7%) and blood (12.5%). The
relative proportion of multidrug-resistant (MDR) nosocomial strains of P. aeruginosa expressing a large
number of virulence factors (>=5) (38.1%) was higher than the proportion of non-MDR isolates with a
large number of virulence factors (17.6 %) — P<0.01. Moreover, pilB and exoU, located in pathogenicity
islands, as well as nanl among MDR P. aeruginosa were significantly more widespread than in non-
MDR strains (respectively, 39.1% vs. 13.2%, 26.1% vs. 4.4%, and 40.2% vs. 17.7%).

In conclusion, the neuraminidase plays a key role in CF pulmonary disease evolution. Nonpilus
adhesins such as the slime layer composed of alginate are the major virulence factors for attachment of P.
aeruginosa to the respiratory epithelial cells in CF patients. Combined horizontal gene transfer and
recombination of pathogenicity islands and mobile genetic elements containing antimicrobial resistance
genes are the probable causes for selection of MDR P. aeruginosa strains with a large number of
virulence factors.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Strateva T., et al. Virulence factors and antimicrobial susceptibility of Pseudomonas aeruginosa
isolates from cystic fibrosis patients. Probl. Inf. Parasit. Dis.; vol. 35, 2007, Ne 2: 19-22;

e Strateva T., et al. P1304: Prevalence of virulence genes among nosocomial and cystic fibrosis
isolates of Pseudomonas aeruginosa from Bulgaria. Clin. Microbiol. Infect.; 14, 18" ECCMID,
Barcelona, Spain, 19-22 April 2008: S368;

e Petrova G., Perenovska P., Strateva T., Mitov I. Sputum investigation in children with chronic
pulmonary diseases. International Journal on Immunorehabilitation. vol. 10, Ne 1, April 2008.
Program and Proceedings of the World Asthma & COPD Forum, Dubai, UAE, April, 26-29,
2008: p. 46.

1.38. Contract No. 22/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology. Gastro-intestinal tract. New methods

TITLE OF THE RESEARCH PROJECT: Evaluation of the risk factors and at-risk groups for
antibacterial resistance and virulence of Helicobacter Pylori in Bulgaria

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Lyudmila Boyanova Georgieva, MD, PhD
RESEARCH TEAM:

¢ Rumiana Donkoba Markovska, MD, PhD; Chief assistant Professor in the Department of
Microbiology, MU — Sofia;

e Galina Miliova Gergova, MD, PhD; intern in the Department of Microbiology, MU — Sofia;

o Daniel Valentinov Yordanov, MD, Assistant Professor in the Department of Microbiology, MU —
Sofia.
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ORGANIZATION UNIT: Medical Faculty of Medical University of Sofia, Department of
Microbiology, Dean’s Office of the Medical Faculty, Medical University of Sofia; 2 Zdrave Str.; 1431
Sofia; Phone: +359 2 9172 730 (office); +359 2 843 14 04 (home); GSM: +359 889 388 955

RESULTS (abstract):

Rates of primary antibacterial resistance of H. pylori were evaluated in 253 patients with
gastroduodenal diseases who filled the required questionnaires. Resistance to all 5 antibacterial agents
evaluated was detected. The obtained results suggested the following groups at risk so far, for primary H.
pylori resistance: living in Sofia versus other places as a risk factor for double resistance to metronidazole
and clarithromycin; birthplace in Sofia versus the villages as a risk factor for metronidazole resistance;
birthplace in Sofia versus other places as a risk factor for double resistance to metronidazole and
clarithromycin and profession entailed intellectual character versus that of physical work as a risk factor
for ciprofloxacin resistance. H. pylori resistance in our country, likewise in some other countries
worldwide, is less predictable. Till now the PCR obtained results demonstrated a common prevalence
(82% of 51 patients) of the more virulent allele iceAl. The iceAl" allele was often (89.5%) associated
with another virulence factor of H. pylori, cagA, suggesting that the toxigenic and virulent genotypes are
common in our country. PCR-RFLP evaluation on the mechanisms of clarithromycin resistance showed a
common (in 8 of 9 strains) prevalence of A2142G mutation, but more strains should be evaluated because
of the differences in the prevalence between the present work and other studies. Neither A2143G nor
A2142C mutations were detected. The gene oipA was found in all 9 strains evaluated. Involvement of
more strains and gene sequencing are required to determine the oipA functional status.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
SCIENTIFIC PUBLICATIONS:

e Boyanova L., Gergova G., Nikolov R., Davidkov L., Kamburov V., Jelev C., Mitov |. 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., 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
Infect Parasit Dis, 2008 (in press).

SCIENTIFIC PRESENTATIONS:

¢ 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 I) A97.

1.39. Contract No. 15/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Molecular-genetic investigation of clinically significant
K.pneumoniae u E.coli, extended spectrum beta-lactamase (ESBL); producers; characterization of the
location of blacrx.m

FINANCIAL SUPPORT PERIOD: 2007
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LEADING SCIENTIST: Chief Assist. Prof. Rumyana Donkova Markovska, MD, Department of
Microbiology

RESEARCH TEAM:

e Assoc. Prof. Emma Edmond Keuleyan, MD, PhD, Ministry of the Interior, Medical Institute;

o Boyka Markova, MD, PhD, Alexandrovska Hospital;

e Assist. Prof. Daniel Jordanov, MD, Department of Microbiology, MU — Sofia;

e Assist. Prof. Tomislav Kostyanev, MD, Department of Microbiology, MU — Sofia.
ORGANIZATION UNIT: Department of Microbiology, Medical Faculty, Medical University — Sofia
RESULTS (abstract):

As ESBL producers were confirmed 40 new strains (12 K. pneumoniae and 28 E. coli) from 42
collected for the period January — April 2008 in Medical Institute, Ministry of the Interior. The strains K.
pneumoniae produced CTX-M-15 (pl 8.6), CTX-M-3 and one strain SHV-12, the strains E. coli - CTX-
M-15 (pl 8.8) and per one - CTX-M-3 and SHV-12. The determinants of these beta-lactamases transfer by
conjugation. The genes, coding CTX-M-3 transferred with more frequency. The strain E. coli from
Medical Institute — Ministry of the Interior belonged to the two main clons CTX-M-15 producers.
Representatives from the one clone were determined among E. coli, collected during 2003 r in this center.
The strains K. pneumoniae (CTX-M-15 and CTX-M-3 producers) showed the presence of big number
clones. Plasmids, carrying genes, coding CTX-M-3 enzymes showed identical Pstl profil. The data show
possibility for transposon localization and distribution of blactx.m.15 and plasmidic of blactx.ms mainly.
AmpC producing Enterobacteriaceae and metalo beta-lactamase producing Enterobacteriaceae was not
detected.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Markovska R., Schneider I., Keuleyan E., Sredkova M., Ivanova D., Markova B., Lazarova G.,
Dragijeva E., Savov E., Haydouchka I., Hadjieva N., Setchanova L., Mitov I., Bauernfeind A.
Extended-spectrum beta-lactamase-producing Enterobacteriaceae in Bulgarian hospitals.
Microb Drug Resist. June 2008; 14(2):119-28.

1.40. Contract No. 9/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pediatric dentistry and Biochemistry

TITLE OF THE RESEARCH PROJECT: Isolation, Chatacterization and Analysis of the Molecular
Mechanisms of Differentiation of the Mesenchymal dental Pulp Cells, Induced with Growth Factors

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Milena Dimitrova Peneva, PhD
RESEARCH TEAM:
e Prof. Vanyo Mitev, MD, PhD, DSc;
o Nikolaj Ishketiev.
ORGANIZATION UNIT: Faculty of Dental medicine
RESULTS (abstract):
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The pulpo-dentinal complex has protective qualities safeguarding the dental pulp from
progressive inflammations and traumatic lesions. This effect is achieved through the formation of a
dentine-like structure made-up of cells capable of additionally differentiating. It is supposed that these are
multipotent stem cells. The isolation and proving the existence of such cells is of crucial importance for
regenerative medicine.

The aim of this project was to isolate primary structures of mesenchymal stem cells from the pulp
of temporary teeth. Thus we proved the presence and characterising as well as determining the impact of
growth factors TGF-82 and BMP-2 on the model system studied.

The isolation of primary cells from the pulp of temporary teeth to be physiologically replaced was
carried out. Immune-fluorescence, analysis of the cell proliferation and a vitality test (MTT) were
conducted too. The impact of BMP-2 (Bone Morphogenic Protein-2) and TGF-B2 (Transforming Growth
Factor-2) on the isolated and cultivated colonies of stem cells was determined.

The accomplished project succeeded in isolating stem cell from the pulp of exfoliated temporary
teeth. In norm such cells do not manifest proliferation capacity. Stimulated with the help of growth
factors, the cells revealed a clear potential for proliferation, though and later became capable of
multipotent differentiation.

1.41. Contract No. 33/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Experimental dentistry

TITLE OF THE RESEARCH PROJECT: Thermic and medico-biological investigations (in vivo) of
materials used for provisional fixed prosthetics

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Prof. Dr Mariana Dimova, PhD, DDS
RESEARCH TEAM:

o Prof. Todor Peev Georgiev, DMD, Medical University, Department of Dentistry Sofia, Chair of
Prosthetic Dentistry;

e Prof. Elena loakimova Djulgerova, Professor, DMD, Medical University, Pensioner;
e Prof. lvan Borisov Ivanov, Chair of Veterinary Surgery, Tracian University — Stara Zagora;

e Prof. Vasil Kostadinov Atanasov, Chair of Biology, section of Biochemistry, Agrarian Faculty —
Stara Zagora,;

e Assoc. Prof. Dimitar Savov Dimitrov, PhD, Chair of Veterinary Anatomy, Histology and
Embriology, Tracian University — Stara Zagora;

e Assist. Prof. Tsvetan Minchev Chaprazov, Chair of Veterinary Surgery, Tracian University —
Stara Zagora.

ORGANIZATION UNIT: Medical University, Department of Dentistry — Sofia
RESULTS:

The polymerization temperatures of 4 materials for provisional restorations were examined in
vivo in a circumstance of influence of anesthetic with vasoconstrictive effect which allows to be studied



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
- 187 -

the range in which the pulp is under the effect of the releasing heat with a certain prevention from
hyperemia and hemorrhage.

The results showed that there is a risk from pulp hyperemia in handling with the material Structur
2 SC/QM (Voco) and a danger of pulp necrosis with materials Tempofit® (Detax) and Luxatemp® -
Automix plus (DMG) if the recommendations of the producer for intraoral time are not followed.

The material Jet Tooth Shade (Lang Dental) could cause temperature injuries only if the working
protocol is neglected and the cooling procedures are not implemented.

The used odontotropic substances KNO3, ZnCI2 and calcium phosphates do respond to the
existing data in literature (10). The concentrations of ZnCI2 u KNO3 appeared to be very high and could
not be recommended.

Calcium phosphate precipitates with a nanometric structure should be considered as a first
experiment of the next research series to create contemporary biomineralizing medicines which respond
to the nowadays tendencies for remineralizing, reconstruction and obturation of dentinal tubules.

1.42. Contract No. 32/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmaceutical Chemistry

TITLE OF THE RESEARCH PROJECT: Studying patent status of the newly developed statins and
adaptation of the HPLC method for quality control of active substances

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Plamen Todorov Peikov, PhD
RESEARCH TEAM:

e Prof. Guenka Ivanova Petrova, DSc;

e Assoc. Prof. Plamen Todorov Peikov, PhD;

e Assoc. Prof. Danka Petrova Obreshkova, PhD;

e Chief Assist. Prof. lvanka Petkova Pencheva, PhD;
e Senior Assist. Prof. Manoela Metodieva Manova.

ORGANIZATION UNIT: Faculty of Pharmacy, Department of Pharmaceutical chemistry, Medical
University — Sofia

RESULTS (abstract):

Statines are hypolipidemic medicines which usage is permanently increasing during the latest
years. It is important to ensure stability of their substances for the regulatory purposes because it
influences the safety profile of the products. Validation of the analytical methods is important for the
generic pharmaceutical industry for the quality control purposes and manufacturing accuracy.

Purpose: The purpose of the current study was to analyze the patent status of 5 INN statines
(atorvastatin, pravastatin, lovastatin, simvastatin, rosuvastatin) and patent activity of the pharmaceutical
producers. Based on the patent status we aim to adapt and validate the pharmacopoeia analytical method
of simvastatin for being suitable to the identification and assay the other statines and their hydlolysis
products.
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Methods: The patents search was performed and systematization of all available patents was
made following the IPC class, INN, territorial protection. It had been used HPLC method for
identification and determination of assays and related substances with modifying elements - changed
mobile phase and column.

Results: It was systematized 71 patents from 7 IPC classes for 5 INN. 18 patents refer to
atorvastatin, 13 to fluvastatin, 11 to pravastatin, 6 for simvastatinl, and 23 for rosuvastatin. The relative
share of the patents from IPC class A61 P prevails, followed by patents for main active substances. The
patent activity rose at the end of expiring of the protection period.

Two factors of the chemical stability were studied: pH and time as well as the hydrolysis process in acid
and alkaline media. In the studied conditions for simvastatin the product of hydrolysis was found to be
pravastatin, which corresponds to its vivo biotransformation to beta-hydroxy acid. The concentration of
remainder is found to decrease exponentially at pH 7.0 for simvastatin and ph 9.0 for Lovastatin. In strong
acid media Simvastatin is hydrolyzed within the first 60 min in contrast to the longer Lovastatin
hydrolysis. The use of HPLC for simvastatin and lovastatin in vitro analysis permits simultaneously
determination of both substances as mixture without preliminary separation. The HPLC is highly
sensitive and selective method for hypolipidemic drugs quality control.

Conclusions: There is a relation between the patent activity, market size and therapeutic effect of
the studied medicines. The validated method performed in this study allows obtaining adequate
pharmacokinetic information for the in vitro behavior of simvastatin and lovastatin as well as the
information for the quality content of the simvastatin and lovastatin and their probable related substances
during the in vitro transformation.

PUBLICATIONS:

e Pencheva I., Manova M., Peikov P., Petrova G. Quality control of Simvastatin and Lovastatin —
validation of HPLC method for studying stability. Acta Pharmaceutica, Submitted for publication.

1.43. Contract No. 17/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacognosy and Botany

TITLE OF THE RESEARCH PROJECT: HPLC analysis of phenolic compouds from Hypericum
annulatum Moris

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Prof. Gerassim M. Kitanov, PhD
RESEARCH TEAM:

e Chief Assist. Prof. Paraskev T. Nedialkov, PhD

e Chief Assist. Prof. Reneta T. Gevrenova
e Pharm. Dimitrina Zh. Zheleva — Dimitrova

ORGANIZATION UNIT: Faculty of Pharmacy, Medical University of Sofia, 2 Dunav Str., 1000 Sofia,
Bulgaria

RESULTS:
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A HPLC method for analysis of the benzophenones hypericophenonoside, neocannulatophenonoside,
annulatophenonoside, annulatophenone, acetylannulatophenonoside, and the xanthone derivative
gentisein in aerial parts, leaves, flowers, and stems of Hypericum annulatum Moris was developed.
Extraction of samples with methanol by magnetic stirring at room temperature allowed a good recovery
of analytes (from 90.70% for gentisein to 103.81% for annulatophenonoside) and the precision of the
entire procedure was <6.05%. The subsequent HPLC separation and quantification was achieved by using
a Hypersil ODS C18 column and UV detection at 290 nm. The mobile phase comprised methanol and 20
mM potassium dihydrogen phosphate (adjusted to a pH of 3.19 with o-phosphoric acid), and a gradient
elution mode was applied. The detection limits were 0.03, 0.02 and 0.001 pg/ml for hypericophenonoside,
acetylannulatophenonoside and gentisein, respectively. The total amount of the phenolic compounds
assayed ranged from 10.92 mg/g in stems to 82.86 mg/g in leaves. Hypericophenonoside was the
dominant benzophenone present in the majority of the plant samples, being presented in amounts between
7.54 11770.25 mg/g in stems and 64.22 [1772.44 mg/g in leaves. Hypericophenonoside accounted for up to
77.50% of the components found in the leaves. In contrast to the leaves, flowers showed a tendency
towards higher contents of gentisein (9.35 [10.07 mg/g) and neoannulatophenonoside (4.72 71710.04
mg/g) than the other parts assayed.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Zheleva — Dimitrova, et al. Simultaneous determination of benzophenones and gentisein in
Hypericum annulatum Moris by high-performance liquid chromatography. Phytochem. Anal.,
2007 — (in press).

1.44. Contract No. 29/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacognosy and Botany

TITLE OF THE RESEARCH PROJECT: Biotechnological and Phytochemical investigation of
Bulgarian endemic species Linum. tauricum Willd. ssp. linearifolium

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Prof. lliana lonkova, MD
RESEARCH TEAM:

e Chief Assist. Professor Stefan Tzvetkov Ninov;

o Nikolai Petkov Vasilev, PhD in progress;

o Iskra Antonova Antonova, biologist.
ORGANIZATION UNIT: Faculty of Pharmacy, Department of Pharmacognosy and botany
RESULTS:

A phytochemical investigation of Linum tauricum ssp. linearifolium (Linaceae) led to the
identification of podophyllotoxin, 6-methoxypodophyllotoxin, and justicidin B and trace of p-peltatin-A-
methylether.

Since PTOX is the preferred precursor for the semi-synthesis of anti-cancer drugs like etoposide
we established several callus and suspension cultures from single sterile seedlings and checked for the
occurrence of lignans. PTOX and MPTOX were identified in the cultures. 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
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antiproliferative action of the extracts was tested against malignant cell lines (the chronic myeloid
leukemia — derived cell lines K-562 and LAMA-84, the Hodgkin lymphoma-derived HD-MY-Z and the
human urinary bladder carcinoma-derived EJ cells) with etoposide as a positive control. The extract from
L. tauricum ssp. linearifolium showed a moderate cytotoxicity to all tested cell lines with 1C50 in the
range from 0,031 to 0,912 pug/ml.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Publications

e lonkova I., Antonova |., Momekov G., Fuss E. (2007). Cytotoxic activity of extracts from
Bulgarian Linum species. Pharmacognosy Magazine, in press

Scientific presentations

e lonkova I., Fuss E. (2007). Lignans from Linum tauricum ssp. linearifolium and their cytotoxic
activity. Phytopharm 2007, Leiden Holland, 27-30 June, 2007

1.45. Contract No. 31/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacognosy and Botany

TITLE OF THE RESEARCH PROJECT: Phytochemical investigation of Hypericum elegans Stephan
ex Willd, Guttiferae

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof.Gerassim M. Kitanov, PhD
RESEARCH TEAM:

e Chief Assist. Prof. Paraskev T. Nedialkov, PhD;

e Assist. Prof. Dimitrina Zh. Zheleva — Dimitrova.

ORGANIZATION UNIT: Faculty of Pharmacy, Medical University of Sofia, 2 Dunav Str., 1000 Sofia,
Bulgaria

RESULTS (abstract)

Hypericum elegans Stephan ex Willd is a herbaceous plant, growing on the Balkan Peninsula
Mala Asia, East and Middle Europe. Previous studies of the plant revealed the presence of the
naphthodianthrones hypericin and pseudohypericin, flavonol O-glucoside quercitrin [3] and the xanthone
C-glucosides mangiferin and isomangiferin. Elegaphenonoside, a new benzophenone O-rhamnoside
together with two known benzophenone O-glycosides namely hypericophenonoside and
neoannulatophenonoside were isolated from the aerial parts of Hypericum elegans. In addition, the
presence of kaemferol, quercetin, isoquercetrin, norathyriol, 1-3, I11-8-biapigenin, quercitrin, hyperoside
and rutin was established in this plant. The structure of the new compound was established as 3',5',6-
trihydroxy-4-methoxybenzophenone-2-O-o-L-rhamnopyranoside by IR-, UV-spectroscopy, MS-
spectrometry, acid hydrolysis, TLC, *C- and ‘H-NMR, DEPTyss, 'H-'H- COSY, “*C-'"H-HETCOR —
techniques.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Zheleva-Dimitrova D. Phenolic compounds from Hypericum L. species (Guttiferae). Disertation.
Sofia, 2008;
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o Nedialkov P., et al. Benzophenone O-glycosides from Hypericum elegans. Nat. Prod. Res.
(submitted).

e Zheleva-Dimitrova D., et al. Benzophenone O-glycosides from Hypericum elegans. 5"
Conference on Medicinal and Aromatic Plants of Southeast European Countries. Brno, Czech
Republic, 2-5 September, 2008.

1.46. Contract No. 37/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacognosy and Botany

TITLE OF THE RESEARCH PROJECT: 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

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Asoc. Prof. lliana lonkova, MD
RESEARCH TEAM:

e Assoc. Prof. lliana llieva lonkova, MD;

e Chief Assist. Prof. Stefan Zvetkov Ninov;

e Biologist Iskra Antonova Antonova, specialist;

¢ Diljana Boikova Boicheva;

¢ Nikolai Alekov Dospataliev;

e Anio Panajotova Andreeva;

e Pavlin Mitkov Petkov;

e Stanislava Damjanova Krunjalova.
ORGANIZATION UNIT: Faculty of Pharmacy, Department of Pharmacognosy and botany
RESULTS (abstract):

Hairy root cultures were induced from leaf explants of Linum tauricum ssp. tauricum by infection
with Agrobacterium rhizogenes. Different bacterial strains of Agrobacterium rhizogenes - TR 105 and
ATCC 15834 were evaluated for induction of transformed hairy roots in Linum tauricum ssp. tauricum,
Linum leonii, Linum narbonense. These different strains varied in their virulence for induction of hairy
roots in this species. Acetosyringon in cultivation medium was used to increase of frequency of hairy root
induction. Growth kinetics of transgenic roots indicated a similar pattern of growth, with maximum
growth occurring between 17 and 20 days. The transformed nature of tissue was confirmed by the
production of opines. The lignans production of different clones was found to be growth-related. The
cultures of Linum tauricum ssp. tauricum produced of to 2.6% of the lignan 4'-demethyl-6-
methoxypodophylotoxin (4'-DM-MPTOX) and to 3.5% of the lignan 6-methoxypodophyllotoxin
(6MPTOX) on a dry weight basis, which was 10 to 12 times higher than in Linum tauricum ssp. tauricum
cell suspensions. Transformed cultures showed significant differences in lignan content. The highest
amount of 4'-DM-MPTOX and MPTOX was found in transformed line induced by strain ATCC 15834.
Rapidly growing root lines were selected to increase the efficiency of the lignans production.
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SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
PUBLICATIONS:

e lonkova I., Fuss E. (2008). Influence of different strains of Agrobacterium rhizogenes on
induction of hairy roots and lignan production in Linum tauricum ssp. tauricum, Pharmacognosy
Magazin (submitted).

1.47. Contract No. 18/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacognosy and Botany. Pharmacology and Toxicology. BAS and Drugs

TITLE OF THE RESEARCH PROJECT: Phytochemical and pharmacological investigation of
Astragalus hamosus L. (fabaceae)

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Stefan Dimitrov Nikolov, DSc
RESEARCH TEAM:

e Chief Assist. Prof. llina Nikolaeva Krasteva, PhD; Department of Pharmacognosy, Faculty of
Pharmacy;

o Chief Assist. Prof. Spiro Mihailov Konstantinov, PhD; Department of Pharmacology and
toxicology, Faculty of Pharmacy;

e Senior Assist. Prof. Georgi Tsvetkov Momekov, Department of Pharmacology and toxicology,
Faculty of Pharmacy;

e Teodora Nikolaeva Atanassova, clinical laboratory assistant; Department of Pharmacology and
toxicology, Faculty of Pharmacy.

ORGANIZATION UNIT: Department of Pharmacognosy, Faculty of Pharmacy

RESULTS (abstract):

The phytochemical study of the ethyl acetate and butanol extracts from the aerial parts of A.
hamosus led to the isolation of four compounds: two flavonoids, one phenolic compound ad mixture of
two saponins. One of the isolated flavonoid was identified as 7-O-methyl-kaempferol 4’-5-D-
galactopyranoside (rhamnocitrin 4’-f-D-galactopyranoside). The structure of the other flavonoid was
partial determined as rhamnocitrin 3-O-L-rhamnosyl-O-D-glucopyranoside.

The antiproliferative effects of a flavonol glycoside rhamnocitrin 4”-5-D-galactopyranoside and
mixture of two saponins were tested in a panel of human tumor cell lines, using the MTT-dye reduction
assay. The saponin mixture caused concentration-dependent inhibition of malignant cell proliferation,
while the flavonoid exerted only marginal effects. These data were corroborated by an ELISA test to
assess the characteristic for apoptosis DNA-fragmentation after treatment with the tested compounds. At
equipotent concentrations the saponin mixture was found to be superior inducer of apoptosis as compared
to the flavonoid.

The cytoprotective effects of this flavonoid were tested in models of gentamicin and cisplatin-
induced cytotoxicity in human renal cells 293T, using the MTT-dye reduction assay. The results obtained
indicate that the compound significantly ameliorated the detrimental effects of the two established
nephrotoxins upon the renal cell line 293T after 72 h incubation.
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SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Nikolov S., et al. Exploitation of the Bulgarian flora’s biodiversity as a source of
immunomodulatory and/or antineoplastic agents: current challenges and perspectives.
Biotechnology & Biotechnological Equipment, 21, 2007, 4, 471-477,

o Krasteva l., et al. Antiproliferative effects of a flavonoid and saponins from Astragalus hamosus
against human tumor cell lines. Pharmacognosy Magazine, 2008 — submitted;

e Krasteva I., et al. Cytoprotective effects of a new flavonoid from Astragalus hamosus. Fourth
Congress of Pharmacy of Macedonia with International Participation. Ohrid-Macedonia,
September 26-30, 2007. Macedonian Pharmaceutical Bulletin, VVol. 53, 1-2, p. 288.

1.48. Agreement No. 3/2006 to Contract No. 23/2005 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Drug Technology

TITLE OF THE RESEARCH PROJECT: Preparation and characterization of temperature-sensitive
poly(N-isopropylacryl amide)-co-poly(ethylene oxide) nanoparticles loaded with indomethacin

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Victoria Iskrova Michailova, PhD
RESEARCH TEAM:

e Senior Assist. Professor Ljubomir Jechkov Ivanov;

e Maritza Konstantinova Radulova, specialist.

ORGANIZATION UNIT: Faculty of Pharmacy, Department of Pharmaceutical Technology and
Biopharmacy

RESULTS:

A series of thermally responsive graft copolymers nanoparticles comprising a poly(N-
isopropylacrylamide) (PNIPA) backbone and poly(ethylene oxide) (PEO) side chains were investigated as
drug delivery systems for indomethacin (IMC). The content of the PEO grafts, which molecular weight
was 2000, varied in the range of 0.3 - 2.5 mol%. It is well known that PNIPA-g-PEO graft copolymers
form core-shell nanoparticles above their phase transition temperature (T). But we found out that IMC
loaded nanoparticles can be efficiently prepared at temperatures below the Ty, of the graft copolymers. In
the temperature range from 5 to 22°C high loading efficiency was achieved by applying the dialysis and
nanoprecipitation methods. FTIR-IR spectra of the drug-loaded nanoparticles presented evidence for the
occurrence of substantial interactions between IMC and the graft copolymer. We believe that the IMC-
induced nanoparticle formation originates from hydrogen bonding and hydrophobic interactions. SEM
studies showed that the IMC-loaded nanoparticles were spherical and their sizes were in the nanometer
range. Ethanol appeared to be the best solvent for preparation of small size IMC-loaded nanoparticles (50-
80nm). Indomethacin release from the nanoparticles in pH 6.2 and 7.4 phosphate buffer solutions was
found to be temperature and pH dependent. A steady release without a burst effect continued over a 24-h
period. The low cytotoxic potential of PNIPA-g-PEO copolymer in HEK-293 T human kidney cells was
confirmed in vitro over 72-h period.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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e Michailova V., lliev P., Berlinova 1., Titeva S., Ivanov L., Buyukliev R., Momekov G.
Indomethacin-loaded thermally-responsive nanoparticles. Preparation and characterization.
Pharmaceutical Science World Congress, Amsterdam, 22-25 April 2007.

o Titeva S., Michailova V., Ivanov L., Momekov G., Buyukliev R., lliev P., Berlinova I.
Indomethacin-loaded thermally-responsive nanoparticles. Drug release behavior. Pharmaceutical
Science World Congress, Amsterdam, 22-25 April 2007.

1.49. Contract No. 24/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Drug Technology

TITLE OF THE RESEARCH PROJECT: Preparation of long-circulating liposomal carriers for
anticancer drugs. Physicochemical characterization and pharmacokinetics

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Nikolay Lambov, PhD
RESEARCH TEAM:

e Assoc. Prof. Nikolay Lambov, PhD, Department of Pharmaceutical technology and
biopharmaceutics, Faculty of Pharmacy;

e Senior Assist. Prof. Denitsa Momekova, Department of Pharmaceutical technology and
biopharmaceutics, Faculty of Pharmacy;

o Chief Asist. Prof. Georgi Momekov, PhD, Department of Pharmacology and toxicology, Faculty
of Pharamcy;

e Assoc. Prof. Stanislav Rangelov, PhD, Institute of polymers, BAS.
ORGANIZATION UNIT: Faculty of Pharmacy, Medical University-Sofia
RESULTS (abstract):

The present study was aimed at evaluating the possibilities to confer steric stabilization and
conversely to ensure long-circulation of conventional and pH-sensitive liposomes by grafting their
membranes with ether-linked copolymers bearing short blocks of lipid mimetic units, namely:
DDP(EO)s,, DDP(EO)s;, (DDGG)2(EO)115, (DDGG)4(EO)114 (DDP-didodecylpropanol; DDGG-
didodecylglycidylglycerol; EO-ethyleneoxyde). Liposomal formulations based on DSPC:CHOL,
DPPC:CHOL and DOPE:CHEMs, with or without incorporation of the tested copolymers (at 2.5-10
mol%) were prepared using a modification of the lipid film hydration method with successive cycles of
extrusion through 100 nm polycarbonate filters. The size of the liposomes yielded was within 120-170 nm
with little effect of the grafted copolymers, and these favorable for systemic delivery and drug targeting
dimensions were conserved at the physiological 37°C. All tested preparations were of uniform size with
indices of polydispersity < 0.1, indicating homogenous populations of particles. The cryo-TEM
investigation of the liposomes showed that they were predominantly well-separated unilamellar vesicles
and generally the grafted copolymers afforded steric stabilization without compromising the integrity of
membranes at levels up to 7.5 mol % and in some occasions up to 10 mol%. As evidenced by series of
calcein or carboxyfluorescein leakage experiments the incorporation of tested copolymers did not
compromise the reservoir function of the liposomes. The grafted pH-sensitive DOPE:CHEMs liposomes
retained their specific ability to destabilize and release their cargo in acidic media. Moreover the sterically
stabilized DOPE:CHEMs preparation proved to be far more stable at neutral pH in the presence of human
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plasma as compared to the plain pH-sensitive liposomes. Fluorescent microscopic investigation of the
cellular interactions of calcein-loaded liposomes showed that their abilities to adhere to cells (in case of
DPPC and DSPC vesicles) or internalize in MGH-U1 carcinoma cells (in case of DOPE:CHEMS)
liposomes were not compromised by the presence of steric polymer coating. The copolymers were tested
for biocompatibility using a battery of in vitro assays. While the analogues (DDGG),(EO)iss,
(DDGG)4(EQO)114 (free or grafted in DSPC or DPPC liposomes) showed safety profile equivalent of that
of the conventional PEG-lipid DSPE-PEG2000, being devoid of cytotoxic or hemolytic properties the
other two copolymers caused strong cytotoxicity in a panel of human cell lines and evoked significant
hemolysis when incubated with human erythrocytes. The incorporation of the prospective copolymer
(DDGG)4(EQ)114 In both DPPC and DOPE:CHEMSs liposomes proved to significantly prolong the
circulation of liposomes and to minimize their sequestration in the RES organs (liver and spleen) after
intravenous application in Wistar rats. More importantly it was far more effective in this respect as
compared to the commercially available steric stabilizing agents DSPE-PEG2000. Using an ammonium
gradient technique both grafted and plain liposomes were effectively loaded with mitoxanthrone.HCL and
daunorubicin.HCL with > 95% encapsulation efficiency. Drug release experiments showed that both
DPPC and DSPC liposomes ensured slow release of the anticancer drugs. The cytotoxic effects of the
liposomally entrapped mitoxantron was assessed in a panel of human tumor cell lines and some shift of
the dose-response curves was encountered as compared to the free drug. Nevertheless after 5 days
exposure the maximal observed inhibitorying activity were comparable with the free liposomal
mitoxantron-terated cells. Moreover the liposomal drug showed lower resistance indices in the multidrug
resistant cell line HL-60/Dox, thus indicated that the liposomal encapsulation of mitoxantrone is a
plausible approach towards bypassing the MDR-phenotype in leucimic cells.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Scientific publications:

e Momekova D., et al. Long-circulating, pH-sensitive liposomes sterically stabilized by copolymers
bearing short blocks of lipid-mimetic units. Eur. J. Pharm. Sci. 32, 2007, 308-317;

e Momekova D., et al. Effects of amphiphilic copolymers bearing short blocks of lipid-mimetic
units on the membrane properties and morphology of DSPC liposomes. J. Disp. Sci. Techno., 28,
2008, Ne 8 — o1 revar;

e Momekova D., et al. In vitro biocompatibility study of free and liposomaly-grafted copolymers
bearing short blocks of aliphatic lipid-mimetic units — cytotoxicity and hemolytic activity. J. Drug
Del. Sci. Techno. 17, 2007, Ne 6, 393-397.

Scientific presentations:

e Momekova D., et al. Effects of amphiphilic copolymers bearing short blocks of lipid-mimetic
units on the membrane properties and morphology of DSPC liposomes. 3" World Congress of the
Board of Pharmaceutical Sciences of FIP (PSWC), Amsterdam, the Netherlands, 22-25 April
2007 (on CD-ROM).

1.50. Agreement No. 2/2006 to Contract No. 25/2004 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Chemical Analysis. Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Development method for simultaneous analysis of
polyamines, catecholamines and amino acids in biological tissue by HPLC
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FINANCIAL SUPPORT PERIOD: 2006

LEADING SCIENTIST: Assist. Prof. Stefan Svetozarov Petrov, Medical University — Sofia, Medical
Faculty, Department of Chemistry and Biochemistry

RESEARCH TEAM:

e Darina Veselinova Konstantinova, PhD student, Medical University — Sofia, Medical Faculty,
Department of Chemistry and Biochemistry.

ORGANIZATION UNIT: Medical University — Sofia, Medical Faculty, Department of Chemistry and
Biochemistry

RESULTS:

We developed a simple, simultaneous and sensitive HPLC — fluorescent assay of amino acids,
polyamines, cathecoleamines and metanephrines. The all analytes were carried out after derivatization
with 9-fluorenylmethyloxycarbonyl chloride (Fmoc — CI). As internal standard we used 2-aminoheptanoic
acid. Separation of 21 amino acids, 4 polyamines, 5 cathecoleamines and metanephrines was achieved
within 38 min. A new simple single run chromatographic method for simultaneous determination of
amino acids, polyamines, catecholamines and metanephrines in human body fluids is applicable. This is
the first presented in literature method that allows single sample — single run quantification of these
diagnostically important groups of compounds. The applicability of the reported method for simultaneous
single run quantification of AA, PA, CA and MN was demonstrated for the analysis of human serum and
urine samples.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Lozanov V., Benkova B., Mateva L., Petrov S., Popov E., Slavov C., Mitev V. Single run
analysis of amino acids, polyamines, catecholamines and metanephrines as 9-
fluorenylmethyloxycarbonyl derivatives by high performance liquid chromatography. Department
of Chemistry and Biochemistry, Medical University of Sofia, 2 Zdrave Str., 1431 Sofia, Bulgaria;
Department of Urology, UMHAT “Alexandrovska”, Medical University of Sofia, 1 St. G.
Sofiisky Bulv, 1431 Sofia, Bulgaria.

1.51. Contract No. 14/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Chemical Analysis. Nutrition. Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Analysis of biogenic amines in popular Bulgarian food and
drinks

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assist. Prof. Stafan Svetozarov Petrov, Chemical Engineer
RESEARCH TEAM:

e Chemical Engineer Stafan Svetozarov Petrov, assistant Professor; Medical University,
Department of Chemistry and biochemistry;

e Chemical Engineer Lyudmila Vladimirova Mateva, PhD student; Medical University,
Department of Chemistry and biochemistry.
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ORGANIZATION UNIT: Medical University, Department of Chemistry and biochemistry, 2 Zdrave
Str.; 1431 Sofia

RESULTS (abstract):

We worked out a new original method for simultaneous analysis of polyamines, amino acids and
biogenic amines. We made practical application of this method to 20 beer brands, 10 red wines and 15
white wines. Results of the analysis of polyamines, biogenic amines correspond to that in European
Union. The method was also examined for wines standing secondary treatment associated with obtaining
of wines taste. Elevated concentrations of poliyamine and biogenic amine were observed by these wines.

In addition, we developed method for analysis of aminothiols, which we examined for wines. The
most important in our results is that for the first time (according to the known literature data) the presence
of homocistein in wine was proved. This could be connected with the fact that consumption of wine leads
to increase in levels of homocysteine in plasma. Until now, there is no data available for the presence of
homocysteine in food or how it is absorbed by the human body.

1.52. Contract No. 14/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacology and Toxicology. Pain. CNS. Neuroscience and behavior

TITLE OF THE RESEARCH PROJECT: Effect of non-steroidal (phyto-) and steroidal estrogens on
nociception/hyperalgesia and inflammatory reaction: the role of gender and genetic differences

FINANCIAL SUPPORT PERIOD: 2006

LEADING SCIENTIST: Mila Vassileva Vlaskovska, MD, PhD, DSc, Professor of Pharmacology,
Department of Pharmacology, Medical Faculty

RESEARCH TEAM:

e Slavina Kirilova Surcheva, MD, PhD, Deptment of Pharmacology;

¢ Nikolay Svetoslavov Yanev — PhD student, Deptment of Pharmacology;
e Milka Asparuhova Nashar — PhD student, Institut of Neurobiology;

e lvan Georgiev Koychev - medical student, Medical Faculty — Sofia;

¢ Milko Milev - medical student, Medical Faculty Sofia.

ORGANIZATION UNIT: Medical Faculty, Medical University — Sofia; Department of Pharmacology
and Toxicology

RESULTS:

Gonadectomized female and male rats (Wistar, Sprague-Dawley) received through 21 days
injections of 17B-Estradiol (2.5 mg/kg, i.m.), Genistein (Img/kg s.c.) and Naringenin (10 mg/kg s.c.).
Metamizol 150 mg/kg was applied i.p. Inflammation was induced by 0.1 ml 0.1% Carrageenan. The
nociceptive thresholds and inflammatory hyperalgesia were determined by HP (Hot plate), TF (tail flick),
PPT (Paw pressure test) and in capacitance test. Inflammatory reaction was measured by plethysmomety
(Ugo Basile, Italy). It was found that the effect of 17p-Estradiol on basal perception could be genetically
dependent. Long-term treatment with 17p-Estradiol and phytoestrogens increased pain sensitivity in
Sprague-Dawley rats. This effect was more pronounced in females. 17p-Estradiol and phytoestrogens
increased the analgesic effect of metamizol on inflammatory hyperalgesia which more pronounced in
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male Sprague Dawley rats. However, phytoestrogens did not show antiexudative action. Long term
treatment with 17p-Estradiol and phytoestrogens increased the expression of NOS and c-fos and decrease
of TH in PAG of female rats. These data correlated with the observed increase in pain sensitivity in
Spraguw Dawley females. These data indicate that gender and genetic differences as well as estrogens
and phytoestrogens modulate the inflammatory reaction, hyperalgesia and Metamizol analgesia which
should be considered in an individualization of analgesic therapy.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Scientific publications

Nashar M. PhD Thesis: Effect of phytoestrogens genistein and naringenin and 17-8 estradiol on
pain perception, inflammatory hyperalgesia and metamizol-evoked analgesia. Pharmacological
and immunohystochemical studies. Tutors: Kasakov L., Vlaskovska, M. May 31, 2007;

Nashar M., Surcheva S., Vlaskovska M., Kasakov L. Effect of naringenin on nociception. Gender
related responses. Comp. Rend. Acad. Bbulg. Sci. 59, 1089 -1094, 2006;

Nashar M., Vlaskovska M., Bozhilova-Pastirova A., Kasakov L. Behavioral and
immunohistochemical investigations of the effects of phytoestrogens on pain, analgesia, and
inflammation. Gender dependency. Neurophysiology, 38 \4|, 350-353, 2006;

Surcheva S., Nashar M., Milev M., Yanev N., Kasakov L., Vlaskovska M. Effect of
phytoestrogens and estradiol on pain and analgesic effect of morphine and metamizol: role of
gender and genetic variability. Oncologus, 1, 51 — 55, 2007.

Scientific presentations

Nashar M., Surcheva S., Vlaskovska M., Kasakov L. Effect of phytoestrogen naringenin on
nociceptive and inflammatory pain in rat models of normo- and hyperalgesia. Il National
Conference for the treatment of pain, 29.06 -01.07. 2006, Borovetz, Abstr.p. 42;

Nashar M., Nikolov N., Yanev N., Vlaskovska M., Kasakov L. The effect of phytoestrogens
genistein on nociceptive and inflammatory pain in rat models of normo-and hyperalgesia. IlI
National Conference for the treatment of pain, 29.06 -01.07. 2006, Borovetz, Abstr.p. 42;

Nashar M., Vlaskovska M., Kasakov L. Effect of phytoestrogens genistein and naringenin on
nociception. Gender related responses Abstract book: p. 101, In: The Physiological Society —
International;

Nashar M., Surcheva S., Kraevski P., Philipova Tz., Bozhilova A., Vlaskovska M., Kasakov L.
Sex hormone modulation of pain and analgesia. Eur. J. Pain, vol.10 (suppll), S88-S89, 2006.

1.53. Contract No. 11/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacology and Toxicology. BAS and Drugs

TITLE OF THE RESEARCH PROJECT: Investigation of the cellular and molecular modes of action
of cytotoxic platinum, palladium and ruthenium metal coordination compounds

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Margarita Karaivanova, DSc
RESEARCH TEAM:
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e Academician Panayot R. Bontchev, DSc; Faculty of Chemistry, ‘St. Kliment Ohridski’ University
of Sofia;

e Prof. Evdokia Pasheva, DSc; IMB, BAS;
e Georgi Momekov, PhD, Chief Asst. Prof.; FF, MU — Sofia;
e Yordana Todorova, MSc, Biologist, IMB, BAS;

e Assoc. Prof. Galina Gencheva, PhD; Faculty of Chemistry, ‘St. Kliment Ohridski’ University of
Sofia;

e Prof. Sonja Arpadjan, DSc; Faculty of Chemistry, ‘St. Kliment Ohridski’ University of Sofia;

e Daniela Tsekova, PhD, Chief Assist. Prof.; Faculty of Chemistry, St. Kliment Ohridski
University of Sofia;

¢ Bilyana Maldjanska, student; FPh, MU — Sofia.
ORGANIZATION UNIT: Faculty of Pharmacy, Medical University — Sofia
RESULTS (abstract):

This project was aimed at evaluating the pharmacodynamic peculiarities of several cisplatin-
dissimilar metal based antineoplastic agents, namely 2 stable monomeric platinum (lll) coordination
compounds with hematoporphyrin, a polynuclear complex with creatinin, a dinuclear Pt(l1l) complex with
imidazolidine dione ligands, a dinuclear Pd(1l/111) complex with hemastoporphyrin and two novel
ruthenium complexes with heteroaryl ligands. The cytotoxic activity of the novel complexes were studied
in malignant and renal cells. They proved to exert concentration-dependent antiproliferative effects
against a spectrum of cell lines representative for some important types of neoplastic disease in humans.
Throughout the cell lines investigated the platinum (111) metalloporphyrin and the dinuclear Pt(11) agent
and the ruthenium agent Th-4 showed superior activity, which was generally comparable to that of the
referent anticancer drug cisplatin. The juxtaposition of the chemosensitivity/resistance profiles between
the novel complexes and cisplatin, using the NCI COMPARE methodology indicated that they are
characterized by a cisplatin dissimilar spectrum of antineoplastic activity in vitro. Both Pt(I1l) porphyrin
complexes proved to be far less cytotoxic against the human embryonal kidney cell line HEK293T as
compared to cisplatin. An ELISA-based DNA fragmentation study showed that the cytotoxicity of these
compounds is strongly dependent on their ability to trigger apoptosis. Moreover the ability of some of the
metal complexes and cisplatin to bind a 40 b.p. DNA sequence was studied whereby their adduct forming
abilities correlated with the MTT and Cell death detection ELISA results. Interestingly, despite of the
structural dissimilarity to cisplatin, the DNA-adducts of the novel complexes were recognized and
repaired by the nucleotide excision repair system thus indicating their further pharmacological similarities
with the conventional, planar platinum metallodrugs. These finding strongly indicate that like cisplatin the
cytotoxicity of these structurally diverse metal coordination complexes is mediated by DNA-binding and
induction of cell death through apoptosis. The presented results demonstrate the antineoplastic potential
of these cisplatin-dissimilar complexes with heteroaryl or polyamine ligands, which necessitate further
more detailed pharmacological evaluation. The porphyrin based ompound 2 is of particular interest for
further evaluation due to its highly favorable features — lower nephrotoxic potential against renal cells and
significantly superior accumulation in tumor cells, as compared to the reference drug cisplatin, which
would condition targeted biodisposition and more favorable safety profile relative to the clinically applied
platinum drugs.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

Scientific publications:
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¢ Momekov, G., Urinova |., Pasheva E., Bakalova A., Varbanov H., Ferdinandov D., Ivanov D.,
Konstrantinov S. In vitro biochemical and pharmacological evaluation of a novel cytotoxic
dinuclear Pt(ll) complex with 3-amino-5-methyl-5-phenylhydantoin: cytotoxicity, induction of
apoptosis, DNA-binding and processing of the DNA adducts. Ann. New York Acad. Sci. (In
press);

e Momekov, G., Urinova I., Pasheva E., Gencheva G., Tsekova D., Arpadjan S., Bontchev P.,
Karaivanova M. Cellular pharmacology of cytotoxic monomeric platinum(l1l) hematoporphyrin
IX complexes: antineoplastic activity, DNA platination and repair, cellular accumulation and
induction of apoptosis. Anti-Cancer Drugs (Submitted).

Scientific presentations:

e Momekov, G., Urinova l., Pasheva E., Bakalova A., Varbanov H., Ferdinandov D., Ivanov D.,
Konstrantinov S.. In vitro biochemical and pharmacological evaluation of a novel cytotoxic
dinuclear Pt(I1) complex with 3-amino-5-methyl-5-phenylhydantoin: Cytotoxicity, induction of
apoptosis, DNA-binding and nucleotide excision repair of the DNA adducts. Apoptosis World
2008 From Mechanisms to Applications. Luxembourg, 2008;

o Daskalov G. (Scientific supervisors: Momekov, G., G. Gencheva) Study of the cellular
pharmacology of octahedral platinum(l1l) complexes with hematoporphyrin IX. (In Bulgarian)
Annual scientific session for students, Sofia, Bulgaria, 2007.

1.54. Contract No. 3/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacology and Toxicology. BAS and Drugs. CNS. Neuroscience and Behavior

TITLE OF THE RESEARCH PROJECT: Effects of GABA-ergic agents on body temperature in rat
experimental models

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Krassimira Simeonova Yakimova, MD, PhD, DSc
RESEARCH TEAM:

¢ Rumen Pavlov Nikolov, Chief Assistant Professor;

e Diana Atanasova Papasova — student;
e Todor Mirislavov Popov — student;

e Sonya Kirilova Ivanova Cons - chemist.

ADDRESS OF CONTACTS: Department of Pharmacology and Toxicology, Medical Faculty, Medical
University — Sofia, 2, Zdrave Str., 1431 Sofia

ORGANIZATION UNIT: Department of Pharmacology and Toxicology — Medical Faculty
RESULTS (abstract):

Gamma-aminobutyric acid (GABA) plays a role in central thermoregulatory pathways. GABA
could also modify neurotransmission processes on the level of central temperature controller — preoptic
area of the anterior hypothalamus (PO/AH). The temperature sensitivity of PO/AH neurons is subject of
plasticity changes, which appear to be a pre-condition for the adjustment of body temperature under
different conditions. The experiments were carried out to determine the temperature changes induced by
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central or systemic injection of GABAergic drugs in models of hyperthermia in male Wistar rats, as well
as the changes in temperature sensitivity of PO/AH neurons caused by tested GABAergic agents.

The present study shows that central (i.c.v.) or systemic (i.p.) administration of direct-acting
GABA-ergic dugs (diazepam, muscimol, baclofen) and indirect-acting GABA-ergic dugs (sodium
valproate, vigabatrin) produced dose-dependent hypothermia in conscious rats. Superfusion of rat
hypothalamic slices with diazepam, sodium valproate, and vigabatrin increased temperature sensitivity of
PO/AH neurons. Present study showed that morphine-induced hyperthermia in rats was attenuated by
GABA-ergic drugs, such as diazepam, muscimol, baclofen, sodium valproate, and vigabatrin. The
interactions between opioid and GABAergic systems can be due either to a direct antagonism between
opioid- and GABA-receptors or to the release of some neurotransmitters, which can cause the changes
obtained.

In conclusion, our results suggest involvement of receptor or indirect mechanisms in hypothermia
induced by GABA-mimetic drugs, as well as the complicated interaction between GABA and other
central neurotransmitters and neuromodulators on the central thermoregulatory pathways.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Nikolov R., Yakimova K. Drug-induced hyperthermic syndromes. Medicinski pregled, 44, 2008,
1, 20-26;

e Nikolov R., Yakimova K. Effect of GABAmimetic drugs diazepam and valproate on
thermoregulation in rats. Methods Find Exp Clin Pharmacol, 2008 (in press);
Impact Factor 0,64

e Popov T., Ferdinandov D., Nikolov R., Yakimova K., Papazova D. Effects of valproate and
diazepam on induced hyperthermia in rats. 18 Th European Students Conference, 7-11 October
2007, Berlin, Germany. European Journal of Medical Research, Abstract book, p. 178;

Impact Factor 1,046

¢ Nikolov R., Yakimova K. Effects of GABA-mimetic drugs diazepam, valproate, and vigabatrin on
rat PO/AH neurons. IX National Congress of Bulgarian Society of Physiological sciences, 9-11
November 2007, Blagoevgrad, Bulgaria. Abstract book, p. 42;

e Nikolov R., Yakimova K. Effects of GABA-mimetic drugs diazepam and valproate on
thermoregulation in rats. IV National Congress of Neuroscience 3-4 June 2008, Sofia, Bulgaria
(submitted).

1.55. Contract No. 41/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacology and Toxicology. BAS and Drugs

TITLE OF THE RESEARCH PROJECT: Effect of naltrexone on the immune function of OVX rats
with depressive changes and experimental model of alcoholism

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Nadka Ivanova Boyadjieva, MD, PhD, DSc
RESEARCH TEAM:

e Prof. Nadka Ivanova Boyadjieva, MD, PhD, DSc; Department of Pharmacology and Toxicology,
MU, MF — Sofia;
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o Diana Ignatova Docheva — Drenska, MD, PhD, Chief Assistant Professor; Department of
Pharmacology and Toxicology, MU, MF - Sofia

o Miroslava Georgieva Varadinova, MD, PhD student; Department of Pharmacology and
Toxicology, MU, MF — Sofia;

e Pavlina Andreeva Gateva, MD, PhD, Chief Assistant Professor; Department of Pharmacology
and Toxicology, MU, MF — Sofia;

e Assist. Prof. Madlen Borisova Nesterova, medical laboratory assistant; Department of
Pharmacology and Toxicology, MU, MF — Sofia;

e Sonia Kirilova Ivanova, chemist; Department of Pharmacology and Toxicology, MU, MF — Sofia.

ORGANIZATION UNIT: Department of Pharmacology and Toxicology, MU, MF- Sofia; 2 Zdrave
Str., 1431 Sofia; tel. + 359 2 952 05 39

RESULTS (abstract):

The present study investigated the effect of alcohol and naltrexone on depressive symptoms and
immune functions of OVX rats with depressive symptoms and chronic alcohol intake. Our results
demonstrated that chronic alcohol suppressed NK cell activity is bound up with a time-dependent manner.
Naltrexone significantly increased NK cell activity. These results support our previously published data
for male rats.

Our data demonstrated that alcohol significantly suppressed the lymphocyte proliferation in cell
culture activated with LPS u concanavaline A, as well as the production of IFN-gamma and IL-6 in
cultured lymphocytes and serum. The results also showed that naltrexone inhibited the suppressive effect
of alcohol on the immune parameters studied.

Our results demonstrated that chronic alcohol intake intensified depressive symptoms of OVX
rats in FST, 8-arm radial maze and shuttle-box test. We also showed that naltrexone intake for 30 days
suppressed the alcohol action on depressive symptoms.

Our hypothesis is that OV X rats develop depressive symptoms due to the estrogen deficit and
these symptoms are intensified by chronic alcohol intake. Naltrexone inhibits the alcohol effects on
depressive symptoms and immune function. We hypothesize that naltrexone inhibits some toxic
mechanisms of alcohol action on the immune system. Future studies are needed to clarify the role of
naltrexone on immune function improvement and on depressive symptoms inhibition in a state of
estrogen deficit with chronic alcohol intake.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
PUBLICATIONS

e Varadinova M., Drenska D., Boyadjieva N. Effect of naltrexone on forced swimming test (FST) of
rats with chronic alcohol intake. (2008). In preparation for Comptes Rendus, De I’ Academie
Bulgare Des Sciences;

e Boyadjieva N., Sarkar D. Effect of naltrexone on immune system of OVX rats exposed to alcohol.
(2008). In preparation.

PRESENTATIONS

e Varadinova M., Drenska D., Boyadjieva N. (2008). Experimental alcoholism of OVX rats. Study
on depressive symptoms. Poster Presentation. Scientific Conference 25 years Medical University
Stara Zagora”, Stara Zagora, Bulgaria, Sept 25 — 27, 2007,
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e Varadinova M., Boyadjieva N. Naltrexone’s ability to alter NK cell activity. Poster Presentation.
Scientific Conference 725 years Medical University Stara Zagora”, Stara Zagora, Bulgaria, Sept
25— 27, 2007,

e Varadinova M., Traykova M., Boyadjieva N. Experimental models of insomnia and alcoholism:
cognitive abilities and oxidative stress levels. Poster Presentation, 3rd International Congress on
Brain and Behaviour, Thessaloniki, Greece, Nov 28 - Dec 2, 2007, p. 345;

e Chatzopoulos S., Varadinova M. Effect of the alcohol intake on the Oxidative Stress in Blood
Plasma during Ovariectomy in Wistar Rat. Poster Presentation. International Congress of Medical
Sciences for Students and Young Doctors, Sofia, Bulgaria, May 7 — 11, 2008.

1.56. Contract No. 12/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacology and Toxicology. BAS and Drugs. Pharmacognosy and Botany

TITLE OF THE RESEARCH PROJECT: Hyperatomarin an acylphloroglucinol from Hypericum
annulatum: isolation, purification and investigation of its cytotoxic and antiangiogenic activity in vitro

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Chief Assist. Prof. Georgi Momekov, PhD
RESEARCH TEAM:

e Chief Assist. Prof. Paraskev Nedialkov, PhD;

o Chief Assist. Prof. Spiro Konstantinov, PhD;

e Assoc. Prof. Gerassim Kitanov, PhD;

e Assist. Prof. Dimitrina Gheleva-Dimitrova;

¢ Dilyan Ferdinandov, MD.
ORGANIZATION UNIT: Faculty of Pharmacy, Medical University — Sofia
RESULTS (abstract):

The cytotoxic effects of hyperatomarin — a prenylated phloroglucinol isolated from Hypericum
annulatum Moris subsp. annulatum were assessed in a broad spectrum of tumor cell lines originating
from leukemias, lymphomas and solid malignancies. The procedure for isolation purification of
hyperatomarin form the plant source was optimized. The tested compound exerted strong concentration-
dependent cytotoxic effects (ICsq values ranging 0.14-15.7 uM), comparable to and even outclassing in
some cell lines those of the established anti-cancer drug daunorubicin. Exposure of different human tumor
cell lines to hyperatomarin resulted in strong mono-and oligo-nucleosomal fragmentation of genomic
DNA, as evidenced by ‘Cell death detection’ ELISA kit and by DNA-electrophoresis, which
unambiguously indicates that the induction of apoptosis is implicated in the cytotoxic mode of action of
the tested compound.

The investigation of the antiangiogenic potential of hyperatomarin revealed that it inhibited the
VEGF-induced proliferation of human umbilical vein endothelial cells and induced apoptosis in these
cells which firmly indicates the need for further examination of the angiostatic effects of this compound.
These data well correlate with the recently established potent cytotoxic, pro-apoptotic, antiangiogenic and
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antimetastatic effects of hyperforin, a structurally related to hyperatomarin acylfloroglucinol from
Hypericum perforatum.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Scientific publications:

e Momekov G., Ferdinandov D., Zheleva-Dimitrova D., Nedialkov P., Girreser U., Kitanov G..
Cytotoxic effects of hyperatomarin, a prenylated phloroglucinol from Hypericum annulatum
Moris subsp. annulatum, in a panel of malignant cell lines. Phytomedicine, 2008 (In press);

e Nikolov S., Momekov G., Kitanov G., lonkova |., Krasteva |., Toshkova R., Konstantinov S.,
Nedialkov P., Karaivanova M. Exploitation of the Bulgarian Flora’s biodiversity as a source of
immunomodulatory and/or antineoplastic agents: Current challenges and perspectives.
Biotechnol. Biotechnol. Eq., 2007, 21 Ne 4, 471-477.

Scientific presentations:

e Nikolov S., Momekov G., Kitanov G., lonkova ., Krasteva |., Toshkova R., Konstantinov S.,
Nedialkov P., Karaivanova M. Exploitation of the Bulgarian Flora’s biodiversity as a source of
immunomodulatory and/or antineoplastic agents (Plenary lecture). First national meeting
“Immune Support for Health from the Nature and Science in Bulgaria” with international
participation organized by BAS and Hasumi International Research Foundation, under the
patronage of Georgi Pirinski (Chairmen of the Bulgarian Parliament) and Acad. Blagovest
Sendov (Bulgarian Ambassador in Japan). Hisarya, Bulgaria, October 19-20™ 2007. Posted at:
http://hasumi-bg.org.
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2

Medico-clinical area
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2.1. Contract No. 37/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior

TITLE OF THE RESEARCH PROJECT: Multidisciplinary approach to screen, diagnosis and
cognitive rehabilitation of neurodegenerative disorders with dementia in Bulgaria

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Prof. Latchezar Dinchov Traykov, DSc
RESEARCH TEAM:
e Margarita Raycheva, PhD;
e Shima Mehrabian, MD, PhD student;
e Maria Petrova, MD, PhD student.
ORGANIZATION UNIT: UH “Alexandrovska”
RESULTS:

The multidisciplinary study aims to develop reliable tools for screening, diagnostics and cognitive
rehabilitation of the Alzheimer’s disease (AD) and the other neurodegenerative disorders with dementia.
148 patients with AD; 97 with PD; 3 with FTD; 1 with PPA; 1 with Hallervoden-Spatz syndrome and 10
with atypical parkinsonism were selected and studied as well as 50 healthy controls. Specific battery of
neuropsychological assessments was prepared for screen and diagnosis of cognitive impairments in
elderly.

The core deficit in the early stage of AD is impaired episodic long-term memory with deficient free
and cued delayed recall as well as recognition. Dysexecutive syndrome develops also in the early stage of
the disease before the appearance of impairments in selective attention, language, speech and praxis and
visual-spatial abilities.

As a result of the study a specific diagnostic battery of tests and scales for screening and
diagnostics of cognitive impairments in patients with PD and atypical Parkinsonism was designed. In the
early stage of PD with dementia the most prominent deficit is impaired divided attention and executive
functions and impaired free delayed recall. The memory profile of these patients is characterized by
almost normal cued recall and recognition.

The most important neuropsychological deficits for clinical differential diagnosis among PD
patients with dementia, PSP, Lewy body dementia disease, MSA and CBD are: executive dysfunction and
impaired attention supporting diagnosis of PSP; impaired visual-spatial functions and praxis for early
discrimination of CBD; early and rapid progression of cognitive dysfunction in free recall, executive and
visual-spatial abilities supporting the diagnosis of Lewy Body disease.

In conclusion, this multidisciplinary study realized improvement in the quality of screening and
diagnosis of neurodegenerative disorders with dementia in collaboration with Dementia center,
Laboratory of Neuropathology and Laboratory of Molecular pathology. Some rare forms of dementia
including some forms not diagnosed till now in Bulgaria were identified on a picture of
neurodegenerative disorders frequency and correlation. For a first time in Bulgaria we identified a case of
Hallervorden-Spatz syndrome and a novel PSEN1 mutation with atypical clinical manifestation of EOAD
in Bulgarian patients and provided a program for cognitive rehabilitation.

HAYYHU ITYBJIUKALINUA:
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Tpaiikos JI., Mexpabuan 111., Mopmanosa A., PaitueBa M., Pagemeiikep P., Kpyrc M., Macnapos
., Kpemencku U., BanOpoekxoBen K. Hosa PSENI mymayus npu 6wicapcka gpamunus c

bonecm Ha Anyxaiimep ¢ PAHHO HAYANO U AMUNUYHA KIUHUYHA Kapmuna. bbiarapcka
Hesponorus. 2007, 7, 1, 36-41;

IletpoBa M., TpaiikoB JI., PaitueBa M., Mexpabuan III., Xener ., Macmapos M. (2007).
Koenumueen npogun na nayuenm ¢ Mynmu cucmemua ampoghusi. benrapcka Hesponorus. 7, 1,
33-36;

TpaiikoB JI., Ilerpoa M., Paiiuea M., Mexpabuan Ill. Koenumusnu napyuwenus npu
Kopmukobaszaina decenepayusi. benrapcka vespoinorus, 2006, 6, 3, 149-152;

ITerpoBa M., Tpaiikos JI., PaitueBa M., I'puroposa O., Uepuunkosa C., Xenes 5., Mexpabuan
. Koenumuenu napywenus npu npozpecusHa cynpauwykieapna napamuza. beiarapcka
Hesponorus. 2006, 6, 2, 98-101,

TpaiikoB JI., Mexpabuan IlI., Paituesa M., IletpoBa M., XKenes 5., Kenes O. Cunopom ma
Hallervorden-Spatz (nespodecenepayus ¢ omnacane na oswcensso 6 moswvka).  Bulgarian
Neurology, 2007, 7, 4, mox meyar.

HAYYHH ITPOSIBU:

Mehrabian S., Jordanova A., Rademakers R., Raycheva M., Cruts M., Kremensky I., Van
Broeckhoven C., Traykov L. (2005). Nouvelle mutation sur le géne de la PSEN1 chez une
patiente atteinte de la maladie d’Alzheimer a début précoce. In: 8°™ Réunion francophone sur la
maladie d’Alzheimer et les syndromes apparentes. 22-25 Nov, Saint Etienne, France;

Traykov L., Petrova M., Raycheva M., Mehrabian S. (2007). Cognitive impairment in
corticobasal degeneration. In: 10" Jubilee National congress of neurology, Sofia, Bulgaria.
Bulgarian Neurology, 7, 3, 136;

Petrova M., Traykov L., Raycheva M., Mehrabian S., Jelev Y., Maslarov D. (2007). Specifics of
the cognitive profile in multiple systems atrophy. In: 10" Jubilee National congress of neurology,
Sofia, Bulgaria. Bulgarian Neurology, 7, 3, 136-137;

Petrova M., Traykov L., Raycheva M., Mehrabian S., Jelev Y. (2007). Specifics of dementia in
Lewy body disease. Bulgarian Neurology, 7, 3, 137;

Petrova M., Raycheva M., Mehrabian S., Traykov L. (2006). Neuropsychological differences
between mild cognitive impairment patients with and without Parkinson’s disease. In: 5th
International Congress on Mental Dysfunction in Parkinson's disease. 12 - 14 June 2006,
Parkinsonism Relat Disord, 12, Suppl 1, 25-26;

Mehrabian S., Traykov L., Jordanova A., Rademakers R., Cruts M., Raycheva M., Kremensky 1.,
Van Broeckhoven C. (2006). 4 novel PSNI gene mutation in a large Alzheimer’s disease
Bulgarian pedigree with atypical phenotype. In: 10™ Congress of the European Federation of
Neurological Societies. August 30-2 Sept, Glasgow, Scotland, UK. Eur J Neurol. 13, Suppl 2, 41.
(Oral presentation);

Petrova M., Jelev Y., Raycheva M., Mehrabian S., Traykov L. (2007). Neuropsychological
differences between Parkinson’s disease patients with mild cognitive impairment and early stage
of dementia. In: 17™ meeting of the European Neurological Society. 16-20 June, J Neurol, 254,
Suppl 3, 111/16 (Oral Presentation).
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2.2. Contract No. 45/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behaviour

TITLE OF THE RESEARCH PROJECT: Endophenotipic characteristic of patients with Affective
Disorders

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Vihra Krumova Milanova, MD, DSc
RESEARCH TEAM:

e Assist. Prof. Spiridon Alexiev Spiridonov, MD;

e Radka Petrova Kaneva, PhD;
o Assist. Prof. Anelija Colova Kuncheva — Beleva, MD;
e Snezina Tacheva, clinical psychologist;
e Assist. Prof. Mila Stamenova, MD.
ORGANIZATION UNIT: University Hospital Alexandrovska, Psychiatric Clinic
RESULTS (abstract)
Aim:

1. To subgroup patients with Affective disorders according to the clinical characteristics, the
cognitive status, the personality profile.

2. To study the connection between the diagnosis and the cognitive functioning and between the
diagnosis, the temperament and the character of the patients and their relatives.

Methodology: There were used structured interviews, neurocognitive battery for clinical and
neuropsychological assessment.

Results: There were studied a total of 93 patients, average age — 50 years, predominantly women
— 84%, men — 16%. The data are informative for different level of disturbance of the social functioning of
patients with Affective disorders. The distribution according to the diagnosis was: 30 patients (32%) were
with Bipolar Affective Disorders, 57 patients (61.3%) were with recurrent depression and 6 patients
(6.5%) were with Single Depressive Episode. In 74% of patients somatic commorbidity are missed, 12%
had endocrinological pathology. The average age of beginning of the disease was 38. The manic episodes
started earlier — 31 years, the first depressive episode started at 38. There was no difference in number of
hospitalization for depression and for mania. There was difference in distribution of patients according to
the number of hospitalization: the number of hospitalization up to 3 for mania: 60%, more than 3 — 40%;
the number of hospitalization up to 3 for depression — 80%, more than 3 — 20%. According to that data the
prognosis of depressive episodes were better: fewer hospitalizations than for manic episodes. In the
sample the registered cases with suicidal attempts related to depression were little. The psychotic
symptoms in depression were extremely rare. All patients were treated. The results from the
neurocognitive assessment according to the diagnosis showed multiprofiled disorders in cognitive
functioning, with more significant disturbances, demonstrated with the tests RAVLT and TMT in patients
with recurrent Depression. According to the test WCST and Stroop the disturbances were bigger in
patients with Bipolar Affective disorders. There were changes in some domains of the cognitive function
connected to the executive function. They were stronger expressed in older patients, as well as in patients
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with early onset of illness and patients with diagnosis — Bipolar disorder. The other two domains of
cognitive functioning as a working memory and attention are disturbed in part of the patients as well.

Discussion: The present study characterizes a sample of patients with Affective disorders
according to their social, demographic, clinical and neurocognitive characteristics. A profile of
neurocognitive disturbances was established according to the different diagnosis.

2.3. Contract No. 51/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior

TITLE OF THE RESEARCH PROJECT: Early diagnosis of dementia in Parkinson’s disease
FINANCIAL SUPPORT PERIOD: 2008
LEADING SCIENTIST: Prof. Latchezar Dintchov Traykov, PhD, DSc
RESEARCH TEAM:

e Assoc. Prof. Margarita Raycheva, PhD;

e Shima Mehrabian, MD, PhD student;

e Yavor Zhelev, MD, PhD student;

e Maria Petrova, MD, PhD student.
ORGANIZATION UNIT: Faculty of Medicine; Department of Neurology, UH “Alexandrovska”
RESULTS (abstract):

Recent study suggested that onset of Parkinson’s disease dementia (PDD) is preceded by a phase
known as Parkinson’s disease mild cognitive impairment (PD-MCI). However, the exact pattern of MCI
in patients with PD (PD-MCI) is still unclear and subject of considerable controversy. The objective of
this study was to determine the pattern of mild cognitive impairment in patients with Parkinson’s disease.
We investigated 47 patients with PD-MCI, 31 patients with PD with normal cognitive functions (PD-N)
and 43 normal controls. All subjects underwent a comprehensive neuropsychological assessment
including tests of episodic memory, language, constructional praxis, psychomotor speed, attention and
executive functions, as well as quantitative ratings of motor symptom severity and functional status.
Relative to controls, PD-MCI group showed significant deficits in immediate recall of the Free and Cued
Selective Reminding Test, phonemic and semantic fluencies, psychomotor speed, cognitive sequencing
and working memory. However, this group was unimpaired in recognition memory, long-term forgetting,
naming, concept-formation and constructional praxis. In a longitudinal study, we found that 13% of the
PD-N group of patients developed mild cognitive impairment during this annual study, suggesting that
Parkinson disease population has a high risk of developing MCI. In this group, baseline changes in
attention, executive function were associated with development of mild cognitive impairment.

In conclusion deficits in episodic memory, attention and executive function are most prominent
features in cognitive profile in PD-MCI patients, relative to other cognitive domains. More prospective
studies are needed to understand the longitudinal course of cognitive changes in Parkinson’s disease and
to determine valid predictor of a more profound cognitive decline.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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e Petrova M., Zhelev Y., Raycheva M., Traykov L. (2007). Clinical characteristics of Lewy body
disease. Bulgarian Neurology and Psychiatry, 4, 12-15;

e Petrova M., Raycheva M., Zhelev Y, Mehrabian S., Petrova I, Krushkov H., Elenkov C., Traykov
L. (2008). Neuropsychological studies in patients with early stage of Parkinson’s dementia and
Lewy body’s dementia. Bulgarian Neurology.

Scientific presentations

o Zhelev Y., Raycheva M., Petrova M., Traykov L. (2008) Cognitive decline in a group of
longitudinally followed non-demented patients with Parkinson's disease. In: 12" Congress of the
European Federation of Neurological Societies. August 23-26, Madrid, Spain, European journal
of neurology, volume 15, suppl. 3, p. 138;

e Petrova M., Raycheva M., Traykov L. (2008) Relationship between depression and cognitive
deficits in Parkinson’s disease patients with and without mild cognitive impairment. In: 12"
Congress of the European Federation of Neurological Societies. August 23-26, Madrid, Spain.
European journal of neurology, volume 15, suppl.3, p. 127;

e Zhelev Y., Petrova M., Raycheva M., Traykov L. (2008). Initial motor symptoms influence
cognition in a longitudinal observation of patients with Parkinson’s disease. In: 18" meeting of
the European Neurological Society. 7-11 June, Nice, France, Journal of Neurology, Volume 255,
suppl. 2, p. 168;

e Paiiuea M., IletpoBa M., Mexpabuan IlI., XKenes f., Kupkxosa B., Tpaiiko JI. (2008).
Hapywenus 6 ex3ekymugHusi KOHMpon npu nayueHmu ¢ 1eKu KOSHUMUBHU HApYWeHUs ¢ u Oe3
IHapxuuconosa 6Oonecm. IN-tm  HammoHaneH KoHrpec mo mcuxonorus, Codwusa, berarapus
(abcTpakT mpuer);

e Petrova M., Raycheva M., Traykov L. (2007). Relationship between motor symptoms and
subtypes of mild cognitive impairment in Parkinson’s disease. In: XVIIth WFN World Congress
on Parkinson ’s disease and Related Disorders. 9-13 December, Parkinsonism Relat Disord, 13,
Suppl 2, S31;

e Petrova M., Raycheva M., Grigorova O., Traykov L. Relationship between depression, motor
symptoms and cognitive deficits in Parkinson’s disease patients with mild cognitive impairment.
VI-th International Congress on Mental Dysfunctions and Other Non-Motor features in
Parkinson’s disease, Dresden, Germany, 16-19 October 2008 (abstract accepted);

o Zhelev Y., Petrova M., Raycheva M., Traykov M. Initial motor symptom determines profile of
cognitive decline in a followed group of patients with Parkinson’s disease. VV1-th International
Congress on Mental Dysfunctions and Other Non-Motor features in Parkinson’s disease,
Dresden, Germany, 16-19 October 2008 (abstract accepted).

2.4. Contract No. 55/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior

TITLE OF THE RESEARCH PROJECT: Evaluation of radiosensitivity of patients with Multiple
sclerosis by radiation-induced micronuclei in peripheral blood lymphocytes

FINANCIAL SUPPORT PERIOD: 2007




Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-211 -

LEADING SCIENTIST: Chief Assist. Professor Ksenia Hristova Kmetska — Shotekova
RESEARCH TEAM:

e Maria Branimirova Milenkova, PhD student;

e Assoc. Prof. Valeria Hadjidekova, PhD;

e Rositsa Petrova Hristova;

e Petia Atanasova Atanasova,;

o Sophia Deltcheva Deleva.

ORGANIZATION UNIT: University specialized hospital for active treatment in neurology and
psychiatry “Saint Naum”, Il Neurological clinic, Medical University, Department of neurology, 1 Ljuben
Russev Str., 1113 Sofia

RESULTS (abstract)

Multiple sclerosis (MS) is a clinically heterogeneous demyelinating disease leading to severe
neurological disability. Based on the results of numerous studies, MS is presumably not caused by or
associated with the inheritance of significant chromosomal abnormalities. On the other hand, it is well
known that chromosomal aberrations are present at higher frequencies in cells of people with MS than in
healthy controls. Experimental data suggest that exposure to mutagenic environmental factors is related
with higher risk of MS. However, the significance of the genetic factors in determining clinical features of
MS remains unknown.

The purpose of our study was to assess the in vitro radiosensitivity of peripheral blood
lymphocytes of relapsing-remitting (RR) and secondary progressive MS (PP) patients and healthy
controls (HC). Furthermore we compared the radiosensitivity between RRMS/ SPMS subjects, RRMS/
HC and SPMS/ HC. We investigated 18 patients with definite RRMS, 18 patients with SPMS and 20 HC,
matched for sex and age.

In order to estimate the radiosensitivity, from every MS patient and healthy control two blood
samples were taken. One of them was left unirradiated and the second was exposed in vitro to 1.5 Gy.
Afterwards two different lymphocytes cultures were prepared (from irradiated and unirradiated blood).
Both cell cultures were stimulated with phytohemagglutinin. The radiation sensitivity was estimated by
means of cytokinesis blocked micronucleus test.

Our results reveal that there is not a significant difference in the spontaneous micronucleus
formation between MS patients and healthy controls. Moreover we observed that there is a significant
difference for the mean micronucleus value (mean MN value) between MS patients and healthy controls
after radiation exposure. The mean MN value in MS patients was lower pointing to an increased
radioresistance in MS patients compared to healthy controls. This finding could be explained by a
mechanism similar to that of an adaptive response triggered by an oxidative stress. Another possible
explanation for this increased radioresistance could be abnormalities in cytokine signalling in MS.

Further research involving larger sample sizes are needed to elucidate these questions.
SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
To be coming.

2.5. Contract No. 50/2007 — Medical University of Sofia
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SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Muscles. Bones. Joints

TITLE OF THE RESEARCH PROJECT: Clinical and genetic study of the first OPMD family in
Bulgaria

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Ivailo Ljudmilov Tournev, MD, PhD, DSc
RESEARCH TEAM:

e Assoc. Prof. Sylvia Cherninkova, MD, PhD, DSc;

e Chief Assist. Iren Petrova, MD;

¢ Violeta Myhailova, PhD student.
ORGANIZATION UNIT: Alexandrovska University Hospital
RESULTS (abstract):

Oculopharyngeal muscular dystrophy (OPMD) is a late onset muscle disorder characterized by
progressive ptosis, dysphagia and proximal limb weakness. The histological hallmark of the disease is the
accumulation of unique tubulofilamentous intranuclear inclusions with 8.5 nm outer and 3 nm inner
diameters. OPMD is usually transmitted as an autosomal dominant trait (OMIM 164300). Here we report
on a large Bulgarian OPMD family with unique (GCA); expansion in PABPN1, further confirming the
genetic heterogeneity of OPMD.

The study included ten affected individuals from two generations of a Bulgarian family. VVenous
blood samples were drawn for DNA extraction from all affected as well as from 4 unaffected individuals.
Written informed consent had been obtained from all subjects. The study complies with the ethical
guidelines of the institutions involved.

The part of exon 1 of the PABPNL1 containing (GCG)s was amplified using forward primer 5’-
Cy5-gcc tta gag gtg cgc tta ttt gat tg-3° and reverse primer 5’-tcc tca ggc tcc agt tcc tca ga-3°. The Cy5-
labeled products were run on an 8% polyacrylamide gel at 55°C and 35W on an automated
electrophoresis system (Amersham Pharmacia Biotech, Freiburg, Germany). Analysis of product length
was done using AlleleLinks software (Amersham Pharmacia Biotech, Freiburg, Germany). The PCR
products were purified, sequenced and run on an ABI 3100 Genetic Analyzer C (Applied Biosystems,
Foster City, CA, USA) as previously described.

The pedigree is consistent with autosomal dominant inheritance. The diagnosis was established
based on the dominant inheritance, late onset and typical clinical features (ptosis and dysphagia). Because
of the insidious disease course, the patients were unable to precisely date the first symptoms. However the
onset was after age 40 years in all individuals. Ptosis was the initial symptom in four patients.
Simultaneous occurrence of ptosis and swallowing difficulties was reported by one individual and
dysphagia was the earliest symptom in another. On neurological examination bilateral symmetric ptosis
was invariably present. The ptosis was severe in four patients aged 67 to 82 years and mild in two cases
aged 50 and 70 years. Extra-ocular movements were limited in all but the youngest patient. The severity
of the limitation was age-related: moderate ophthalmoparesis was observed in two males aged 70 and 67
years, while severe limitation or complete opthalmoplegia was evident in 3 patients aged 74 and 82 years.
Dysphagia was reported by all but the oldest patient. However the pharyngeal reflexes were diminished in
the latter. Nasal speech was found in 3 patients aged 82, 74 and 70 years. Facial weakness and
asymmetric wasting of masseter muscles was observed in one male aged 70 years. Proximal limb
weakness was only encountered in one male patient (subject 4, age 70 years) showing asymmetric
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weakness and wasting of shoulder-girdle muscles and bilateral symmetric wasting of quadriceps muscle.
In addition the patient had also marked weakness and atrophy of thenar and tibialis anterior muscles
(MRC 3). The patient complained about difficulties in climbing stairs, steppage gait and walking without
cane was impossible. Interestingly, the mother of subject 4 was reported to have gait disturbances in
addition to ptosis and dysphagia. Tendon reflexes were diminished or absent in four patients (see table 1
for individual data). No sensory abnormalities were detected in all affected individuals. The life span was
not shortened by the disease. The earliest reported age of death of the deceased family members was 70
years. The mother of subject 3 died at the age over 90 years. Molecular genetic testing in all affected
individuals revealed non-GCG elongation in the first exon of PABPN1 gene. We found the genotype
(GCG)s(GCA)3(GCA);GCG which has not been reported so far in OPMD patients (figure 2 from Halle).
The (GCA); repeats were heterozygously present in all affected individuals and were not found in the four
unaffected family members from whom DNAs were available.

We report the first Bulgarian family with OPMD. Diagnosis was made on the family history,
clinical features and confirmed genetically by finding GCA repeat expansion in PABPN1 gene. To our
knowledge, this is the first OPMD family with (GCG)s(GCA)3;(GCA);GCG genotype. Despite the
unusual genotype, our patients presented with the classical clinical symptoms. Our findings and previous
studies suggest that neither the type of trinucleotide repeats, nor the size of the expansions sufficiently
explain the observed phenotypic variability in OPMD.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Mihaylova V., Miller T., Petrova ., Tournev I., Cherninkova S., Walter M., Deschauer M.
Unique PABPN1 gene mutation in a large Bulgarian family with OPMD. Journal of Neurology,
2008, Apr.; 255 (4):609-11;

e Petrova I., Mihaylova V., T. Miller, Tournev I., Cherninkova S., Walter M., Deschauer M.
Unique (GCA); repeats in a large Bulgarian family with OPMD. 3" Eastern European Conference
on Rare Diseases and Orphan Drugs. Rare Diseases: prevention, diagnosis, treatment, Plovdiv, 1-
2 March, 2008;

e Petrova I., Mihaylova V., Cherninkova S., lvanov |., Walter M., Tournev I. Clinican and genetic
study of a large Bulgarian OPMD family. X™ National Neurological Congress, Sofia, 7-9 June
2007. Abstract in Bulgarian Neurology, 3, 2007.

2.6. Contract No. 4/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Immune system

TITLE OF THE RESEARCH PROJECT: HLA class Il genetic polymorphism in patients with
antiphospholipid syndrome

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Marta Petrova Baleva, MD, DSc
RESEARCH TEAM:

e Prof. Fani Georgieva Martinova, MD, DSc; Pirogov Hospital;

e Assoc. Prof. Regina Dijerassi, MD, PhD; Clinic of Nephrology, University Hospital
Alexandrovska;
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e Assist. Prof. Milena Krasimirova Nikolova, MD, PhD; Clinic of Nephrology, University Hospital
Alexandrovska;

e Assoc. Prof. Maria Todorova, MD, PhD; Department of Pathophysiology, Medical University,
Sofia.

ADDRESS FOR CORRESPONDENCE: 1431 Sofia, 1 G. Sofiiski Str., Tel. +359 2 923 05 43
ORGANIZATION UNIT: University Hospital Alexandrovska, Sofia
RESULTS (abstract):

We isolated DNA from 100 healthy persons and 22 patients with antiphospholipid syndrome
(APS). HLA-DR and HLA-DQ tissue typing of 100 healthy uNo.elated volunteers from the Bulgarian
population (52 men aged 20-65 years and 48 women aged 23-63 years) was performed in the Laboratory
of Immunogenetics at the Department of Transfusion Hematology and Immunology. HLA-DQ tissue
typing was performed in 5 APS patients. The HLA typing was performed using an extraction kit by
Protrans, PCR-SSP method with electrophoretic reading with Protrans Kits for the healthy persons and
PCR-SSO method with AUTO LIPA equipment. The kits used detected the following DRB1* loci:
DRB1*01, DRB1*03, DRB1*04, DRB1*07, DRB1*09, DRB1*10, DRB1*11, DRB1*12, DRB1*13,
DRB1*14, DRB1*15, DRB1*16, and the following DQB1* loci: DQB1*02, DQB1*03, DQB1*04,
DQB1*05, DQB1*06.

In the group of healthy volunteers we found high prevalence of the following loci: DRB1*03 —
88%, DQB1*05 — 54%, DRB1*11 — 49%, DQB1*02 — 35%); the least prevalent loci in this group were:
DRB1*09 — 1%, DRB1*12 — 2%, and DRB1*15 — 9%. The following four types of antiphospholipid
antibodies were investigated in patients with primary and secondary APS: anticardiolipin, anti-beta-2-
glycoprotein-I, antiphosphatidilserine and antiannexin V antibodies. These antibodies were investigated in
the Laboratory of Clinical Immunology, University Hospital Alexandrovska. High levels of
antiphospholipid antibodies were detected as follows: IgG anticardiolipin antibodies — in 50% of the
patient, IgM anticardiolipin antibodies — 27%, 1gG anti-beta-2-glycoprotein-I antibodies — 18%, IgM anti-
beta-2-glycoprotein-1 antibodies — 13 %, IgG antiphosphatidilserine antibodies — 27%, IgM
antiphosphatidilserine antibodies — 13%. None of the APS patients had high levels of antiannexin V
antibodies.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
e Baleva M., Martinova F. Antiphospholipid syndrome and HLA. Rheumatology, 2008, (in press).

2.7. Contract No. 18/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology. Molecular Biology and Genetics. Tropical Medicine

TITLE OF THE RESEARCH PROJECT: Virological and molecular-biological investigation on
spreading of rotavirus infection among childhood in Bulgaria and clinical run of the illness

FINANCIAL SUPPORT PERIOD: 2006

LEADING SCIENTIST: Assoc. Prof. Mayda Mihaylova Mitova — Tiholova, MD, PhD, Director of
Department of Infectious Diseases, Medical University, Sofia

RESEARCH TEAM:
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N. Korsun - MD, PhD, Assistant Professor, National Reference Laboratory on Enteroviruses at
The National Centre for Infectious and Parasitic Diseases — Sofia;

e Z. Kalvachev — MD, PhD, A Head of Laboratory on Enteroviruses at The National Centre for
Infectious and Parasitic Diseases — Sofia;

e Z. Mladenova — biologist, National Reference Laboratory on Enteroviruses at The National
Centre for Infectious and Parasitic Diseases — Sofia;

e L. Andonova, MD, Chief Assist. Professor, Department of Infectious Diseases, Medical
University, Sofia;

e A. Mangarov - MD, PhD, A Chef Doctor of Pediatric Department, Hospital of Infectious
Diseases “Prof. Ivan Kirov”, Sofia;

o S. Aleksieva, MD, Pediatric Department, Hospital of Infectious Diseases “Prof. Ivan Kirov”,
Sofia.

ORGANIZATION UNIT: Medical faculty, Department of Infectious Diseases, Hospital “St. Ivan
Rilski”, Sofia; Hospital of Infectious Diseases “Prof. Ivan Kirov”, Sofia; National Reference Laboratory
on Enteroviruses at The National Centre for Infectious and Parasitic Diseases — Sofia

RESULTS:

606 diarrhial samples were collected and analyzed for rotavirus presence by latex- agglutination
test, immunochromatographic test, ELISA and polyacrylamide gel electrophoresis (PAGE). Rotavirus
was found in 239 (39.4%) of the cases. All fecal samples were examined microbiologically for pathogenic
intestinal flora and determined as negative. After extraction of viral RNA, 78 RV-positive samples were
positive for G and P genotype through seminested-RT-PCR. The most common type was the latest
worldwide found G9P[8]. A mix rotavirus infection was proved (G1+G2, G2+G3, G1+G9 and G1+G4).
Epidemiological and clinical data show:

1. Rotaviruses are a leading etiological factor for acute gastroenteritis in children under 5 years in
our country.

2. The most common age of prevalence of rotagastroenteritis is between four months and two
years.

3. The highest seasonal peak of cases of rotavirus diarrhea is observed in January-May.

4. A significantly higher percentage of RV-positive samples are found in boys as compared to
girls.

5. The clinical features of the rotavirus infection, analyzed in 73 children under 5 years of age,
hospitalized in different regions of the country show the following major symptoms: elevated
temperature, vomiting, diarrhea and dehydratation. The following combinations of symptoms were
determined: diarrhea, vomiting and temperature; diarrhea and vomiting; and diarrhea and temperature.
The most common form of severity of the disease is the moderately severe form in this studied group of
children. Therapy against dehydration and diet with lactose-free milk were the basic treatment methods in
children with rotavirus gastroenteritis.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Tiholova M, Korsun N., Mangarov A., Naydenova N., Aleksieva S., Mladenova Z. Rotavirus
gastroenteritis — Clinical and virological investigations. Meditsinski pregled. 2007, 2, 57-61,;
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Tiholova M, Korsun N., Mangarov A., Naydenova N., Aleksieva S., Mladenova Z. Rotavirus
gastroenteritis. Report on the 3" national conference for infectious disease. Varna, 13-15 October
2006;

Korsun N., Mladenova Z., Andonova L., Petrov P., Petkova L., Tiholova M., Cherveniakova T.
A new approach (RT-PCR) for etiological diagnosis of enterovirus in cases of serous meningitis
and meningoencefalitis. Report at the 5" National congress of Clinical Microbiology and
Infectology, Plovdiv, 19- 22 April, 2007,

Mladenova Z., Korsun N., Tiholova M. Spreading and strain determination of rotaviruses in
Bulgaria through 2006. Report at the 5" national congress of Clinical Microbiology and
Infectology, Plovdiv, 19- 22 April, 2007,

Tiholova M., Nenova M., Stoicheva M. Treatment of acute intestinal infectious disease in adults
and children. Consensus of the Bulgarian society of Infectious diseases. 3" National conference
for infectious disease. Varna, 13-15 October 2006;

Tiholova M, Korsun N., Mangarov A., Naydenova N., Aleksieva S., Mladenova Z. Clinical and
virological investigations of children with rotavirus gastroenteritis. 25th Annual Meeting of the
European Society for Pediatric Infectious Diseases, Porto, Portugal, May 2-4, 2007;

Tiholova M, Korsun N., Mangarov A., Naydenova N., Aleksieva S., Mladenova Z., Kalvatchev
N. Clinical and virological investigations of children with rotavirus gastroenteritis. VI
International Congress of Medical Sciences. Sofia, Bulgaria. 10-13 May, 2007 Suppl. To issue
1/2007, Vol. LIX: 105.

2.8. Contract No. 42/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular Biology and Genetics. Immune System. Gerontology

TITLE OF THE RESEARCH PROJECT: Genetic polymorphism of nk receptors and their ligands —
relevance for the functional activity of nk cells in aging

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Prof. Elissaveta Jordanova Naumova, MD, PhD, DSc
RESEARCH TEAM:

Assist. Prof. Milena Ivanova Ivanova, PhD;

Assist. Prof. Snejina Mihailova Mihailova, MD, PhD;
Assoc. Prof. Anastassia Petrova Mihaylova, PhD;
Kalina Lazarova Penkova, MD;

Krassimir Stoyanov Vizev, MD;

Anelia Hristova Tzvetanska, MD, PhD.

ORGANIZATION UNIT: Medical University, Department of Clinical Laboratory and Clinical
Immunology, Central Laboratory of Clinical Immunology, University Hospital “Alexandrovska”, Sofia

RESULTS:
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In the present study, a complex genetic approach was applied in order to investigate the role of
KIR and HLA polymorphism in elderly individuals from the Bulgarian population and to evaluate the
relevance of these factors for human longevity. Results from the present study showed that 2 haplotypes:
A*0101-B*5101-DRB1*1101 and A*0201-B*1801-DRB1*1601 are associated with longevity in the
Bulgarian population. For different autoimmune diseases in the Bulgarian population were found these
haplotypes protective. Analysis of KIR gene profiles in elderly and young individuals identified 4 new
KIR gene profiles belonging to AB group (A1Bx, AxBx, A3Bx, AxB4) and 1 AxAx profile that might be
population-specific. One of these haplotypes is found only in elderly group. Comparative analysis
between elderly individuals and young controls did not show statistically significant differences in KIR
gene, ligand and receptor/ligand distribution. However, some differences were observed in the two
studied groups that could imply a possible role of KIR polymorphism in the healthy aging. Our results
showed association between the level of CMV IgG antibodies and KIR gene polymorphism. Lower
frequency of activating KIR2DSS allele and A1B10 profile were observed among individuals with higer
CMV IgG titer.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS

e Naumova E., et al. Report on the immunogenetics of aging. 14th International HLA and
Immunogenetics Workshop. Tissue Antigens 69, 2007, S1, 304-311;

e Naumova E., et al. Immunogenetics of Aging — contribution to understanding the immune
dysfunction at old age. 21" European Immunogenetics and Histocompatibility Conference,
Barcelona, Spain, May 5-8, 2007. Tissue Antigens 69, 2007, 5, 394-395.

2.9. Contract No. 8/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism. Cancer: Biology, Epidemiology, Therapy

TITLE OF THE RESEARCH PROJECT: Assessment of levels of amino acids, polyamines,
metanephrines and catecholamines in serum and urine samples in patients with carcinoma of the bladder,
adenocarcinoma of the prostate and BPH

FINANCIAL SUPPORT PERIOD: 2006 .

LEADING SCIENTIST: Assist. Prof. Stefan Svetozarov Petrov, Department of Chemistry and
Biochemistry, Medical Faculty

RESEARCH TEAM:
e Assoc. Prof. Chavdar Krumov Slavov, MD, Department of Urology, UMHAT “Alexandrovska”

e Elenko Petkov Popov, Department of Urology, UMHAT, “Alexandrovska”
e Valentin Stoychev Lozanov, Department of Chemistry and Biochemistry, Medical Faculty
¢ Lyudmila Vladimirova Mateva, Department of Chemistry and Biochemistry, Medical Faculty

ORGANIZATION UNIT: Medical University-Sofia, Medical Faculty, Department of Chemistry and
Biochemistry

RESULTS:

There were studied samples (serum and urine) from 57 patients divided in three groups: 24 with
carcinoma of the bladder, 6 with adenocarcinoma of prostate, 27 with Benign Prostatic Hyperplasia and
11 controls. We developed a simple, simultaneous and sensitive HPLC—fluorescent assay of amino acids,
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polyamines, cathecoleamines and metanephrines. All analyses were carried out after derivatization with
9-fluorenylmethyloxycarbonyl chloride (Fmoc—Cl). In patients with carcinoma of the bladder,
adenocarcinoma of prostate and Benign Prostatic Hyperplasia the level of spermine in urine samples is
higher than in control group. The level of metanephrines in patients with urological malignancies is more
than four times higher compared with healthy individuals. The concentration of spermine and
metanephrines could be used as clinical markers in uro-genital malignancies.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Slavov C., at all. Assessment of levels of amino acids, polyamines, metanephrines and
cateholamines in serum and urine samples in patients with carcinoma of the bladder,
adenocarcinoma of the prostate and BPH. 28" Congress of the Société Internationale d’Urologie,
Cape Town, South Africa, November 12-16, 2006, Journal of Urology, Volume 68, Supplement
1, Page 299;

e Lozanov V., Benkova B., Mateva L., Petrov S., Popov E., Slavov C., Mitev V. Single run
analysis of amino acids, polyamines, catecholamines and metanephrines as 9-
fluorenylmethyloxycarbonyl derivatives by high performance liquid chromatography. Department
of Chemistry and Biochemistry, Medical University of Sofia, 2 Zdrave Str, 1431 Sofia, Bulgaria.
Department of Urology, UMHAT “Alexandrovska”, Medical University of Sofia, 1 St. G.
Sofiisky Str., 1431 Sofia, Bulgaria. (In press).

2.10. Contract No. 30/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cancer: Biology, Epidemiology, Therapy. Endocrine Glands

TITLE OF THE RESEARCH PROJECT: Analysis of BRAF™*** mutation in aspirates from thyroid
nodules as additional tool to fine-needle diagnosis and prognosis of papillary thyroid cancer

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Prof. Roussanka Dimitrova Kovatcheva, MD, PhD
RESEARCH TEAM:

e Ass. Prof. Daniela Nikolova Baltadjieva, MD, PhD, MBAL “Alexandrovska”;

e Radina Stefanova Ivanova, MD, PhD, Chief of Laboratory of Pathomorfology, USBALE “Acad.
Ivan Pentchev”;

e Assist. Prof. Milena Ivanova Ivanova, MD, PhD, MBAL “Alexandrovska”;
e Chief Assist. Prof. Ralitza Borislavova Ivanova, MD, USBALE “Acad. Ivan Pentchev”.

ORGANIZATION UNIT: USBALE “Acad. Ivan Pentchev”, Department of Thyroid and Metabolic
Bone Diseases, 6 Damian Gruev Str., 1303 Sofia; Tel/Fax: +359 2 987 28 95 Mobile: +359 898 608 602;
e-mail: roussanka_kov@yahoo.com

RESULTS:

Somatic mutations in BRAF gene occur in many human cancers. Mutations are restricted to the
kinase domain of the BRAF gene at multiple sites located in exons 11 and 15. More than 80% of these
mutations are attributable to a single-base thymidine substitution at the nucleotide position 1796 with
adenosine (T1796A), which leads to the conversion of valine at codon 599 to glutamic acid and as a
consequence - constitutive activation of the kinase.



http://www.sciencedirect.com/science?_ob=PublicationURL&_tockey=%23TOC%236105%232006%23999319999.8998%23635494%23FLA%23&_cdi=6105&_pubType=J&view=c&_auth=y&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=0608614df54deea4936130be126767e9
http://www.sciencedirect.com/science?_ob=PublicationURL&_tockey=%23TOC%236105%232006%23999319999.8998%23635494%23FLA%23&_cdi=6105&_pubType=J&view=c&_auth=y&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=0608614df54deea4936130be126767e9
mailto:roussanka_kov@yahoo.com
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Thirty nine patients with nodular goiter were included in the study - 33 females and 6 males
depending on the echographic structure of the nodules. Fine needle biopsy (FNB) was performed on 41
thyroid nodules and 2 lymph nodes. The 14 patients with malignant cytology were verified histologically.
BRAF gene mutations were studied in all patients: 13 with papillary thyroid cancer (PTC), 1 with
medullary thyroid cancer (MTC) with lymph node metastasis and 25 with benign cytology.

Genomic DNA was extracted from the FNB material. Exons 11 and 15 of the gene were
amplified by primer mix VariantSEQr™ Resequensing System (AB, USA). The sequencing of the
amplified regions was performed by Big Dye Terminator kit (AB, USA) on ABI 3100 automatic
sequencer. No mutations were detected in exon 11 of the BRAF gene. T1796A BRAF mutation in exon
15 was detected in 9 from 13 cases with PTC (69.2%) and in none of the benign nodules. Similar results
are published by other investigators.

It is not clear why BRAF mutation is observed only in PTC, whereas RAS is mutated in both
benign and malignant thyroid neoplasms. The detection of T1796A BRAF mutation only in PTC suggests
that mutated BRAF gene may play a role in the induction of PTC oncogenesis.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Kovatcheva R., Baltadjieva D. BRAF"”** mutation in thyroid tumors — a new perspective for
diagnosis and prognosis of papillary thyroid cancer. Endocrinologia, 2005, 10, 183-189;

e Kovatcheva R., Baltadjieva D., lvanova R., lvanova M. Analysis of BRAF"7** mutation in
aspirates from thyroid nodules as additional tool to fine-needle diagnosis of papillary thyroid
cancer. 2nd International Congress on Immune Mediated Diseases, September 10 — 15, 2007,
Moscow (submitted).

2.11. Contract No. 21/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cancer: Biology, Epidemiology, Therapy. Gastrointestinal Tract

TITLE OF THE RESEARCH PROJECT: Investigation the changes in the serum levels of some
cytokines during and after thermodestruction and alkocholization of the primary and metastatic liver
tumor

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Prof. Zaharii Alexandrov Krastev, MD, DSc
RESEARCH TEAM:
e Assist. Prof. Bojidar Cvetanov Tomov, MD.
ORGANIZATION UNIT: University Hospital “Sv. Ivan Rilski”, Clinic of Gastroenterology
RESULTS:

Aim: To evaluate the serum levels alterations of IL-6, HGF, VHGF and TGFf1 during and after
thermodestruction of liver tumors and to compare them with those in health people.

Materials and methods: It was performed high frequency thermodestruction (6) or percutan
ethanol application (4) in 10 patients with primary liver tumors (5) or solitary colorectal metastases (5).
The serum levels of I1L-6, HGF, VHGF and TGFpI1 in all patients was examined on the day before
manipulation, immediately before and on the 3-rd hour after manipulation as well as on the 1-st, 2-nd and
7-th day after manipulation. The same exams were performed in 10 health controls.
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Results: We didn’t estimate any difference between serum levels of IL-6 on the day before and
immediately before manipulation (p=0.779). Serum levels of IL-6 in treated patients increased
significantly on the 3" hour after manipulation, and continued elevation on the 1% (p=0.017) and on the
2" day (p=0.013). On the 7" day the IL-6 level decreased but didn’t reach initial values (p=0.037). The
serum levels of IL_6 in patients with liver tumors were significantly higher than those in healthy controls
(p=0.01). There was no difference between serum levels of IL-6 in patients with primary or metastatic
liver tumors (p=0.831), as well as between serum IL-6 levels and the kind of manipulation (p=0.210). We
didn’t estimate significant variations in the serum levels of HGF, VHGF and TGFf1 in the course of the
manipulations. We did not observe a difference in these levels between health people and treated patients
as well.

Conclusion: There are significant unidirectional changes in the serum levels of IL-6 after
destruction of primary or metastatic liver tumors.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Tomov B., Aleksiev A., Krastev Z., et al. Dynamics in changes of IL-6 serum levels in
destruction of Liver tumors. Preliminary results. XI National Congress of Ultrasound in
Medicine, Varna, Bulgaria, 11-13 October 2007, 17-18, Diagnostic and Therapeutic Ultrasound,
2, 2007.

2.12. Contract No. 28/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cancer: Biology, Epidemiology, Therapy. Molecular Biology and Genetics

TITLE OF THE RESEARCH PROJECT: Investigating the role of XRCC1 u XRCC3 gene
polymorphisms for developing early normal tissue morbidity after pelvic irradiation for cervical and
endometrial cancer

FINANCIAL SUPPORT PERIOD: 2006

LEADING SCIENTIST: Aleksei Slavkov Savov, PhD, Molecular Medicine Center, Medical University
— Sofia

RESEARCH TEAM:

¢ Radka Petrova Kaneva, PhD, Molecular Medicine Center, Medical University- Sofia;

e Prof. Tatjana Dimitrova Hadjieva, MD, DSc, A Head of the Department of Radiotherapy,
University Hospital “Tsaritsa Joanna”;

e Zahari lvanov Zahariev, MD, University Hospital “Tsaritsa Joanna”, Clinic of Oncotherapy,
Department of Radiotherap;

o Elitsa Petkova Encheva, MD, PhD student, Medical University, Clinical center of Nuclear
medicine and Radiotherapy, University Hospital “Tsaritsa Joanna”; Clinic of Oncotherapy,
Department of Radiotherapy;

e Iglika Todorova Yordanova, PhD student, Molecular Medicine Center, Medical University —
Sofia.

ORGANIZATION UNIT: Molecular Medicine Center, Medical University — Sofia
RESULTS (abstract):
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Purpose: To investigate the association of five polymorphisms in two DNA repair genes XRCC1
(Codon 194 Arg/Trp; Codon 280 Arg/His; Codon 399 Arg/GIn) and XRCC3 (Codon 241 Thr/Met; IVS5-
14 17.893) with the development of acute side reaction after pelvic irradiation for gynecologic
malignancy.

Materials and Methods: The sample included 125 women with cervical or endometrial cancer,
recruited from 2006 to 2008. External beam radiotherapy was delivered to all patients as primary or
adjuvant treatment after surgery. The total dose ranged from 50 to 56 Gy. The acute normal tissue
morbidity in the pelvic area was evaluated using the NCI CTAEC v.3.0. DNA was isolated from venous
blood and RFLP analysis performed for genotyping. The side effects were subdivided into gastrointestinal
and genitourinary. The patients reactions were separated in two groups: “no or slight reactions” (grade 0
and 1) and “moderate and severe reactions” (grade 2 and 3).

Results: Seventy seven patients experienced moderate and severe gastrointestinal reactions, while
48 patients had no or slight reactions. The moderate and severe genitourinary reactions were found in 48
patients while 77 patients had no or slight reactions. No grade 4 reactions were seen in the series.

Significant association was found between XRCC1 Codon 280 Arg/His and moderate and severe
genitourinary side effects. The genotype G/G has a protective role, while the presence of mutated allele
enhance the radiosensitivity (p=0.0045). No significant difference was found for the other XRCC1 and the
investigated XRCC3 gene polymorphisms.

Conclusion: The results of the present study support the contribution of XRCC1, but not XRCC3
gene for the occurrence of early genitourinary reaction after gynecologic pelvic irradiation.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Encheva E., et al. Association analysis of XRCC1 and XRCC3 polymorphisms with normal tissue
reactions after pelvic irradiation. European Association for Cancer Research EACR-20 meeting,
Lyon, France, 5-8 July 2008, poster presentation;

e Encheva E., et al. XRCC1 and XRCC3 genes polymorphisms in association with early normal
tissue morbidity after radiotherapy for gynecological malignancies. ESTRO 27, Goteborg,
Sweden, 14-18 September 2008, poster presentation.

2.13. Contract No. 36/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Blood. Blood Diseases. Cancer: Biology, Epidemiology, Therapy

TITLE OF THE RESEARCH PROJECT: The expression of Wilms’ (WT1) - and nuclear factor kappa
B (NF-kB) transcription factors and their prognostic significance in patients with acute myeloid
leukaemia (AML)

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Prof. Spiro Mihaylov Konstaninov, MD, PhD,
RESEARCH TEAM:

e Assoc. Professor Jansaran Usein Hodjadjik, MD, PhD; National Center of Hematology and
Transfusiology, Sofia, Clinic of hematology;

e Assoc. Professor Dontcho Baichev Dontchev, MD, PhD; National Center of Hematology and
Transfusiology, Sofia, Clinic of hematology;



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-222 -

e Assoc. Professor Mimoza Tzvetanova Staneva, MD, PhD; National Center of Hematology and
Transfusiology, Sofia, Clinic of hematology;

e Branimir Vladimirov Spassov, MD, PhD student; National Center of Hematology and
Transfusiology, Sofia, Clinic of hematology;

e Tzvetan Uliev Alaikov, MD; University Hospital “St. Anna”; Clinic of Internal Diseases.
ORGANIZATION UNIT: Faculty of Pharmacy; Medical University — Sofia, 2 Dunav Str., 1000 Sofia
RESULTS:

Chemosensitivity of leukemic blast cells was investigated, as well as co-expression of Wilms’
transcription factor (wtl) and nuclear factor — kappa B (NF-«kB) in patients with acute myeloid leukemia
(AML). Samples of peripheral blood and hematopoietic bone marrow were analyzed. The concomitant
expression of the molecular markers was estimated in 21 AML patients. In addition, ten peripheral blood
samples from healthy donors and bone marrow samples from 5 patients with non-hematological diseases
were collected as non-leukemic controls. There was no wtl and NF-kB expression in the control
peripheral blood samples. Only one control bone marrow sample of a patient with non-hematological
disease showed weak NF-«kB expression. In 57.1% (12/21) the expression of wtl was not detected, in
19% (4/21) weak expression was found, and in 23.8% (5/21) of AML patients’ strong expression was
recorded. The expression of NF-kB was negative in 47.6% (10/21), weak expression was observed in
23.8% (5/21), and 28.5% (6/21) of AML patients showed strong expression of the molecular marker.

Chemo-sensitivity was analyzed in 10 patients. Patients lacking wtl-expression showed better
chemo-sensitivity towards all investigated drugs. Resistance towards Cytosinaraioside and Vepeside and
good sensitivity towards Idarubicine was shown in cells from AML patients with weak wtl-expression.
AML derived cells with strong wt-1 expression showed weak chemosensitivity towards Idarubicine and
Mitoxatrone and were resistant towards Cytosinarabinoside and Vepeside too.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Spassov B., et al. Experimental in vitro investigation of the chemo-sensitivity of AML derived
cells. VI™ National Conference of Clinical Hematology — Malignant Lymphomas; Plovdiv,
Bulgaria; October 20-22, 2005; p 36;

e Spassov B., et al. Wtl expression and chemo-sensitivity correlations in patients with acute
myeloid leukemia. VII™ National Conference of Clinical Hematology — Myeloid Neoplasms;
Pleven, Bulgaria; October 12-14, 2006; p 30;

e Spassov B., et al. Wilms’ tumor protein (WTI), multidrug resistance gene (MDR) and FLT3-
internal tandem duplication (FLT3-ITD) expression in patients with de novo acute myeloid
leukemia (AML). The 11™ World Congress on Advances in Oncology and 9" International
Symposium on Molecular Medicine; Crete, Greece; October 12-14, 2006; p S57.

2.14. Contract No. 30/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Blood. Blood Diseases. Cancer: Biology, Epidemiology, Therapy

TITLE OF THE RESEARCH PROJECT: In vitro investigation of the chemosensitivity and expression
of antiapoptotic factors in mononuclear cells from patients witch chronic lymphocytic leukemia and
multiple myeloma

FINANCIAL SUPPORT PERIOD: 2007
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LEADING SCIENTIST: Assoc. Prof. Spiro Mihaylov Konstaninov, MD, PhD
RESEARCH TEAM:

e Assoc. Prof. Spiro Mihaylov Konstantinov, MD, PhD; Faculty of Pharmacy, Medical University
of Sofia;

e Tzvetan Yuliev Alaikov, MD; University Hospital “St. Anna”; Clinic of Internal Diseases;

o Chief Assist. Prof. Georgi Tzvetanov Momekov, PhD; Faculty of Pharmacy, Medical University
of Sofia;

o Deyan Yordanov Yosifov, PhD student; Faculty of Pharmacy, Medical University of Sofia;

e Theodora Nikolaeva Athanassova, BSc; Faculty of Pharmacy, Medical University of Sofia.
ORGANIZATION UNIT: Faculty of Pharmacy; Medical University — Sofia, 2 Dunav Str., 1000 Sofia
RESULTS (abstract):

The antineoplastic activity of Fludarabine, Bendamustine, Vincrisitne, Erufosine and
Anthracyclines as well as other additional drugs was evaluated in primary cell cultures of mononuclear
cells, isolated from peripheral blood or bone marrow from patients with chronic lymphocytic leukemia
(CLL) and multiple myeloma (MM). Fludarabine and Bendamustine showed high efficacy against cells
from patients with CLL. The frequency rate of Bcl-2 positive CLL patients was very high (90%).
Analogical data were obtained for NF-kB (about 70% positive probes). Within the probes from patients
with MM similar high expression rate for Bcl-2 and NF-kB was found as well. Due to the short time
period for follow up and to the relatively lower number of investigated patients (n=19) it is not possible to
estimate the prognostic impact of both molecular markers, but the data about the antitumor activity of
their inhibitors (e.g. curcumin) confirmed their role as pharmacological targets.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

A scientific paper will be prepared after final evaluation of the data obtained and after completion
of the follow up of the disease outcome of each patient involved.

2.15. Contract No. 20/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cardiovascular System. Endocrine Glands. Immune system

TITLE OF THE RESEARCH PROJECT: Evaluation of the cardio-vascular risk of young men aged
17-20 y according to some adipocytokines, prothrombogenic and proinflammatory factors

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Chief Assist. Prof. Maria Koleva Todorova, MD, PhD
RESEARCH TEAM:

e Assoc. Prof. Konstantin Nicolov Ramshev, MD, PhD; Head of the Clinic for Intensive Care,
Military Academy, Sofia, 3 Georgi Sofiiski Str.;

o Prof. Marta Petrova Baleva, MD, DSc; Head of Laboratory of Immunology, Clinic of
Allergology, Alexandrovska University Hospital, Medical University, 1 G. Sofiiski Str., 1431
Sofia;
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Professor Alexander Georgiev Stoynev, MD, DSc; Head of a Laboratory for cardio-vascular
pathology, Department of Pathophysiology, Medical University, 1 G. Sofiiski Str., 1431 Sofia;

Chief Assist. Prof. Zdravko Assenov Kamenov, MD, PhD; Clinic of Endocrinology,
Alexandrovska University Hospital, 1 G. Sofiiski Str., 1431 Sofia;

Zorka Nacheva Ramsheva, MD.; Head of Laboratory of Enzymology, Military Medical
Academy, 1 G. Sofiiski Str., Sofia.

ORGANIZATION UNIT: Department of Pathophysiology, Medical University, 1 G. Sofiiski Str., 1431
Sofia, Bulgaria

RESULTS:

Ninety one young men aged 17-20 years were included in the study. They were divided in two

groups according to their BMI: group with BMI<25 and a group with BMI>25. Height, weight, BMI,
waist/hip ratio and the % fat mass were measured. The following parameters were determined: blood
pressure, leptin, adiponectin, antiphospholipid antibodies Acl, Aps, anti-beta2GPI of G and M isotype,
THF-alpha, IL-6, TC, TG, HDL-c, LDL-c, hsCRP, creatinin, uric acid, free testosterone, IRI, blood
glucose and HOMA- index.

Results and conclusions:

A tendency for an increase of the young men with overweight and obesity at the age 17-20 years
is observed;

Insulin sensitivity is significantly lower in the group with BMI>25 compared to the subjects with
normal BMI;

There is an unfavorable constellation of significantly higher leptin and significantly lower
adiponectin levels in the group of overweight subjects;

The significantly higher hsCRP and IL-6 levels and tendency to higher levels of TNF-alpha
observed in overweight young men is unfavorable as to the state of subclinical inflammation;

All tested antiphospholipid antibodies are in normal range and there is no significant difference
between the two groups;

In the group with BMI>25 there is a significant positive correlation between BMI and SBP, TC
and Acl M; positive correlation between hsCRP and fasting blood glucose and TG. In both groups
there is a negative correlation between BMI and adiponectin levels.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

Kamenov Z., Christov V., Todorova M. The metabolic syndrome. Physical medicine and
rehabilitation. 2006;

Todorova M, Baleva M. Some recent insights into the prothrombogenic mechanisms of
antiphospholipid antibodies. Curr. Med. Chem, 2007.

2.16. Contract No. 16/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Gastrointestinal Tract
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TITLE OF THE RESEARCH PROJECT: Study of the presence of Helicobacter pylori in the oral
cavity in patients positive in the gastrointestinal tract

FINANCIAL SUPPORT PERIOD: 2007

LEADING SCIENTIST: Prof. Zaharii Alexandrov Krastev, DSc

RESEARCH TEAM:
o Vladimir Panov, MD, PhD student; Institut of experimental pathology and parasitology, BAS;
e Assoc. Prof. Liudmila Boyanova; Department of Microbiology, Medical University of Sofia;
e Prof. llarion lanchev; Institut of experimental pathology and parasitology, BAS;

e Assia Krasteva, MD, PhD student; Faculty of Dental Medicine Sofia, Medical University of
Sofia.

ORGANIZATION UNIT: Clinic of gastroenterology, UMBAL “St. Ivan Rilski”, 15 Acad. Ivan Geshov
Bulv., 1431 Sofia, Tel.: +359 2 952 63 19

RESULTS (abstract):

Totally, 36 specimens from the oral cavity of 25 patients with dental and/or gastroduodenal
diseases were evaluated by culture and rapid urease test and afterward, for the HLO (Helicobacter-like
organisms), by immunofluorescence with monoclonal antibodies and PCR. In addition, 58 specimens
from the oral cavity of 54 patients with dental and/or gastroduodenal diseases were evaluated by PCR
directly in oral specimens. One H. pylori strain was isolated from a 9-year-old child with gingivitis and
chronic gastritis. The strain was H. pylori positive by the immunofluorescence and PCR for H. pylori
gene ureA and carried the virulence gene cagA as well as the more toxigenic genotype vacA s1 m2. Two
other HLO (Helicobacter-like organisms) strains were isolated from adults and were positive by the
immunofluorescence; however without a PCR confirmation, they could not be identified at species level.
H. pylori were not detected by the PCR directly in the oral specimens of 54 patients, seven of whom were
evaluated and were negative by culture. The second dental plaque specimen from the previously (two
years ago) positive child was negative by the culture and PCR directly in the oral specimen. This can
suggest a transitory presence of H. pylori in the oral cavity. Virulent H. pylori strains can be present,
although seldom and probably transitory, in oral specimens from patients with chronic dental or
gastroduodenal diseases or both. It is necessary to optimize the technique, mostly the method of taking the
specimens, the type of the population, the selective media and the primers for PCR of H. pylori.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Scientific publications

e Boyanova L., Panov V., Yordanov D., Markovska R., Marina M., Gergova G., lvanova K.,
Panayotov St., Mitov |., Kantarjiev T., Krastev Z. Helicobacter pylori in the oral cavity. Pilot
study. Hepatogastroenterol. 2008; No.1:3-10.

Scientific presentations

e Panov V., Boyanova L., Yordanov D., Gergova G., Marina M., Markovska R., Ivanova K.,
Panayotov St., Brankova N., Levterova V., Kantarjiev T., Mitov I., Krastev Z. Isolation of
Helicobacter pylori from the oral cavity of a Bulgarian child. (Poster) 8-th Annual Assembly of
IMAB and 3-rd National Congress of Immunology. 8 - 11 May 2008, Varna, Bulgaria.

2.17. Contract No. 25/2006 — Medical University of Sofia
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SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine Glands. Cardiovascular System

TITLE OF THE RESEARCH PROJECT: 24-hour ambulatory blood pressure monitoring in patients
with type 2 diabetes mellitus

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Professor Tsvetalina lvanova Tankova, MD, PhD
RESEARCH TEAM:

e Assoc. Prof. lliana Atanassova Borisova, MD, PhD — Head of Department of Clinical laboratory
and Laboratory of immunology and medical genetics, Clinical Center of Endocrinology, Medical
University Sofia;

e Rositza Grigorova Shigarminova, MD, University Hospital “Acad. Ivan Penchev”, Department of
Hypotalamo-pituitary and adrenal diseases;

¢ Nevena lankova Chakarova, MD, PhD student, Department of Diabetology, Clinical Center of
Endocrinology, Medical University Sofia.

ORGANIZATION UNIT: Medical Faculty, Clinical Center of Endocrinology, University Specialized
Hospital for Active Treatment in Endocrinology, Department of Diabetology

RESULTS:

Twenty-four hour blood pressure monitoring was performed in 97 patients with type 2 diabetes
mellitus (51 males and 46 females), of mean age 51.9+12.8 years and mean duration of the disease
9.3+6.5 years, without a history of hypertension, renal disease or use of antyhypertensive drugs for any
reason. Mean diurnal, mean awake and mean nighttime blood pressure were measured. Albumin/creatinin
ratios in two morning samples, as well as HbAlc and serum lipids were measured. Statistical analysis was
performed with SPSS version 10.0.

Hypertension was diagnosed in 39.2% of the considered “normotensive” subjects, in the rest
60.8% of them blood pressure was within the normal range. Fourteen of the hypertensive subjects
demonstrated isolated systolic hypertension, the other 24 presented with combined systolic and diastolic
hypertension. Significant difference in the pulse pressure was found between the hypertensive and the
normotensive group. Dipping profile was found in 67.2% of the subjects, the rest 32.8% of them were
defined as non-dippers. Non-dipping phenomenon was observed in 25% of the normotensive subjects and
in 44% of the hypertensive ones. A significant difference in the albumin/creatinin ratio was found
between the two non-dipping groups — those with hypertension and those with normal arterial pressure.
An important correlation was found just between albuminuria and nighttime diastolic pressure (r=0.38,
p<0.05). Dyslipidemia was present in 55% of the hypertensive subjects and in 31% of the normotensive
ones. No correlation was found between circadian rhythm, mean diurnal blood pressure and lipid
parameters neither in the normotensive, nor in the hypertensive subjects.

A significant number of “normotensive” type 2 diabetic patients at high cardiovascular risk -
hypertension and/or non-dipping profile, can be defined by means of the 24-hour blood pressure
monitoring. An important correlation was found between mean nighttime diastolic blood pressure and
albumin/creatinin ratio, pointing out the importance of this parameter as a marker of hypertension. The
proper diagnosis of hypertension provides initiation of adequate therapy. We consider the 24-hour
ambulatory blood pressure monitoring in type 2 diabetic patients considered as “normotensive” as a
method of great importance for the accurate evaluation of their cardiovascular risk.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
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9

Several articles are planned to be published in the journals “Endocrinology” and “Science

Endocrinology”:

o Tankova T., Chakarova N., Stoinev N., Shigarminova R., Atanasova l. 24-hour ambulatory blood
pressure monitoring as a method for the diagnosis of arterial hypertension in type 2 diabetic
patients. Science Endocrinology, 2007, (in press);

e Tankova T., Chakarova N., Stoinev N., Shigarminova R., Atanasova l., Aslanova N., Karapeeva
M. Circadian blood pressure rhythm in ‘“normotensive” type 2 diabetic patients and
cardiovascular risk markers. Endocrinologia, 2007, (in press);

The results of the study will be presented at the Annual Meeting of the Bulgarian Society of
Endocrinology in October 2007.

e Tankova T., Chakarova N., Stoinev N., Shigarminova R., Atanasova I., Aslanova N., Karapeeva
M. Circadian blood pressure rhythm in ‘“normotensive” type 2 diabetic patients and
cardiovascular risk markers.

2.18. Contract No. 26/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine glands

TITLE OF THE RESEARCH PROJECT: Role of some cytokines and adhesion molecules as
predictive markers for diabetes mellitus type 2 and cardio vascular disease

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Assoc. Prof. lliana Atanasova Borisova, MD, PhD
RESEARCH TEAM:

e Boika Andreeva Milcheva, MD;

e Assoc. Prof. Tzvetalina lvanova Tankova, MD, PhD;
e Nina Leonova Jivkova, chemist, research scientist.

ORGANIZATION UNIT: University hospital of Endocrinology and Gerontology, Medical University,
Medical Faculty, Sofia, 6 Damian Gruev Str.

RESULTS (abstract):

There is emerging evidence that the chronic low grade inflammation plays a role in metabolic
obesity pathogenesis by a chronic activation of natural immunity leading to a glucose tolerance impair
and accelerated atherogenesis by an enhanced expression of proinflammatory molecules, cytokines and
adhesion molecules. The aim of our study is to evaluate the significance of some acute phase molecules,
cytokines and adhesion molecules in obesity and arterial hypertension (AH) as C-reactive protein
(hsCRP), sCD40L, sICAM-1, IL-6, sVCAM-1, E-selectin. For this purpose we studied 15 healthy
subjects, mean age 34+/-9.5 years, 5 males and 10 females, BMI 21+/- 1.9 and compared with two patient
groups with metabolic syndrome with impaired glucose tolerance or diabetes mellitus type 2 and without
arterial hypertension (group 1) and with arterial hypertension (group 2) documented with 24-hour holter
monitoring. Group 1 included 25 patients, mean age 45+/- 14 years, 11 females and 14 males, BMI
=33+/- 4.6. Group 2 consisted of 23 patients, mean age 47 +/-12 years, 15 females and 7 males, BMI 36
+/- 7.2. hsCRP, sCD40L, sICAM-1, 1I-6, sVCAM-, E-selectine were measured in sera by ELISA.
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Our results show:

Metabolic obesity is associated with significantly higher serum levels of hs CRP (r.1- p< 0.0001,
gr.2 p=0.0022) compared to healthy subjects without association with AH (p=0.2277);

sCD4O0L differs significantly in patients with AH compared with those without AH (p<0.0035)
and does not differ in accordance with obesity (p=0.1984);

E-selectin is significantly higher in patients with arterial hypertension and metabolic obesity
(P<0.0001) and does not differ in accordance with obesity;

IL-6 is undetectable in healthy subjects and is elevated in all patients with metabolic obesity
independently of arterial hypertension. SICAM.is also associated with metabolic obesity but not
with the presence of AH;

sVCAM does not show statistical differences and correlation with the studied parameters;

In conclusion, hsCRP, IL-6, sICAM are significantly elevated in metabolic obesity, while
sCD40L and E-selectin serum elevation is associated with arterial hypertension. The future
precision of the prognostic value of these parameters needs to increase the number of patients, to
compare them with gynoid obesity and to follow them after clinical compensation.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

In stage of preparing publications and presentations

2.19. Contract No. 16/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine Glands

TITLE OF THE RESEARCH PROJECT: Anti-millerian hormone in women with obesity and
polycystic ovary syndrome

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Chief Assist. Prof. Anelia Tomova Kirilova, MD, PhD
RESEARCH TEAM:

Assoc. Prof. Filip Tzonev Kumanov, MD, PhD;
Assoc. Prof. Georgi Kiriolov Georgiev, MD, PhD;
Ralitza Nicoilaeva Robeva, MD, PhD student.

ORGANIZATION UNIT: USHATE “Akad. I. Penchev”, Clinical Centre of Endocrinology, Sofia
RESULTS:

To determine the changes of anti-mullerian hormone (AMH) in women with polycystic ovary

syndrome (PCOS) we investigated 22 patients with this disorder and compared their results to those of 20
healthy women at the same age without hyperandrogenism. The AMH levels in women with PCOS
(42.34 + 6.42 pmol/L) were significantly elevated in comparison with those of the controls (21.58 + 3.41
pmol/L), p<0.01. AMH concentrations in the overweight patients were with 32.16% higher compared to
the normal weight women, but the difference was not statistically significant. After metformin therapy
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2550 mg per day during 6 months the concentrations of AMH decreased with 19.78%, but not
significantly.

A significant inverse correlations were found in the controls between the serum levels of AMH
and insulin concentrations (r=-0.452, p<0.05) as well as homeostasis model assessment (HOMA) index
(r=-0.613, p<0.05). In the women with PCOS we observed a positive correlation of the basal insulin
levels with testosterone, free testosterone, body weight, BMI, waist circumference and with systolic blood
pressure.

In conclusion, the serum levels of AMH are increased in women with PCOS and AMH
measurement can offer a marker with high specificity and sensitivity for PCOS.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Robeva R, et al. The Antimulerian hormone - physiological characteristics and application into
clinical practice. Akush Ginekol, 45, 2006, 7, 50-54;

e Tomova A, et al. Antimulerian hormone in women with polycystic ovary syndrome. Savr. Med.,
2007, in press.

HAYYHU ITPOSIBU:

e Tomova A. et al. Anti-Mullerian hormone in women with polycystic ovary syndrome before and
after metformin therapy. 10" European Congress of Endocrinology, Berlin, Germany, 3-7 May
2008. Abstract Ne 0219.

2.20. Contract No. 31/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine glands

TITLE OF THE RESEARCH PROJECT: Clinico-laboratory features and evolution of the subclinical
hypothyroidism

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Alexander Shinkov, MD
RESEARCH TEAM:

e Prof. Anna-Maria Borissova, MD, DSc;

e Assoc. Prof. Roussanka Kovatcheva, MD, PhD;
e Assoc. Prof. lliana Atanassova, MD, PhD;

e Chief Assist. Prof. Ralitsa Ivanova, MD;

e Chief Assist. Prof. Anna Sarafova, MD.

ORGANIZATION UNIT: Medical University — Sofia, Clinical Centre of Endocrinology, University
Hospital of Endocrinology

RESULTS (abstract):

Hypothyroidism (HT) was found in 165 of the screened 2415 subjects. Ninety-five with elevated
TSH, 33 with levothyroxine substituted known HT, 45 with suppressed TSH were included. Twenty-four
subjects with TSH<2.5 mUI/l and negaive TPO titers served as controls. FT4 was measured and
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subgroups with overt HT (oHT) (n=22), subclinical HT (SHT) (n=73), overt hyperthyroidism (13) and
subclinical hyperthyroidism (27). Serum lipids, calcium, osteoprotegerin and osteocalcin were measured.
Seventy-five of the HT subjects were contacted within 16-18 months and blood was drawn for TSH,
TPO, FT4, OPG and OC.

Waist circumference and BMI were significantly higher in the HT groups than in the controls as
were anti-TPO in the HT and hyperthyroid subjects. Abdominal obesity was also more prevalent in HT.
Dyslipidemia was present in all groups except the hyperthyroid. OPG was significantly higher in HT and
hyperthyroidism than in the controls (5.57 and 7.72 vs. 3.79, p<0.05) and OC was higher in the
hyperthyroid and in the substituted HT group (11.38+5.18, 11.58+5.67 and 13.56+8.44 vs. 8.44+3.8,
p<0.05). OPG and OC were significantly higher in the postmenopausal women than in the
premenopausal. Total cholesterol and LDL correlated positively with TSH. The depressive and anxiety
scores showed no difference between the groups.

At follow up TSH returned spontaneously to normal in 60% of SHT subjects and none of them
developed oHT. TSH normalized in 3 of the oHT. Anti-TPO was significantly lower in the euthyroid at
follow-up than in those with persistent HT. OPG increased in those with persistent HT but did not change
in the other subjects.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
PAPERS:

e Shinkov A. Thyroid and Bone Metabolism. Influence of the Clinical and Subclinical Disorders of
Thyroid Function. Endocrinologia, 11, 2006, 4,132-140;

e Shinkov A., Atanassova l., Borissova A-M., Kovatcheva R., Vlahov J., Aslanova N., Vukov M.,
Dakovska L. Increased serum osteoprotegerin but not osteocalcin in subjects with
hypothyroidism. Endocrinologia, 13, 2008, 1, 5-15.

CONFERENCE PRESENTATIONS:

o Shinkov A., et al. Osteoprotegerin levels in subjects with hypothyroidism. Eleventh National
Symposium of Endocrinology, Plovdiv 25-27 October 2007;

e Shinkov A., et al. Osteoprotegerin and spontaneous course of subclinical hypothyroidism. 33
Annual Meeting of the European Thyroid Association, Thessaloniki, 20-24 September, 2008
(accepted for poster presentation);

e Shinkov A., et al. Menopausal status as a key determinant of osteoprotegerin and osteocalcin
levels in women. International Conference on osteoporosis and bone research, Oct 22-25, 2008,
Beijing (Accepted for poster presentation).

2.21. Contract No. 36/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine Glands. Cardiovascular System

TITLE OF THE RESEARCH PROJECT: 24-hour ambulatory blood pressure monitoring in subjects
with prediabetes

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Tsvetalina Ivanova Tankova, MD, PhD,
RESEARCH TEAM:
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e Assoc. Prof. lliana Borisova Atanasova, MD, PhD; USHATE, Sofia;
¢ Rositsa Grigorova Shigarminova, MD; USHATE, Sofia;

¢ Nevena Yankova Chakarova, MD, PhD student; MU, Sofia;

¢ Nikolay Alexandrov Stoynev, MD, PhD student; MU, Sofia.

ORGANIZATION UNIT: University Specialized Hospital for Active Treatment in Endocrinology
“Acad. I. Penchev”, Department of Dialectology, Clinical Center of Endocrinology, Medical Faculty

RESULTS (abstract):

Arterial hypertension is found in 26 subjects (52%) — 16 with impaired fasting glucose (IFG), and
10 with impaired glucose tolerance (IGT). Twenty non-dippers are found — 12 in the group with IFG
(42.8%) and 8 in the group with IGT (36.3%). Anthropometric parameters do not show statistically
significant differences between normotensive and hypertensive subjects.

In the group with IFG no correlation is found between albuminuria (expressed as MCR) and
mean arterial pressure (MAP). In subjects with IGT positive correlation is found for MCR with day and
24-hour values of MAP but no correlation is found with night values. In subjects with IFG positive
correlation is found between fasting blood glucose values and day, night and 24-hour values of MAP,
while no correlation is established between blood glucose values at 120 min and MAP. Positive
correlation is established in the group with IGT between blood glucose levels at 120 min and day, night
and 24-hour values of MAP, while fasting blood glucose values correlate only with 24-hour MAP values.

Both in subjects with IFG and IGT HbAlc demonstrate positive correlation with day, night and
24-hour MAP values. Total cholesterol levels show positive correlation with day and 24-hour MAP
values in IGT subjects, while the correlation is weaker in the group with IFG. No correlation with MAP is
found for triglycerides and HDL levels.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Publication:

e Croitnes H., YakepoBa H., JlakoBcka JI., TamkoBa L. AmbOyramopno monumopupane wna
apmepuanHomo Hasgeane npu auya c npeouabem u ouabem. Exnoxpunonorus 2008 (mmox neyar).

Scientific presentations:

e Croitnes H., YakwpoBa H., TanxoBa LI. Ambyramopnomo monumopupamne Ha apmepuainomo
HanAeane Kamo Memoo 3d OUACHOCMUYUPAHe HA apmepudtna XUnepmonusi npu Jauya c
npeduabem u 3axapen ouabem. 12-u Haunonanen Cumnosuym no Exnokpunonorus, 12-14 1w,
2008, ITnoBnus;

e Stoynev N., Chakarova N., Tankova T. Anthropometric parameters and microalbuminuria in
normotensive and hypertensive subjects with prediabetes. Central European Diabetes Congress,
19-20.06.2008, Plovdiv.

2.22. Contract No. 22/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pain. Anestesiology and Resuscitation

TITLE OF THE RESEARCH PROJECT: A comparison between three analgesics protocols — the most
optimal and effective postoperative pain treatment after gynecological operations
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FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Prof. lvan Donchev Smilov, MD, DSc
RESEARCH TEAM (Director of Studies):
e Assoc. Prof. Silvi Ljubchov Georgiev, MD, PhD;
¢ Nadia Ljudmilova Faitondjieva, MD.
ADDRESS OF THE LEADING SCIENTIST: 2 Zdrave Str., 1431 Sofia

ORGANIZATION OF PROJECT IMPLEMENT: University Hospital of Obstetric and Gynecology
“Maichin dom”

RESULTS:

We achieved a good quality of analgesia in investigated groups. Dynastat, Profenid and Perfalgan
were safe and effective for postoperative pain relief in gynecology. The best results we received in the
group with Profenid, following with pain treatment with Dynastat and Perfalgan. We observed
statistically significant differences with respect to the requirement of Morphine administered by PCA i.v.
between the groups with Profenid and Perfalgan.

In conclusion we can state that NSAID's are drugs, which have very important role in the
treatment regimens of acute pain as sole agents in cases of low to mild pain and also, in concept of
“multimodal analgesia” in cases of severe pain. A balanced analgesic regimen using both an opioid and
non-opioid has the advantage of decreased opioid dose, which thereby reduces the risk of adverse
reaction.

SCIENTIFIC PRESENTATIONS:

e Smilov I, N. Faitondjieva, D. Uzunova. Perfalgan reduces consummation of morphine after
abdominal gynaecological surgery. “Pain in Europe V>, 5™ Congress of the European Federation
of IASP® Chapters (EFIC), Istanbul, Turkey, September 13-16, 2006.

2.23. Contract No. 35/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pain. Anaesthesiology and Resuscitation

TITLE OF THE RESEARCH PROJECT: Current problems of the prehydration treatment in
subarachnoid anaesthesia for Caesarean section — comparison of the efficiency of crystalloid and colloid
solutions

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Ivan Donchev Smilov, MD, DSc
RESEARCH TEAM:
e Assoc. Prof. Silvi Ljubchov Georgiev, PhD;
e Assist. Prof. Yurii Marinov Petkov, MD:;
e Roumiana Batova, MD, PhD student.
ORGANIZATION UNIT: University Hospital of Obstetrics and Gynecology “Maichin dom”, Sofia
RESULTS:




Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
-233 -

The objective of this clinical study was to essay the haemodynamic response to subarachnoid
anaesthesia for scheduled Caesarean section of pregnant patients at term who were prehydrated with
either lactated Ringer solution or HAES Steril 6%. 45 patients took part in the study, randomized in two
groups with similar demographic characteristics. In general the level of sensory block in the two groups
was similar, as well as the preoperative haemodynamic indices — blood pressure and heart rate. A
significant difference was established in terms of blood pressure after the spinal anaesthesia: 64% of the
patients who received a prehydration with a crystalloid solution manifested arterial hypotension as
opposed to 30% in the colloid group. In addition, the patients in the group with crystalloid prehydration
reached significantly lower values of blood pressure. As a consequence the consumption of ephedrine in
that group was significantly higher. There was no significant difference in the quantity of additional
crystalloid infusions, in the number of patients manifesting nausea or vomiting as well as in the utilization
of atropine. The well-being of the newborns estimated by the Apgar scores on the first and fifth minute
and by the pH of umbilical artery also showed no significant difference between the two groups. As a
conclusion, the results from the study confirm that the prehydration with HAES Steril 6% provides better
intraoperative haemodynamic stability compared to that with lactated Ringer solution.

2.24. Contract No. 19/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Clinical, virological and molecular-biological investigation
on the role of the enteroviruses in the etiology of some neuroinfections in Bulgaria

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Chief Assist. Prof. Lyubena Georgieva Andonova, MD
RESEARCH TEAM:

e Assoc. Prof. Mayda Mihaylova Tiholova, MD, PhD, Director of Infectious Departure;
e Assoc. Prof. Neli Stoyanova Korsun, MD, PhD;

e Assoc. Prof. Snejana Ivanova Gjurova, MD, PhD;

e Assoc.Prof. Zlatko Nikolov Kalvachev, MD, PhD;

e Zornitza Valentinova Mladenova, biologist;

e Atanas Hristov Mangarov, MD, PhD;

e Svetla Radkova Alexieva, MD.

ORGANIZATION UNIT: Medical faculty, Chair of Infectious Diseases, Hospital “St. Ivan Rilski”,
Sofia, National Reference Laboratory on Enteroviruses at The National Centre for Infectious and
Parasitic, Diseases — Sofia, Hospital of Infectious Diseases “Prof. Ivan Kirov”, Sofia

RESULTS:

Enteroviruses (EVs) are the most common causes of aseptic meningitis (AM) and encephalitis.
The rapid etiologic diagnosis of enteroviral neuroinfections is important from the point of view of
therapy, prognosis and epidemiologic measures. The aim of the present survey was to study the spreading
of enteroviral neurological infection’s incidences among children and adults in 2006 in Bulgaria, as well
as to compare two diagnostic methods. 96 patients with AM and 28 patients with encephalitis aged 6
months - 75 years hospitalized in different regions in Bulgaria during 2006 were included in this study. A
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total number of 114 stool specimens and 62 cerebrospinal fluids (CSF) were tested by virus isolation of
EV in cell cultures. The method RT-PCR was used for the first time in Bulgaria for detection of EV RNA
in CSF tested.

Viral cultures were positive in 16 (12.7%) cases of neuroinfections. Different EV serotypes were
isolated. RT-PCR results were positive in 24 (38.7%) of CSF tested. The clinical and paraclinical survey
results of patients with proved EV RNA in CSF were analysed.

EVs play an important role in the etiology of neuroinfections among the children and adults in
Bulgaria. RT-PCR is more rapid and sensitive than viral culture for detection of enteroviral RNA in CSF
that has diagnostic value.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Prepared for publication:

e KorsunN., et al. Viral Meningitides Caused by Enteroviruses in Bulgaria in 2006 — a Virological
and Clinical Investigation. Meditzinski pregled, 2007, 3 (in print).

Scientific presentations:

o KorsunN., et al. Comparison of the Viral Cultures and the Reverse Transcription-PCR Assays for
Rapid Detection of Enterovirus RNA in Cerebrospinal Fluids of Patients with Neuroinfections in
Bulgaria. International Meeting on Emerging Diseases and Surveillance (IMED). Vienna,
Austria, 23-25.02.2007, pp 98-99;

e KorsunN,, et al. New Approach (RT-PCR) for Etiological Diagnosis of Enteroviruses in Cases of
Viral Meningitides and Encephalitides. Report at the V" National Congress in Clinical
Microbiology and Infectology. Plovdiv, 19 — 22 April, 2007.

2.25. Contract No. 38/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: May Chlamydia trachomatis be an aetiological agent of
chronic prostatic infection?

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Daniel Valentinov lordanov, MD, Department of Microbiology
RESEARCH TEAM:

e Assist. Prof. Vessela Vaskova Ouzounova, MD; Department of Microbiology;

e Chief Assist. Prof. lana Haralambieva Haralambieva, MD, PhD; Department of Microbiology;
e Michael Nenov Nikolovski, MD, Department of Urology;
e Assoc. Prof. lordanka Velikova Ouzounova, MD; Department of Urology.

ORGANIZATION UNIT: Faculty of Medicine, Department of Microbiology, 2 Zdrave Str., 1431 Sofia,
Tel: +359 2 951 53 17; +359 2 9172 580

RESULTS (abstract):
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The aim of the study was to establish the prevalence of Chlamydia trachomatis in 150 patients
with chronic complaints about the prostate and to evaluate the role of this bacterium in the process of
inflammation of the gland. In order to diagnose the prostatitis premassage and postmassage test was
performed, culture and PCR of urethral secrets were done. In 83 cases Escherichia coli, Klebsiella,
Enterobacter, Proteus, Pseudomonas and Staphylococcus were isolated and accepted as causative agent
of chronic bacterial prostatitis and included in Category Il of prostatitis according NIH classification. In
67 patients Category Il was supposed. Of them only 52 showed symptoms of inflammation. Just these
patients were more likely to have C .trachomatis infection. The results from the PCR and the cell culture
for C. trachomatis showed 4 and respectively 3 positive probes. In comparison with the total number of
participants in the study — 150, the prevalence of C. trachomatis in the patients with chronic problems
from the prostate gland is only just 2.66% (4 positive PCR probes). In comparison with the number of
patients included in Category Il1 of prostatitis — 67, the prevalence of C. trachomatis is 5.97%. Even more
higher is the percent of C. trachomatis in the group CPPS with inflammation signs — 7.69% (from 52
urethral swabs 4 were positive by PCR and 3 by cultivation and immunofluorescence). In spite of the lack
of consensus among the researchers on the actual role of chlamydial infection in the pathogenesis of
chronic prostatitis we are of the opinion that C. trachomatis may be accepted as one of the etiological
agents of chronic prostatic infection. And we highly recommend the testing for this infection.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Scientific paper, in press:

e Ouzounova-Raykova V., lordanov D., Mitov I, Georgiev M., Ouzounova |. PCR and
immunofluorescence as reliable methods for detecting Chlamydia trachomatis infection from
urethral swabs and the role of the bacterium in the process of progression of chronic prostatitis.
Urology, vol. 14, Ne3, 2008. (In Press).

Scientific report:

e OQuzounova-Raykova V., Mizgova G., Ouzounova E., Mitov |. Evaluation of the role of
Chlamydia trachomatis in chronic prostatic infection. 29th Congress of the SIU, 2-6.09.2007.

2.26. Contract No. 43/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Clinical, virological and molecular-genetic analysis on
caliciviral infection in Bulgaria

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Mayda Mihailova Tiholova — Mitova, MD, PhD
RESEARCH TEAM:

e Assoc. Prof. Nelly Stoyanova Korsun, MD, PhD, Head of NOL of Enteroviruses — NCIPD;

e Zornica Valentinova Mladenova, biologist, NOL of Enteroviruses — NCIPD;
e Atanas Mangurov, MD, PhD, SHATInfD "Professor Ivan Kirov";

e Svetla Aleksieva, MD, SHATInfD "Professor Ivan Kirov";

e Nikolai Kalvatchev, student, MF, MU — Sofia.
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ORGANIZATION UNIT: Department of Infectious diseases, parasitology and tropical medicine,
Faculty of Medicine — MU, Sofia, SHATInfD "Professor Ivan Kirov"

RESULTS

Norovirus was detected in 36 (26.3%) faecal samples from the outbreak in Samokov. Viral
etiology was proved in 219 (46.6%) sporadic diarrheal cases. Among them, group A rotaviruses was
found in 28.9% (136/470), noroviruses in 11.9% (56/470), adenoviruses in 7.7% (36/470) and
astroviruses in 0.2% (1/470). Norovirus affected mostly the children aged 7-36 months and predominated
between February and April 2007.

Background: Norovirus is one of the most important viruses that cause acute nonbacterial
gastroenteritis in humans. Until the beginning of 2007 in Bulgaria norovirus diagnostic was not
performed and no data on norovirus spread were available. The aim of the present study is to provide
information on the prevalence of noroviruses in Bulgaria, the clinical and epidemiological characteristics
of cases, and the genotypes characterization of circulating norovirus strains.

Materials and Methods: A total of 133 faecal samples from the outbreak in Samokov and 470
faecal samples from children under 7 years of age suffering from severe gastroenteritis from 9 hospitals in
Bulgaria were analysed using enzyme immunoassays (ELISA). Polymerase chain reaction (RT-PCR) and
nucleotide sequencing are also used.

Conclusions: The results of the first investigation of noroviruses highlight the important etiologic
role of these diarrheal pathogens in Bulgaria as well as the significance of rapid methods for achieving an
early diagnosis and immediate epidemiologic measures to avoid epidemic spread.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Scientific publications

e Korsun N., et al. Ethiological structure of viral gastroenteritis in hospitalized children in
Bulgaria. Practical pediatrics. 2008, 4; 2-6

Books and monographies
e Korsun N. Viral enteric infections. Sofia. Ljubomadrie ed., 2007; 144.
SCIENTIFIC PRESENTATIONS

e Mladenova Z., et al. Distribution of diarrheal viruses in hospitalized children with acute
gastroenteritis in Bulgaria. 5" World Congress of the World Society for Pediatric Infectious
Diseases - WSPID, Bangkok, Thailand, November 15 — 18, 2007, Book of Abstracts, p. 256;

e GeonovaT., et al. Etiology of pediatric viral gastroenteritis in Bulgaria. 18" European Congress
of Clinical Microbiology and Infectious Diseases, Barcelona, 19-22 April 2008;

o Mladenova Z., et al. Viral agents detected in hospitalized pediatric gastroenteritis cases. Second
Congress of Virology (Days of Virology in Bulgaria). Sofia, Bulgaria, 28-31 May 2008.

2.27. Contract No. 26/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Parasitology and Tropical Medicine

TITLE OF THE RESEARCH PROJECT: Development and comparative evaluation of
immunodiagnostical methods in patients with Echinococcosis (Hydatid disease)
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FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Kamenna Vutova, PhD
RESEARCH TEAM:

e Senior Assist. Prof. Nina Jancheva, MD;

e Prof. Svetlozara Petkova, DSc;

e Assist. Prof. Rossitsa Chipeva, MD.
ORGANIZATION UNIT: Medical University — Sofia
RESULTS (abstract):

Echinococcosis is a severe chronic disease, with long latent period, relapses and in some cases
with fatal end. A total of 95 patients, 50 women an 45 men (mean age 46 years, range from 13 to 79
years) with Echinococcosis were studied in parasitological laboratory, Department of Infectious, Parasitic
and Tropical Diseases, Medical University — Sofia in 2007-2008. Forty-eight of patients with liver, 21
with lung and 25 with associated Hydatid cysts (spleen, peritoneum, vertebral column and kidney) were
investigated. The diagnosis was made by imaging (ultrasound and X-ray) and serology (ELISA, IHA,
LAT, IFA and Western blot) methods. The highest sensitivity was achieved by IHA (94.7%) and this
reaction was positive in 100% of those with associated form of Echinococcosis. ELISA was positive in
85.3% of patients, LAT — in 92.8% and IFA in 73.7%. With the development and application of two or
three serological methods of diagnostics of Echinococcosis and their comparative evaluation a more
precise detection of the specific antiechinococcal antibody of this severe parasitosis is achieved.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Development and comparative evaluation of immunodiagnostical methods in patients with
Echinococcosis (Hydatid disease). Abstract is ready for presentation to National conference and
publication.

2.28. Agreement No. 4/2006 to Contract No. 10/2005 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Therapeutic Dentistry

TITLE OF THE RESEARCH PROJECT: Saliva and dental plaque tests of pH and microbial counts of
cariogenic microflora in caries - resistant and caries - active subjects

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Senior Assist. Prof. Dobrina Pavlova Karayasheva, MD
RESEARCH TEAM:

e Senior Assist. Prof. Dobrina Pavlova Karayasheva, DMD, Faculty of Dental Medicine, Medical
University, Sofia, Department of Conservative Dentistry;

e Sylvya Lilova Dimitrova, DMD.
ORGANIZATION UNIT: Faculty of Dental Medicine, Medical University, 1431 Sofia,
Department of Conservative Dentistry, 1 St. George Sofiiski Str.
RESULTS:
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The results of the study are presented in tables and figures. Table 1 shows the tendency for both
enzymes, acid and alkaline phosphatase, and their increased levels in the ahygienic period for both sexes
and in caries-active and caries-resistant dental students as well. However, the levels of a-amylase tended
to drop during the ahygienic period both in caries-active and caries-resistant subjects and also in both
sexes. Statistically significant correlations were found for acid phosphatase and a-amylase for the two test
periods when comparing caries-active and caries-resistant subjects, with no differentiation between the
two groups in terms of sex. There was a clear tendency for an increase in Ca and P concentrations during
the ahygienic period for women, with the exception of P; levels for the same period in caries-active men
where a slight change from 4.29 to 4.27 mmol/l was observed. No statistically significant differences
were found for Ca and P for the two periods.

Table 3 and Figure 1 show that salivary pH of all groups returned to normal levels within 30
minutes after a mouth rinse with 5% sucrose solution. The lowest pH level at 5 minutes (pHsmin) after the
sucrose solution rinse — 5.63 (*p<0.05) was recorded for caries-resistant women.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Karayasheva D., Marinova M., Boteva E. Salivary enzymes in caries-active and caries —resistant
subjects. Poster presentation in 17-th Assembly of IMAB and the Satellite Symposium of ISC, 3-
6 May 2007, Varna — Bulgaria (Supplement 6).

2.29. Contract No. 48/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pediatric dentistry

TITLE OF THE RESEARCH PROJECT: Comparative SEM evaluation of dentin of primary and
permanent teeth. Tooth tissue alteration after demineralization, deproteinization and application of current
adhesive system generation

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Natalia Christova Grancharova
RESEARCH TEAM:

¢ Natalia Christova Grancharova.
ORGANIZATION UNIT: Faculty of Dentistry, Department Pediatric dentistry
RESULTS (abstract):
By realization of our study we obtained the 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. Applying only of deproteinization agent to exposed dentin surface is not enough to
eliminate the smear layer, produced after mechanic treatment of dentine. 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. Deproteinization of demineralized in advance dentin
leads to more corroded surface in comparison with that we have got 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
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dentin leading to formation of hybrid layer with resin tags. These resin tags are shorter, but thicker and
with more expressive funnel shape compared with these formed only after dentin demineralization. These
characteristics assume the expectation for achieving more effective bond adhesion after demineralization
and deproteinization of dentine substrate.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Gateva N. Comparative SEM evaluation of surface dentin alteration of primary and permanent
teeth after acid etching.

2.30. Contract No. 53/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pediatric Dentistry. Immune System. Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Oral biomarkers investigation and study of the Candida role
in the children’s oral ecosystem

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Maya Rashkova, MD, PhD
RESEARCH TEAM:

e Assoc. Prof. Milena Peneva, MD, PhD;

e Prof. Marta Baleva, MD, DSc;

e Assist. Prof. Marieta Beltcheva, MD;

e Senior Assist. Prof. Nina Toneva, MD.
ORGANIZATION UNIT: Faculty of Dental medicine, University of Medicine, Sofia
RESULTS (abstract):

Diversity in the oral ecology, the great numbers of local and common factors, which characterize
the biological environment in mouth, as well as general health status of the child keep the balance of the
complex and dynamic oral system. All these factors determine the thin border between health and disease
in child’s organism and oral cavity.

With the present project we tried to study some of these parameters, which we call oral
biomarkers. These will become a part of a harmonious system to evaluate the risk of the most frequent
oral diseases in child and adolescent age.

Saliva flow, pH, consistency, buffer capacity are saliva markers, which characterize the main
fluid oral environment. These are under the influence of the general health and in the same time they have
influence on the oral pathology either directly or indirectly by acting upon plaque biofilm.

It was proven that oral Candida is one of the first colonizing microorganisms, immediately after
the birth and especially in case children are born at a risky pregnancy, have systematic damages or
chronic diseases. Dependences that we have found give us the grounds to accept oral Candida as a marker
demonstrating the influence of the common status on the oral eubiosis.

The Lactobacilli studies showed that this species may be accepted also as a marker of the oral
risky environment but, unlike Candida, it differs according the local risk factors, like acidity of the
environment, carbohydrate clearance, carious etc.
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For the first time in Bulgaria a study on secretory immunity was performed as a part of the oral
risk environment complex assessment in children with various diseases. Results showed that secretory
immunity is stimulated in greater extent by local immunogenic factors and immunopathology processes
rather than systemic diseases, such as diabetes.

Creation of a system of oral biomarkers will amend the approach of diagnostics, treatment and
prophylaxis of oral diseases in children. Specific purposeful direction of individual oral risk assessment
will enable a preventive approach which is very valuable in dental caries, as well as any other oral
pathology in children and adolescents.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Rashkova M., et al. Oral Candida — A Marker for the General Health Status of children up to 1
year of age. (Presentation). 18-th Annual Assembly of IMAB, 8-11 May 2008, Varna, Golden
Sands;

e Rashkova M, Toneva N., Belcheva M., Peneva M. Oral colonization with Candida in new born —
Assesment of the risk factors. (Poster). 18™ Annual Assembly of IMAB, 8-11 May 2008, Varna,
Golden Sands;

e Rashkova M, Toneva N., Belcheva M. The effect of the Probiotics dietary supplements -
“Imunobor biotic” in the oral ecosystem - a clinical experiment. (Poster). 18" Annual Assembly
of IMAB, 8-11 May 2008, Varna, Golden Sands.

2.31. Contract No. 44/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacology and Toxicology. BAS and Drugs

TITLE OF THE RESEARCH PROJECT: Application of Monte Carlo simulation method in
population pharmacokinetic analysis of caffeine

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Prof. Dimitar Nikolov Terziivanov, MD, DSc
RESEARCH TEAM:

e Assoc. Prof. lvanka Nikolova Atanasova, MD; Bulgarian Drug Agency

e Kiristina Vassileva Bozhinova, Senior scientist in analytical chemistry; University MHAT “St. Iv.
Rilsky”.

ORGANIZATION UNIT: Faculty of Medicine, Department of Internal Diseases, Clinic of Clinical
Pharmacology and Pharmacokinetics, University MHAT “St. Iv. Rilsky”

RESULTS (abstract):

Monte Carlo (MC) simulations method, as a stochastic approach, is a method of transforming
non-random problems into random forms for facilitating their solution via statistical sampling of virtual
set(s) of data. New horizons for applying an integrated nonparametric population pharmacokinetic (PK)
analysis with MC simulations in drug phenotyping of CYP1A2 activity in a set of MC simulated
individuals based on our already published data are revealed. The nonparametric population PK analysis
provides convincing data about trimodal distribution of CYP1AZ2 activity in that population of 250 MC
simulated subjects with a 10 time points sampling scheme. The results unambiguously support our
previous findings derived from a real clinical setting sample of 34 non-related Caucasians who were
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sparsely sampled (2 random samples per individual). Each of the clusters (“High”, “Intermediate”, and
“Low”) has normal distribution of CYP1A2 activity. Obviously, in no clinical setting it would be possible
to sample randomly 250 subjects according to a 10 time points sampling scheme. These results reveal the
exceptional usefulness of MC simulation in drug phenotyping when dealing with clinical setting data
which are, by their very nature, limited and sparsely distributed.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Terziivanov D., Bozhinova K. Population pharmacokinetics: individualization of dosing
regiment. IV-th International Symposium of Clinical Pharmacology and Therapeutics. Sofia,
Bulgaria; 25-26 October 2007; p. 20.

e Terziivanov D., Bozhinova K. Adpplications of Monte Carlo methods in clinical pharmacology
and therapeutics. The method of Monte Carlo simulations in drug phenotyping. Journal of
Clinical Medicine. (In press).
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3

Medico-social aria
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3.1. Contract No. 46/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine Glands. Cancer: Biology, Epidemiology, Therapy. Social Medicine and Public Health

TITLE OF THE RESEARCH PROJECT: Enhanced Register of Pituitary Tumours
FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Assoc. Prof. Dimitar Dobrinov Tcharaktchiev, MD, PhD
RESEARCH TEAM:

e Chref Assist. Prof. Radina Stefanova lIvanova, MD, PhD;

e Assoc. Prof. lliana Atanassova Borissova, MD, PhD;
e Assist. Prof. Maria Kostadinova laneva, MD:;
e Chief Assist. Prof. Emil Slavev Natchev, MD.

ORGANIZATION UNIT: Medical Faculty, Clinical centre of Endocrinology; USBALE “Acad. Ivan
Penchev”, 6 Damian Str., 1303 Sofia; Tel.: +359 2 980 71 12, +359 2 987 41 45, +359 2 987 7201 — get
through to 277

RESULTS (abstract):

The variables for control of the patient’s condition with pituitary tumors are determined. The
variables are précised consulting literature data, under the terms of the requirements of the clinicians and
experts — consultants.

The informative values of symptoms and paraclinical data are studied using statistical methods
and the minimum data set is defined.

The specialized Information System of the Enhanced Register of Pituitary Tumours in Bulgaria is
created. The register is populated with 4645 hospital episodes and the complete data of 310 patients are
registered. Special informative WEB site www.medicalnet-bg org is prepared.

3.2. Contract No. 32/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Social Medicine and Public Health

TITLE OF THE RESEARCH PROJECT: Birth Order — Possible Factor for Schizophrenia
FINANCIAL SUPPORT PERIOD: 2006

LEADING SCIENTIST: Chief Assist. Prof. Jenia Georgieva Georgieva, master of psychology (MPsy)
ORGANIZATION UNIT: Faculty of Public Health, Department of Preventive Medicine

RESULTS:

This transversal research of patients diagnosed as schizophrenic, living in three central regions of
the Bulgarian capital, scopes 66.54% of them, i.e. 181 subjects. Documentary method applied,
complemented by other epidemiologic methods. Opposite tendencies established among men and women,
as well as among two diagnostic sub-groups: Paranoid schizophrenia (295.3) and Schizo-affective
psychosis (295.7). Their negligence when a general relation: birth order — schizophrenia is sought, is
suggested to be one of the factors responsible for the often mutually opposite results gathered in this field
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of research. The author reports an almost total overlapping of the results shown by men with paranoid
schizophrenia and those shown by women with schizo-affective psychosis. On the other hand —
overlapping results are found between men diagnosed fewer than 295.7 and women diagnosed fewer than
295.3. Birth order categories of three different types have been explored, the most suitable found to be the
positions: “only” child, “last but one” child, “last” child in one’s family of origin. The most expressive
tendencies, that have given rise to well-founded hypotheses (one of them based on statistic significance
where p<002) on the link between birth order and the risk for development of the disorder, have been
identified with the men diagnosed under 295.3. And the women diagnosed fewer than 295.7. For them the
hypothesis advanced by this research, classifies the risk as lowest among the “only”, followed by the “last
but one” (here the first out of 2 children in the family of origin belong, too), and as highest among “last”.
With women diagnosed fewer than 295.3 and men diagnosed fewer than 295.7 the tendencies are not well
expressed. Here again the birth order position “last” can be referred to as the one most exposed to risk,
but the position “only” child is no longer protective. The hypotheses are to be applied to patients living in
an urban context.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

o Teopruea XK. Cemeiicmeo, 3asucumocm u e3aumosasucumocm. BIOJETHH Ha TPEBaHTHBHO-
nHGOPMAITMOHEH IICHTH 10 MpobsieMuTe Ha HapkoManuute — Codus 1(18), ampun 2007, 6-9;

o T'eoprueBa XK. Poowoena nozuyus, cemetina cmpykmypa u 30pase. B: NHTepIUCIUILIMHHOCT:
mpobsiemu, moaxou, pemenus /Coopuauk cratun/ C.,TEMTO, 2006, .200-203;

e Teopruesa XK., Mapunosa B., T'eopruesa L. Cmpyxmypa na cemeticmeomo u 30pase. Trakia
Journal of Sciences ISSN 1312-1723, 5, Ne 2, 2007, oz neyar;

e Petrov I, Georgieva J. Birth Order and Healthy Ageing. In: Advances in Gerontology.
International Association of Gerontology and Geriatrics. VI European Congress “Healthy and
Active Ageing for All Europeans” In the framework of the United Nations Research Agenda on
Ageing for the 21°* Century, 5-8 July, 2007, Saint Petersburg, Russia, Abstract Book. — Saint
Petersburg Institute of Bioregulation and Gerontology of the North-Western Branch of the
Russian Academy of Medical Sciences. Cankt IletepOypr, Ockynan, 2007, 344c. ISSN 1561-
9125, 20, Ne3, 2007, 330.

3.3. Contract No. 6/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED: New
methods. Social Medicine and Public Health

TITLE OF THE RESEARCH PROJECT: Electronic @-ducation of students in healthcare
management based on information and communication technologies (ICT)

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: RESEARCH: Prof. Tzekomir Vlaikov VVodenicharov, MD, PhD
RESEARCH TEAM:

o  Chief Assist. Prof. Vihren Nikoloaev Petkov, MD, PhD, Department of Healthcare management — Faculty
of Public Health, Medical University — Sofia;

e Ing. Nikolai Angelov Popov, PhD student, senior assistant in medical informatics and statistics in the
department of Health Care Economics — Faculty of Public health, Medical University — Sofia.

ORGANIZATION UNIT: Faculty of Public Health, Medical University — Sofia
RESULTS:
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During the realization of the project education using the full potential of multimedia was
conducted. They acquired new skills in the field of ICT necessary for the successful completion of the
tasks given to them, and the presentation of the results using multimedia. The students were divided in 7
teams. All of them were given the following causes: “Analysis of the work and patient satisfaction with
the work of general practitioners (in Bulgaria), and creating a strategic plan for its optimization”. Every
team independently conducted a poll, stopwatch study, and analyzed the compiled data. For the needs of
this project a website was created with address: www.e-foz.org using an open source program Moogle. In
the virtual forum on the website the students asked questions pertaining to problems that they had
encountered during their teamwork, and discussed possible solutions with the other groups and the faculty
staff. During the project the 7 teams have conducted a poll encompassing 441 patients of General
practitioners. The students from the regular form of education have viewed or written in the forum a total
of 621 times. Some of the groups that were working in faraway from each other (different cities) used
Skype, ICQ, and other programs to communicate with each other. They exchanged problems, ideas,
solutions, and files in real-time over great distances in order to conduct the task that was given to them.

All of the teams turned in on paper and in digital form their works and presented the results using
multimedia presentation to the faculty staff.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Popov N., Petkov V. Application of ICT to student e-ducation in health management. 20th
International Conference on Systems for Automation of Engineering and Research (SAER-2006)
Varna, Bulgaria 23-24 September 2006 pg. 155-159;

e Popov N., Petkov V. Student @-ducation, based on ICT. European integration youth of Bulgaria
and the innovative and informed society Sofia, Bulgaria 18 May 2007;

e Petkov V., Popov N. New technologies helping in the education of students in healthcare
management. Healthcare management In print;

e Popov N., Petkov V. Results of the pilot project of ICT based @-ducation of students of the
Faculty of Public Health, Medical University of Sofia. In print;

e Petkov V., Popov N. Results of ICT based student e-ducation in health management. International
Conference on Information Technologies, InfoTech 2007, Varna, Bulgaria, 21-22 September
2007, Pending.

3.4. Contract No. 12/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
New Methods

TITLE OF THE RESEARCH PROJECT: Methodology, didactics and technology of the Web-based
distance Master of Science program (M.Sc.) in Medical Biochemistry according to the State requirements
for organization of the distance form of education

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Prof. Ganka Kossekova, PhD, DSc
RESEARCH TEAM:

e Assoc. Prof. Alexey Alexeev, MD, PhD, Department of Chemistry and Biochemistry, Medical
faculty, Medical University — Sofia;
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e Assoc. Prof. Ivan Petrov Ivanov, MD, PhD, Department of Chemistry and Biochemistry, Medical
faculty, Medical University — Sofia.

ORGANIZATION UNIT: Department of Chemistry and Biochemistry, Medical faculty, Medical
University — Sofia.

RESULTS:

The methodology, didactics and technology of a new Web-based distance Master of Science
program (MSc) of Medical Biochemistry have been worked out according to the State requirements for
organization of the distance form of education. The concept was elaborated and a pedagogical model,
appropriate for medical education was chosen and characterized, namely — problem-solving oriented
Web-based learning. This model allows integration of theoretical and clinical disciplines facilitates active
self-learning of students and prepares them for life-long professional development. The investigation
presents the methods for creation of electronic educational courses by teachers and instructions for the
students how to use them. Interdisciplinary interactions resulted in creation of the educational documents
required by the Law of Higher education (curriculum for the MSc program, qualification characteristics,
and programs of the disciplines included) in different variants depending on level of candidates —
bachelors or masters from medical universities (nurses, midwifes, etc.), bachelors or masters from non-
medical universities (biologists or chemists). The principles of the university rules for introduction of
distance learning are worked out. A new university Drupal-based system and site for distance learning
have been developed with higher degree of security. All well-functioning options are preserved and new
useful options are added concerning searching and communications. The support of the Medical
University (grant 12/2006) is gratefully acknowledged.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:

e Alexeev A. Concept for Reconstruction of MUS Portal into UESIE via Creation of New
University Hardware Modular Integral System. International Conference on Computers Systems
and Technologies (CompSysTech’07), 2007, Rousse, Bulgaria, Section 1V, 1-6;

o Alexeev A.., Kossekova G. Methodology, methods and technology in the Web-based distance
Master of Science Program in Medical Biochemistry. Sofia, 2007, monograph, in the press;

e Abraham, K., Mammen S., Omede K., Roussev A., Kossekova G. Interactive tests for self-
assessment and examination in the Web-based distance Master of Science Program in Medical
Biochemistry. Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007,
Sofia, Bulgaria, TRIBUNA MEDICA, Supplement to issue 1/2007, vol. LIX, p. 243;

e Petrov R., Pukalski Ya., Assov S., Ivanov |. Problem-solving oriented learning in Chemistry —
example of a clinical case with vitamin C deficiency. Abstract Book of VI International Congress
of Medical Science, 10-13 May, 2007, Sofia, Bulgaria, TRIBUNA MEDICA, Supplement to
issue 1/2007, vol. LIX, p. 244;

e Simeonov D., Jukov N., Alexeev A., Kossekova G. Web-based dictionary of Biochemistry in the
distance Master of Science Program in Medical Biochemistry. Abstract Book of VI International
Congress of Medical Science, 10-13 May, 2007, Sofia, Bulgaria, Tribuna Medica, Supplement to
issue 1/2007, vol. LIX, p. 251,

e lvanov |, Bechev R., Spasov O., Alekseev A., Kossekova G. Algorythm and preparation of
clinical case simulations in the Web-based distance Master of Science Program in Medical
Biochemistry. Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007,
Sofia, Bulgaria, TRIBUNA MEDICA, Supplement to issue 1/2007, vol. LIX, p. 245;
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e Chunchukova, I., Dosev L., Roussev A., Alekseev A., Kossekova G. Scope and significance of
the clinical case simulations in the Web-based distance Master of Science Program in Medical
Biochemistry. Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007,
Sofia, Bulgaria, Tribuna Medica, Supplement to issue 1/2007, vol. LIX, p. 246.

e Minassian, R., Poroyliev N., Batinkov N., Alexeev A., Kossekova G. Virtual models in
Biochemitry for the Web-based distance Master of Science Program in Medical Biochemistry.
Abstract Book of VI International Congress of Medical Science, 10-13 May, 2007, Sofia,
Bulgaria, Tribuna Medica, Supplement to issue 1/2007, vol. LIX, p. 247.

3.5. Contract No. 49/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Social Medicine and Public Health and Gerontology

TITLE OF THE RESEARCH PROJECT: Study the specific professional difficulties and educational
needs of health professionals in providing medical and social assistance for adults and older people

FINANCIAL SUPPORTED PERIOD: 2007

LEADING RESEARCH-WORKER: Assoc. Prof. Polina Angelova Balkanska, PhD, Department of
Medical Education, Faculty of Public Health

RESEARCH TEAM:
o Prof. Teodor Nikolov Popov, PhD, Department of Medical Education, Faculty of Public Health;

e Assoc. Prof. Margarita Dimitrova Mitova, MD, PhD, Department of Medical Education, Faculty
of Public Health;

e Assoc. Prof. Ludmila Naidenova Chakarova, PhD, Department of Medical Ethics and Law,
Faculty of Public Health;

e Assoc. Prof., Zaharina Angelova Savova, PhD, Department of Medical Education, Faculty of
Public Health;

e Chief Assist. Prof., Sylvia Mladenova Mladenova, PhD, Department of Medical Education,
Faculty of Public Health;

o Chief Assist. Prof. Nelly Nikolaeva Petrova, MD, Department of Medical Ethics and Law,
Faculty of Public Health;

e Chief Assist. Prof. Dobriana Alexandrova Spassova - Sidzhimova, PhD, Department of Medical
Education, Faculty of Public Health.

ORGANIZATION UNIT: Faculty of Public Health, Medical University of Sofia
RESULTS (abstract):

The carried out study establishes and analyses the specific difficulties of the occupational health
professionals in providing medical and social assistance for old people, and specifies the educational
needs in the field of gerontology and geriatric practice. Respondents are 1875 people in 10 cities across
the country. 940 of them are professionals in health care and 935 persons are consumers of health care
over 60 years of age. Determined are the main reasons for the difficulties of health professionals in taking
care for their patients. For the half of the respondents there is insufficient or missing knowledge of
gerontology and geriatric care. Educational needs in medical gerontology are in the following areas:
specific manifestations of disease in adult patients, age changes in mentality and behavior,
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communication skills for working with adult patients, training in health care for chronically ill and their
families, aging prophylaxis.

According to 2/3 of the adult patients respondents communication skills, patience and
responsiveness are the mostly needed qualities that health professionals have to possess besides their
professional competences for implementation of treatment and care. Regarding to the quality of service
that elderly using health services received, in general the ratio satisfied to unsatisfied is 43%: 33%. Nearly
Y, of the respondents are partly satisfied by the health service. The overall assessment that patients give
for the care and attitude of health professionals is positive.

Based on the survey data, recommendations for improving the healthcare for elderly and adapting
the educational training of health professionals were prepared in order to realize the requirements for
competent geriatric care in Bulgaria.

SCIENTIFIC PUBLICATIONS:

o Balkanska P., Mladenova S., Georgiev N. Professional difficulties of health professionals in
caring for patients. Sestrinsko Delo, 40, 2008, 4, 6-11;

e Balkanska P., Mladenova S., Georgiev N. Aging Population and guidance in the development of
health care. Sestrinsko Delo, 40, 2008, 4, 30-33;

e Balkanska P. Problems and trends in the training of professionals providing care for the elderly.
Management and Education, 2008, 4, 3, 76 — 80;

o Balkanska P., Popov S., Mladenova S., et al. Ageism and psychosocial practices with adults.
Grazhdanska ideia v deistvie, under the order. Akad. N. Manolov, Publishers TEMPO, Sofia,
2008, 158 — 162;

¢ Mladenova S., Balkanska P., Popov S., et al. European priorities of the university education of
health professionals in terms of demographic aging. Anniversary collection «120 years Sofia
University «St. KI. Ohridski» and development of pedagogical science», Publishers Veda -
Slovenia - ZHG, 2008, 571 — 578;

e Balkanska P., Georgiev N., Mladenova S. Educational needs of healthcare professionals in the
field of gerontology. Health Policy and Management (under seal for issue 6, 2008);

o Balkanska P., Georgiev N., Mladenova S. Self-assessment at the level of knowledge in
gerontology professionals in health care. Interdistsiplinna ideia v deistvie, under the order Akad.
N. Manolov, Publishers TEMPO, Sofia, 2008 (under seal);

e Balkanska P., Georgiev N. Priority directions of health care in terms of demographic transition.
Interdistsiplinna ideia v deistvie, under the order Akad. N. Manolov, Publishers TEMPO, Sofia,
2008 (under seal);

e Balkanska P., Georgiev N., Mladenova S., et al. Trends in medical training in gerontology.
Anniversary collection «120 years university education — between traditions and new
challenges», Publisher SU University, 2008 (under seal);

o Mladenova S., Balkanska P., Georgiev N. Professional difficulties of the specialists at the houses
for old people. Collection “Preparation, career and social status of social workers”, Publisher SU
University, 2008 (under seal);

o Balkanska P., Georgiev N., Mladenova S. Management of health care at the houses for elderly
people with dementia. Collection “Preparation, career and social status of social workers”,
Publisher SU University, 2008 (under seal);
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Balkanska P., Georgiev N., Mladenova S. When working with the dying elderly. The Hartford
Institute for Geriatric Nursing NYU, 2008 (under seal).

SCIENTIFIC PRESENTATIONS:

Balkanska P., Popov S., Mladenova S., et al. Ageism and psychosocial practices with adults.
Interdistsiplinna Civic Academy. Twenty-first session nauchnotehnologichna «Contact 2008»,
Sofia, Bulgaria, June 6, 2008, p. 4;

Balkanska P. Urgent need for expansion of educational capacity in the field of gerontology and
geriatrics. Fifth International Conference “National Strategy for Higher Education and the labor
market in Bulgaria”, International Business School - Botevgrad, Pravetz, Bulgaria, 13 - 14 June
2008, p. 3;

Balkanska P. Problems and trends in the training of professionals providing care for the elderly.
International Conference «Education, science, economics and technology in the global world»,
Burgas University «Prof. Dr. Assen Zlatarov», Faculty of Social Sciences, Bourgas, Bulgaria, 12-
14 September 2008, p. 4;

Balkanska P., Georgiev N., Mladenova S., et al. Trends in medical training in gerontology.
Conference «120 years subject pedagogy — traditions and new realities» Sofia University, Kiten,
Bulgaria, 20-21 September 2008;

Balkanska P., Georgiev N., Mladenova S. Self-assessment at the level of knowledge in
gerontology professionals in health care. Interdistsiplinna Civic Academy, Twenty-second
session nauchnotehnologichna «Contact 2008», Sofia, Bulgaria, 31 October 2008, p. 2;

Balkanska P., Georgiev N. Priority directions of health care in terms of demographic transition.
Interdistsiplinna Civic Academy, Twenty-second session nauchnotehnologichna «Contact 2008,
Sofia, Bulgaria, 31 October 2008, p. 1;

Mladenova S., Balkanska P., Georgiev N. Professional difficulties of specialists at the houses for
old people. Scientific and practical conference with international participation “Preparation,
career and social status of social workers”, Faculty of Education, Sofia University Sv. KI.
Ohridski, Sofia, Bulgaria, 7-8 November 2008, p. 5;

Balkanska P., Georgiev N., Mladenova S. Prospects in the training of specialists working with
the elderly people with dementia. Scientific and practical conference with international
participation “Preparation, career and social status of social workers”, Faculty of Education, Sofia
University Sv. KI. Ohridski, Sofia, Bulgaria, 7-8 November 2008, p. 3;

Mladenova S., Balkanska P., Popov S., et al. European priorities of the university education of
health professionals in terms of demographic aging. Conference «120 years Sofia University «St.
KI.Ohridski» and development of pedagogical science», Sofia, Bulgaria, 21-22 November 2008,

p. 9.

3.6. Contract No. 56/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION ACCORDING WITH THE CLASSIFICATION ENCLOSED: Dental
Public Health

TITLE OF THE RESEARCH PROJECT: Dental health and quality of life
FINANCIAL SUPPORT PERIOD: 2007
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LEADING SCIENTIST: Prof. Tcvetko Yolov Yolov, MD, DSc
RESEARCH TEAM:

e Prof. Todor Peev, MD, DSc;

e Senior Assist Prof. Boiko Bonev, MD;

e Chief Assist. Prof. Nikola Damyanov.
ORGANIZATION UNIT: FDM - Sofia , Department of DPH
RESULTS (abstract):

A national epidemiological research was conducted on the people over 20 years of age. Oral
examination was carried out on 1219 adults from 12 cites and villages. The main purpose of this study
was to determine the objective dental status and opinion of the people about their dental health. This study
determined that 35.7% of people have full dental arches and 53% have interrupted dental arches. The
DMF index was equal to 17. People with dental mobility are increased by age. 5% of the people need
prosthetic treatment on the upper front teeth arch and 8% need prosthetic treatment on the lower front
teeth arch. Also Bulgarian people need prosthetic treatment on the molars and premolars - 36% on the
upper and 40% on the lower. 57.5% of people are satisfied with their dental health, and 65.5% are happy
with their smiles. 10% of people often are afflicted by tooth-ache. When investigating the dental attitude
of the Bulgarian people we determined that only 43% regularly visit a dentist, every year. The anxiety and
the price of dental care keep it away from 30% of the people. 42% of the Bulgarians brush their teeth less
than two times a day. The results of this study show us that: according to the objective and subjective
unsatisfactory condition of the dental health of Bulgarian people require the creation of a national health
strategy for its improvement. For the improvement of dental health of Bulgarian people, and the decrease
of the influence of the barriers for the use of dental help, is needed a national health strategy and approve
of the principles of health promotion.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
PUBLICATIONS:

e Yolov Tc., Peev T., Bonev B., Damyanov N. Dental attitude and dental status of Bulgarian
people. Approved for printing in Zabolekarski pregled Journal.

SCIENTIFIC PRESENTATIONS

e Bonev B., Damyanov N. Report: Dental health of people in Bulgaria — problems and perspective.
Sofia dental meeting, Sofia 18-21.09.2008, p. 29.
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Il. Konkypcu ,,Maan n3ciaenoBaren’ 2006” u
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1.1. ToroBop Ne 3-J1/2007 r. na MY — Codusi
HAYYHO HAITPABJIEHHUE: [THC. HeBponayku u oBeieHHE

TEMA HA U3CJIEJOBATEJICKHUSA NPOEKT: Edextnn Ha kuotophuH u D-knotopdun BBPXY
CTyZIOBA CTpEC-MHIYIIMPAaHa aHAITe3Us

MEPHOJ] HA ®UHAHCOBA IOJIKPEIIA: 2007 .
BOJIEIL] U3CJIEJJOBATEJ (JIOKTOPAHT):

e Enena bopucora JI)kam0a30Ba, 3aunciieHa 3a PENOBEH TOKTOPAHT Che 3amoBen Ha Pekropa No P-
278/13.032006 1., Karempa mo Ilarodusmosnorus, MenuuuHcku ¢akynTet, MeaUIHHCKH
Yuusepcuret, 1431 Codwus, yiu. 3apase 2.

HAYYEH PBKOBOJUTEJ HA BOAEIIUSA N3CIEJOBATEJ (10KTOPAHT):

o Jlou. n-p Anpuana Meanosa bouesa, 1m; Katenpa mo [Tarodusnonorus, Meauiuacku GaxkyiaTer,
MenuiuHCK Y HUBEPCUTET.

AJIPEC 3A KOHTAKTHU HA BOJENUS U3CJIEJOBATEJ (IOKTOPAHT): Karempa mo
[NaTtodusuomnorus, Memuruacku dakynteT, Memuiuacku Y Huepeutet; 1431 Codus, yi. 3apase 2, er.
1, cras 106, Ten.: +359 2 9172 546

BA30OBA OPTAHU3ALIUA 3A UBITBJIHEHUE HA ITPOEKTA: Menununcku ¢akynrer, Karenpa
o [Taroduzmonorus, MeaUIIMHCKHA YHUBEPCHUTET.

PE3VIJIITATH:

Kuotoppuusr (Kyo) e omumommeH awmentuja, HEBPOTpaHCMUTEp/HEBpoMoaynatop. To e
pasmpocTpaHeH W B 30HH CBBbp3aHH ¢ OoikoBara rmeprenuus. D-xuortophuust (D-Kyo) e nHeros
CUHTETHUYCH aHaJOr, KOWTO € Mo-cTa0uiIeH Ha €H3MMHO pasrpaxjaHe. /lBara memtujaa ce CBbp3BaT ChC
crennpuueH KHOTOPPUHOB PEIenTOp M MPEIN3BUKBAT UHIUPEKTHO 0CBOOOXKIaBaHe Ha Met-eHkedanuH.
CopraacHo JuTeparypHUTE NaHHU Leu-Arg € CHHTETHYEH aHTAaroHWCT Ha KHOTOP(QUHOBHUS PELENTop,
KOWTO HE TIPUTEXaBa aHAJTETHYCH €(PEKT.

W3BecTHO €, Y€ CHAOTCHHUTEC OIMMOUAHU NEIITUAN OTACIICHU IMPU CTPEC MPEAN3BHUKBAT aHAJII'C3USA —CTPEC-
nHayiupana ananre3us (SIA). Ts mMoxe na WMa OnmMoHWIHA KOMIIOHEHTA, KOSTO C€ aTaroHWU3upa OT
HaJIOKCOH W HeommoupHa. CTpecoB Mojel, KaTo M3jiaraHe Ha HHUCKa TeMIlepaTypa BOIU IO CTyAOBa
crpec-unaynupana ananresus (CSIA).

Lenta Ha HACTOALIMAT Hay4EeH MPOEKT € fa ce u3yvar egexrure Ha Kyo u D-Kyo Bbpxy CSIA y mrbpxose
U yyacTrero Ha Leu-Arg B Te3u eeKTH.

ExcriepumenTHTe 0siXxa MpOBEJCHU BbpPXYy MBXKKU urbxoBe Wistar (180-200g). Paw-pressure u
hot-plate TecToBe Gsixa WM3MOM3BAHM 3a M3MEPBAaHE Ha aHAITe3WsATa CieA Mojen Ha cTymoB ctpec (CS)
(4°C 3a 1h).

Pesynrarute nokasaxa, 4e Kyo, D-Kyo (u nBara B no3a 1 mg/kg, i.p.) u Leu-Arg (1 mg/kg, i.p.)
nojTrcHaxa cratuctudecku noctoBepHo CSIA. Hamokcowbt (1mg/kg, i.p.) TMOHIKU TEXHUTE ePEKTH,

KOCTO MmpeAamnojara y4acTue€To Ha OIuouAcpruiHatra CHUCTCMaA. Leu-Arg BBBCACH MNpCAu MNCOTHUAUTC
TMOBJIKA IO PA3JIMYCH HAYHH C(i)eKTI/ITe M.

HAYYHHU IIYBJIMKALIUUA:

o Djambazova E., Nocheva H., Bocheva A. Effects of kyotorphin and D-kyotorphin on cold stress-
induced analgesia in rats. Coll. Symp. Ser., 9, 2007, 37-39;
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e Dzambazova E., Bocheva A. Is Leu-Arg influences the effects of kyotorphin and D-kyotorphin
after two models of stress-induced analgesia? Trakia Journal of Sciences, 2008 (in press).

HAYYHU ITPOSIBU:

e Djambazova E., Nocheva H., Bocheva A. Effects of kyotorphin and D-kyotorphin on cold stress-
induced analgesia in rats. National Scientific Conference with International Participation
Biologically Active Peptides X, Prague, Czech Republic, April 11 — 13, 2007;

o Dzambazova E., Nocheva H., Bocheva A. Influence of Leu-Arg on nociceptive effects of Kyo and
D-Kyo after cold stress. Jubilee Scientific Conference 25 Years Medical Faculty, Stara Zagora,
Bulgaria, September 27-29, 2007.

Hayunusm omuem e npuem cwvc crnednume oyenku no cxkaiama na Cveema no meouyuncka
nayka: OT/TH9HA - 3a uzévpuienama Hayurousciedosamencka oetinocm, BUCOKA - 3a npunoca na
nonyuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo, BUCOKA - 3a npunoca na
peanusupanama paspaboma 8bpXy npoyeca Ha noo20moeKama Ha 00KMOpanma.

1.2. loroBop Ne 8-71/2007 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: MonexymsipHa OHONOTHS B TEHETHKA

TEMA HA HU3CJIEJOBATEJICKUSA ITPOEKT: AcouuaTUBHO MPOYYBAHE 32 POJIATAa HA AJICIHUTE
Bapuanti 1157T u 1100delC B CHEK2 rena mnpu OBIrapcKd NAaNUCHTH C KOJOPEKTAJICH U
SHIIOMETpUAJICH KapIITHOM

MEPHOJ] HA ®UHAHCOBA TIOJKPEIIA: 2007 r.
BOJIEI U3CJIEJOBATEJ (IOKTOPAHT):

o Jlapuna BecenmunoBa KoHcTaHTMHOBa, 3a4MCieHa 3a PEJOBEH JOKTOPAHT ChC 3amoBe]l Ha
Pexropa: Ne P-1293/18.11.04 r., Meauuuucku @Pakynrer, Kareapa mo Xumust u buoxumms,
cekums ,,buoxumms”.

HAYYEH PBKOBOJIUTEJI HA BOAELIUS U3CJIELOBATEJ (IOKTOPAHT):

e [Ipod. n-p Banbo UBanoB Mutes, aM, 10H, Pekrop Ha MenuuuHcku yHuBepcuteT — Codust
1431 Codus, yi. 3apase 2, Menunuucku dakynrer, Karenpa "Xumust u buoxumus".

AJIPEC 3A KOHTAKTU HA BOAELIUSA U3CIEJOBATEJ (IOKTOPAHT): 1431 Codus, ym.
3apase 2, Menuuuncku @akynret, Katenpa no Xumust u buoxumus, ten. +359 2 9172 473

BA30OBA OPTAHU3AIIUA 3A UBITBJIHEHUE HA ITPOEKTA: Meaununcku ®@akynrer, Katenpa
o Xumus u buoxumusi, cekrus ,,buoxumust”’, LlenTsp mo MomnekynHa Menuiinna

PE3VYIJITATH:

[Ipu nzcnensane Ha monmumopduzma s17879961 8 CHEK?2 rena npu 299 Obarapcky nauueHTu ¢
KOJIOpEeKTaJIeH KapluWHOM M 268 MaIleHTy ¢ eHJOMEeTprajeH KapIMHOM, He O€ yCTaHOBEHO TMOBUIICHHE
Ha pHUCKa OT 3a0oJisiBaHE BBB BpB3Ka C MOCOYEHHs BapuaHT. Yectorara mpu mamueHTtu (2.62% mnpu
KOJIOpEKTaJIeH KapuuHoM 1 1.75% npu eHoMeTpualieH KapuuHoM) Oe CXOJIHa C Ta3M MPH U3CIICIBAHUTE
722 3apaBu koHTpOIH (2.53%).

HAYYHHU IIYBJIMKALIUUA:

e Konstantinova D., et al. CHEK?2 1157T and endometrial cancer. DNA Cell Biol., 2008, Oct. 6,
Ahead of print.
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HAYYHH ITPOSIBU:

e Konstantinova D., et al. CHEK2 is not associated with an increased risk of endometrial cancer in
Bulgarian patients. European Journal of Cancer Supplements, vol 6, No 9, July 2008.

Hayynusm omuem e npuem cwvc crednume oyenxu no cxarama na Cveéema no meouyuncka
nayka: BUCOKA - 3a uzgvpuwienama Hayunouscredosamesncka oetnocm;, BUCOKA - 3a npunoca na
noiyueHume pesyaimamu 3a ogopmame Ha Oucepmayuonnus mpyo;, BUCOKA - 3a npumoca Ha
peanuzupanama paspabomia 8bpxy npoyeca Ha no020moeKama Ha OOKMOopPaHma.

1.3. Jlorosop Ne 15-J1/2007 r. na MY — Codus
HAYYHO HAITPABJIEHHUE: MonexyisipHa OHONOTHS U TeHETHKA

TEMA HA U3CJIEJOBATEJICKUS MPOEKT: Monekynspao-renerndyer anann3 Ha SCN1A rena n
(EHOTUIT-TEHOTHITHY KOPENAIMY TIPH TAIMEeHTH ¢ TeHepaln3upaHa emwiercus ¢ GheOpriiHa mpoBOKanus
mtoc (GEFS+)

MEPUOJ HA ®UHAHCOBA TTOJKPEIIA: 2007 r.
BOJIEI U3CJIEJOBATEJ (IOKTOPAHT):

e Urmuka Tomoposa MopmanoBa, 3aunciieHa 3a peJIoBeH JOKTOPAHT che 3amoBen Ha Pextopa Ne P-
270/23.03.2006 1., Hammonamna reHetmyHa Jabopatopus, Jlaboparopus 1O MOJEKyIHA
natonorusi, CBAJIAT “Maitunn oM™ EAJl, Mennnuacku YuauBepcutet — Codus, yin. 3apase 2,
1431 Codust.

HAYYEH PBKOBOJIUTEJI HA BOAEHIUS U3CJIENOBATEJ (IOKTOPAHT):
e IIpod. n-p IBo Mapunos Kpemencku, nmH, HantmonanHa reHeTHaHa gadopaTopusi.

AJIPEC 3A KOHTAKTHU HA BOJAEIUA U3CJIEAOBATEJ (JOKTOPAHT): Haumonanna
reHeTnyHa Jjabopartopus, Jlaboparopus mo mojekyiaHa mnartojiorusi, CBAJIAIT “Matiunn Jlom” EAJL,
Menununcku YuusepcureT — Codus, yi. 3apase 2, 1431 Codus, Ten.: +359 2 9172 268, B. 113

BASOBA OPI'AHU3ALIUA 3A WUSIIBJHEHHME HA ITPOEKTA: HamuonamHa TeHETHYHA
naboparopus, CBAJIAT “Maiiunn Jom” EAJ], Menuuuucku YuusepcuteT — Codus

PE3VYIJITATH:

B paMkunTe Ha HaCTOSIIIHMA MPOEKT Oelle U3BBPIICH MOJICKYISIPHO-TEHETHYEH aHaAIIU3 32 MyTalllH
B SCN1A rena npu 29 naruenra ¢ GEFS+, 9 ¢cec SMEI u 32 manuenTa crpajaiiy OT Ipyrd ACTCKU
enuencud. B pesynrar Ha npoy4BaHeTo 0Osixa uaeHTUGUIMpanu 8 myTanuu. Mytarmsta P.Gly410Val u
p.Arg859His Oemie HamepeHa BHB BCHYKH 3aceTHATH 4YJIEHOBE B CHOTBETHHUTE ceMelcTBa ¢ GEFS+,
nokaro myrtarusta P.Phe218Leu Gemre npenanena Ha jse nena ¢ GEFS+ oT KIMHUYHO 31paBUSAT MM
6amma. JIse ,,missense” (p.Phel7071lle u p.Leul309Phe), u BCHYKK MyTaldk BOJEIIM JO CKBCSABAHE W
3aryba Ha QyHkuus Ha Oenrtbka wmarpaxnpam angpal-cyOenmuunara Ha Na-xanan (p.1le1039delA,
p.Ser1546delA, IVS17+2T — A) 6sxa Hamepenu B SMEI manuenTu, KoeTo € B ChIjlacHe C TEKKaTa
KIIMHUKA TIpU ToBa 3abolsBane. B HamieTo mpoyuBaHe, Mytaiuu Osixa waeHTHuuupanu npu 21% or
namuenture ¢ GEFS+ wium SMEL, w npu HuTO enuH 3acerHar or Apyr TUn enwiencus. Tosa
noTBbpkaBa HaOmoaenusra, ye GEFS+ u SMEI ca gact ot crekrbpa Ha aconmupanute ¢ GeOpUITHA
I'bPUOBE CMUIIETICUH, JIbJDKAIIM ce Ha MyTanuyd B SCN1A. MyranuunTe He 0sxa HAMEPEHH MTPU aHaJK3a Ha
60 371paBU KOHTPOJHYM MHWBU/A U HE Ca OMMCaHH B JIUTeparypaTa 0 MOMEHTa. ToBa € ITbPBOTO TOJISIMO
npoyuBaHe Ha edekra or myraumure B SCNIA reHa mpu nauueHTH C eNWICNCHs acOLMHMpaHa ¢
TeMmIeparypHa rnpoBokanus B bearapusi.
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HAYYHHU ITYBJIMKALINU:

e AbctpakT Ha Tema: “Mutation analysis of the SCN1A gene and genotype-phenotype correlations
in Bulgarian epilepsy patients”. ITyonukysBan B European Jurnal of Human Genetics, vol. 16,
Suppl. 2, p. 278.

HAYYHH ITPOSIBU:

e Yordanova I., et al. Mutations analysis of the SCN1A gene in Bulgarian epilepsy patients. ESF
Research Conference on Rare Diseases, Sant Feliu de Guixols, Spain, (8.03-12.03.2008);

e Yordanova I. et al. Mutation analysis of the SCN1A gene and genotype-phenotype correlations in
Bulgarian epilepsy patients. European Human Genetics Conference 2008, Barcelona, Spain
(31.05-03.06.2008).

Hayunusm omuem e npuem cvc crednume oyenxu no cxaiama va Cveéema no mMeouyuHcKka
nayka: OT/IHYHA - 3a uzévpuienama Hayunouscredosamencka oetinocm, BUCOKA - 3a npunoca na
noayyenume pezyamamu 3a ogopmsaHe Ha Oucepmayuonnus mpyo;, BUHCOKA - 3a mnpunoca wua
peanuzupanama papabomxa 8bpxy npoyeca Ha no020moeKama Ha OOKMOPaHma.

1.4. Jorosop Ne 1-J1/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHME: buoxumust. Metabonnzsm

TEMA HA MU3CJIIEJOBATEJICKHUS IMPOEKT: BETX ananu3 Ha KOHIEHTPAllMOHHWTE HUBA Ha
AMHWHO KHCCJIMHU U ITOJIMAMHUHU B HpO6I/I OT OKOJIOOYHA TCYHOCT Ha IIallMCHTH C eKC(i)OHI/IaTI/IBeH CUHAPOM
Ha OKOTO

MEPUOJ] HA ®UHAHCOBA MOJIKPEMA: 2006 .
BOJIEI] U3CJIEJTOBATEJ (JIOKTOPAHT):

e Jlommuna BrnagumupoBa MarteBa, 3aunciieHa 3a peJoBEH JOKTOPaHT ChC 3amoBes Ha Pextopa No
P-882/26.11.2003 r., Memuruacku Dakynret, Kareapa no Xumust u buoxumusi.

HAYYEH PBKOBOJUTEJ HA BOAEIIUA N3CJIEJOBATEJ (IOKTOPAHT):

o JI-p Banbo lBanoB MureB, 1M, 10H, ipodecop no ouoxumust, Meannuacku @axynrer, Karenpa
no Xumus u buoxumus.

AJPEC 3A KOHTAKTHU HA BOJIELIUS U3CJIIENOBATEJI (AOKTOPAHT): MenunuHcku
®axynret, Karenpa no Xumusa u buoxumus, yi. 3apase 2; ci. ten.: +359 2 9172 561

BA30OBA OPTAHUM3AINIUA 3A UBITBJIHEHUE HA ITPOEKTA: Meaununcku @akynrer, Katenpa
1o Xumusa u buoxumus

PE3VYIJITATH:

WzcnenBaxme KOHIEHTPAMHUTE HA aMUHOKHCEIMHHUTE B OKOJIOOYEH CEKPET OT 25 mamueHTa C
nceBnoekcommaruBen cuHapom Ha okxoro (PES) wm 11 xontpomm. 10 oT mnammeHTHTE C
TnceBIoeKc(oIMaTHBEH CUHJPOM Ha OKOTO mMmar M BTopuyHa riaykoMa (PEG). Bceuukm anammsm ca
npoBezeHu cien aepuBatusanus ¢ N-(-9-piyopenmimerokcukapoormioken) cykuuaumu (Fmoc-OSu).
IIpenn mepmBatm3arusta ¢ Fmoc-OSu mpobute ce pemymupar ¢ pasrsop Ha TCEP.HCI u ciem toBa
cBOOOJHNTE THOJOBM TPYNMH Ha IUCTEMHA W XOMOIMCTEMHA C€ aJIKWIHpaT C akpwiaMui. Bemopexn
roJeMUTe HHIAUBUAYAIHU DPA3IUuMsl yCTAaHOBUXME 3aBUIICHH KOJWYECTBA Ha AaCHapruH, LHUCTEHH U
XOMOLIMCTEHH, KaKTO U HaMaJIeHO KonuuyecTBO JeBUuH npu nauueHtute ¢ PES u PEG, B cpaBHeHue c
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KOHTpOJIUTE. ACIapruHa, INCTEHNHA, JICBIIMHA W OCOOEHO XOMOITUCTCHHA OMXa MOTJIH Jla WTPasT BakKHA
poJis TpU M3SACHSABAHE IMATOreHe3aTa Ha TICEBJOCKC(HOIMATUBCH CHUHAPOM HA OKOTO, KakTO WU TpHU
nceBjoeKkconraTuBHA rIayKoma.

YcTaHOBHXME 3aBUINICHW KOHIICHTpAIMM Ha MYTPECIMH, CIIEPMUH W HAMAaJCHW HAa CIICPMUINH
pu naruerTure ¢ PES u PEG.

HAYYHU ITPOSIBU:

e Free amino acid levels in aqueous humor of patients with pseudoexfoliation syndrome and
pseudoexfoliation glaucoma. Congress of the European Society of Ophthalmology, June 09-June
12, 2007, Vienna, Austria.

Hayynusm omuem e npuem cwvc crednume oyenxu no cxarama na Cveéema no meouyuncka
nayka: JIOBPA - 3a uzévpuwenama Hayurousciedosamencka oevinocm;, BUCOKA - 3a npumoca Ha
noiyyenume pesyaimamu 3a ogopmane Ha Oucepmayuonnus mpyo, BUCOKA - 3a npumoca Ha
peanuzupanama pazpabomxa 8bpxy npoyeca Ha no020moeKama Ha OOKMopaHma.

1.5. JloroBop Ne 10-J1/2006 r. Ha MY — Codus
HAYYHO HAIIPABJIEHUE: bs6petn 1 ypruHapeH TpakT

TEMA HA U3CJIIEJOBATEJICKHUS MPOEKT: Yuactrue Ha a30THHSI OKCUIl 1 OBOpEUHUTE HEPBH B
perymnanusTta Ha Ob0peuHaTa (GYHKINS clie eqHOCTpaHHa HeppekTomus y mrpxoBe Wistar

MEPHOJ] HA ®UHAHCOBA TIOJKPEIIA: 2006 .
BOJIEI U3CJIEJOBATEJ (IOKTOPAHT):

e [IBera BecenunoBa MBaHoBa, 3auncieHa 3a peIOBEH JOKTOPAHT chbe 3amoBea Ha Pextopa Ne P-
440/ 17.05.2005 r., Memunuucku @akynrer, Karenpa mo ®usnonorus, JlaGoparopus mo
XeMOJMHAMHKA U ObOpedHa (yHKITHSI.

HAYYEH PBKOBOJAUTEJ HA BOAEIIUSA N3CIEJOBATEJ (IOKTOPAHT):

e [Ipod. Pamocnas Anekcanapos ['epueB, qmu, Katenpa no @uzunonorus, Menununcku dakynrer,
Menaunuucku YHaupepcutet — Codusi.

AJIPEC 3A KOHTAKTH HA BOJIEIIUA MU3CJIEIJOBATEJ (JOKTOPAHT): Karegpa no
®usnonorus, Menunuacky Y HuBepcureT, yi. 3apase 2, 1431 Codus, Ten. +359 2 9172 550

BA30OBA OPI'AHU3ALIUA 3A UBITBJHEHUE HA ITPOEKTA: JlaGopaTtopus 110 XeMOAMHAMHUKA
n 660peuna ¢ynkius, Karenpa mo @usuonorusi, MeaunuHckn dakynreT, MeAUIIMHCKA YHUBEPCUTET —
Codus

PE3VIITATHA

VYuactrero Ha a3otHus okcun (NO) u Ob0peuHnTe HepBH B OBOpeUHaTa eKCKPETOPHA (PYHKITHSI
cliel eJHOCTpaHHa HedpekTomus Oeme usciensana upe3 Oiokupaneto Ha NO cuntaszara (NOSI), upes
HHTPaBEeHO3HOTO BhBexxaane Ha 10 mg/kg N nitro-L-arginine methyl ester (L-NAME).

ExcniepumenTute 0sixa mMpoBejieHH Ha OyaHU TurbXxoBe Wistar ¢ MHTaKTHH OBOpeYHU HEpBH, 8
IIHM CJIe[l IByCTpaHHa ObOpedHa neHepBanus, 8 aHu cien enHoctpanHa Heppexktomust (UN) u 8 nHu cien
eIHOCTpaHHa HePEKTOMUS U KOHTpajaTepaina ObOpeuHa JeHepBanusl.

NOSI npenusBuka yBeianueHHue Ha o0emMa OTAeNieHa YpHHA, KaTO HaMajld HEMHHUS OCMOJIAINTET
0e3 J1la pOMEHsI OCMOTHYHATA E€KCKPEIHs Y €IHOCTPaHHO HeQpeKTOMHUpaHHUTE >XKUBOTHH. ChHINO Taka



Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
- 258 -

JOBeJle O MHOTO TIO-CEUTHO M3Pa3eHO yBEJIWYEeHHE Ha HATpHeBaTa, XJOPHATA W Kalll[MeBaTa eKCKPeUus
npu xkuBoTHUTe ¢ UN. Jlumcata Ha OBOpeYHHM HEpPBM Ha OCTaHAIUS ciel HedpeKTomus OBOpek
Mpeau3BUKa YBEJIMYCHHE Ha OCMOJAIMTeTa Ha ypuUHaTa M QocdaTHaTa eKCKpeuus, HO HaMaiu
HaTpUeBaTa M MarHe3WBaTa €KCKpenus. bbhOpedHnTe HEpBM HMAT 3HAYEHHE 3a perylanusaTa Ha
ma3Menara peanHoBa akTUBHOCT (PRA). Cren TsaxHOTO oTcTpaHsBaHe, T Hamansa. UN He MPOMEHH
PRA, Ho NO yyacTBa B HE{HOTO MOAIbpPHKAHE.

Edexture Ha NO ce omocpeacTBaT oT OBOpeYHHUTE HEPBH, KAKTO IIPH HMHTAKTH, Taka M TIPH
eaHOCTpaHHO HedpeKkToMHpaHH TIUIbXoBe Wistar. NO wurpae ChIIECTBEHAa pOJII B KOMIICHCATOPHHTE
Mpollecl Bh3HUKBam B OnOpeka cimex UN. HeroBara posis B MOAIBpPKAHETO Ha EJIEKTPOJIUTHATA
XOMEOCTa3a € Mo-CUIIHO U3pa3eHa cliell eTHOCTpaHHA HePpPEKTOMMUSL.

HAYYHHU ITYBJINMKALINU:

e Ivanova T., Markova P., Girchev R. Changes in the Kidney Excretory Function and Plasma
Renin Activity after Unilateral Nephrectomy and Nitric Oxide Synthase Inhibition. Comptes
rendus de 1’ Academie bulgare des Science, Vol. 60, No 2, 195-200, 2007;

e lvanova T., Markova P., Girchev R. Participation of Renal Nerves in the Regulation of Kidney
Excretory Function Changed after Unilateral Nephrectomy. Comptes rendus de 1’Academie
bulgare des Science, Vol. 60, No 3, 327-332, 2007;

e lvanova T., llieva G., Tolekova A., Chakalov 1. Plasma renin activity after unilateral
nephrectomy and nitric oxide synthase inhibition in rats. Trakia Journal of Sciences - in press.

HAYYHH ITPOSIBU:

e Chakalov I., Ivanova T. Blood pressure and renal excretory function after unilateral nephrectomy
and nitric oxide synthase inhibition. 29" International Scientific Medical Congress for Students
and Young Doctors. Ohrid, Macedonia. 29 May — 1 June, 2006;

e lvanova T., Chakalov I. Blood pressure, calcium, magnesium and phosphate excretions after
unilateral nephrectomy and NOSI. 5" Medical Scientific Conference for Students and Young
Doctors. Pleven, Bulgaria. 19" — 21* October, 2006:

e lvanova T., Tolekova A., llieva G., Chakalov I. Plasma renin activity after unilateral
nephrectomy and nitric oxide synthase inhibition in rats. First Scientific Conference for Students
and PhD with International Participation. Stara Zagora, Bulgaria. 10-12 November 2006.

Hayunuam omuem e npuem cvc cneonume oyenxu no ckarama va Cveema no MeOUyUHCKa
nayka: OT/IHYHA - 3a uzévpuienama Hayunouscredosamencka oetinocm, BUCOKA - 3a npunoca na
noayuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo;, BUHCOKA - 3a npunoca ha
peanuzupanama pazpabomra 6bpxy npoyeca Ha N0020Mo8Kama Ha OOKMOPAHmd.

1.6. loroBop Ne 11-/1/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHME: bs6pern u yprHapeH TPakT

TEMA HA U3CJIEJOBATEJICKUS IMMTPOEKT: Yuactue Ha a30THHSI OKCUI U OBOpEUHUTE HEPBU B
perymanusata Ha ObOpedHaTa (GYHKIHUS CiIell €MHOCTpaHHA HE(QPEKTOMHUS Y CIIOHTAHHO XHUIIEPTEH3UBHH
mwrexoBe SHR

HEPUOJ HA PUHAHCOBA IIOJAKPEIIA: 2007 1.
BOJEII U3CJIEJOBATEJ (10KTOPAHT):
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e [IIBera BecenmnroBa MBaHOBa, 3aunciieHa 3a PeIOBEH JOKTOpPAHT cbe 3amoBea Ha Pektopa Ne P-
440/17.05.2005 1., Memummackun @axynrer, Karegpa mo ®wusmonormsa, Jlabopatopus mo
XEMOJIMHAMUKA U ObOpedHa (yHKITHSL.

HAYYEH PBKOBOJUTEJ HA BOAEIIUSA N3CIEJOBATEJ (10KTOPAHT):

o [IIpod. m-p PamocmaB AnexcanmpoB ['bpueB, nvu; Karempa mo Pwusmonorus, MeaurmHCKA
Qaxynret, Menuimacku YHuBepcuteT — Codusl.

AJIPEC 3A KOHTAKTH HA BOJAELNUSA U3CIEJOBATEJ (AOKTOPAHT): Karempa mo
Owusnonorus, Menunuucku Y HuBepcureT, yi. 3apase 2, 1431 Codust; Ten. +359 2 9172 550

BA30OBA OPITAHM3ALINA 3A USII'BJIHEHUE HA ITPOEKTA: JlaGopaTopust 110 XeMOAMHAMUKA
u 660peuna ¢ynkmus, Karenpa mo ®usnonorus, Meanmuackn Paxynter, MeTUITUHCKH YHUBEPCUTET -
Codust

PE3VIJIITATH:

VYyactuero Ha azotHus okcup (NO) u 0p0pedHuTe HEpPBHU B OBOpedHaTa EKCKpEeTOpHA (PYHKIIUS
clen eMHOCTpaHHa HedpekToMus Oelle uscinensana upe3 OsokupaneTo Ha NO cunraszata (NOSI), upes
HHTPaBEeHO3HOTO BhBexkaaHe Ha 10 mg/kg N nitro-L-arginine methyl ester (L-NAME).

ExcnepumenTture 0sixa mMpoBeAeHU Ha OyAHM CHOHTaHHO-XUIEPTEH3WBHHU ILTBXOBE OT JIMHUATA
SHR 8 mHu cienm mmkiIuBa omepanus, 8 JHH ClieJ ABYCTpaHHAa ObOpedHa NeHepBamus, 8§ THU CIel
enHoctpanHa Hegppekromuss (UN) m 8 gHM ciieq egHOCTpaHHa HE(DPEKTOMHS W KOHTpanaTepaiHa
O0bOpeyHa eHepBaIusl.

NOSI npenu3Brka yBenndeHrne Ha o0emMa OTAelieHa YPHHA BbB BCUUKH H3cieaBaHu rpynu. ChIno
Taka JIOBEJE JI0 MHOTO MO-CHMJIHO M3pPa3eHO YBEIMYEHHE Ha HaTpueBaTa, XJOpHaTa M KajlueBaTa
EKCKpeLusl IPU JTHXKIMBO ONCPUpPAHHUTE KMBOTHUTE CIPSIMO E€AHCTPAaHHO HedpekToMupanute. Jlumcara
Ha ObOpeuHHM HEpBHM Ha ocTaHaIus cien HedpekTomus ObBOpeK MNpenu3BUKA YyBEIMYCHHE Ha
ocMoJlaiuTeTa Ha ypuHarta, KauueBara W ¢ocdarHaTa eKCKpelrs, HO Hamain ob0eMa OT/AEJIEeH ypHHA.
bpOpeunnTe HepBU HEe BIMAAT BBPXY peryjanusra Ha Ila3MeHara peHuHoBa akTuBHOCT (PRA). UN
HamaisiBa PRA, Ho NO yuyacTBa B HEHHOTO MOAABPXKAHE.

Edexrure Ha NO ce onocpeacTBaT 4aCTUYHO OT OBOpEUHUTE HEPBH, KAKTO NPH UHTAKTH, Taka U
MPU €AHOCTPAHHO HE(PPEKTOMUPAHHU CIIOHTAHHO-XUIIEPTEH3WBHH ILTbX0BE. PoidTa Ha a30THHS OKCHI B
MOJABPKAHETO HA EJIEKTPOJIMTHATA XOMEOCTa3a € 1M0-ci1ado n3pas3eHa ciiel eTHOCTPaHHA HEPPEKTOMUS Y
CIIOHTaHHO-XUIIEPTEH3UBHHU IUTHXOBE.

HAYYHU IIYBJIUKALUUA:

e lvanova T., Markova P., Girchev R. Plasma rennin activity in spontaneously hypertensive rats:
role of unilateral nephrectomy and renal nerves. Comptes rendus de 1’Academie bulgare des
Science, Vol. 61, No 3, 401-406, 2008;

e lvanova T., et al. The role of renal nerves and renal mass reduction on calcium, magnesium and
phosphate urinary excretion. Acta Medica Bulgarica, Vol. XXXI1V, No 2, 26-31, 2007,

e lvanova T., Markova P., Girchev R. Nitric Oxide in the Regulation of Blood Pressure and
Urinary Sodium and Chloride Excretion after Unilateral Nephrectomy in Spontaneously
Hypertensive Rats. Comptes rendus de 1’Academie bulgare des Science, Vol. 60, No 11, 1209-
1214, 2007.

HAYYHMU ITPOSIBU:
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e lvanova T., Chakalov I., Lutov G. Renal magnesium and phosphate excretion in unilaterally
nephrectomized spontaneously hypertensive rats after NO-synthase inhibition. IX Harmonanen
Konrpec na bbarapckoro pyxkectBo mo PusmonoruuHu Hayku, 9 - 11 HoemBpu 2007,
bnaroesrpan, ctp. 30;

e lvanova T., Chakalov I. Sodium and water excretion after unilateral nephrectomy in
spontaneously hypertensive rats. FO6wuseiina nHayuna koHdepeniums, 27-29 Centempu 2007,
Crapa 3aropa;

o Uranosa LIB., Mapkosa I1., Yakanos W. [lrazmena penurnosa axmusHocm, 600HA U Hampuesa
eKcKpeyusi crned eOHOCMPAaHHA Heppekmomusi y CHOHMAaHHO-XunepmensusHu nivxoge. VIII
Hanmonanen konrpec mo kmuHu9HA JadopaTtopus, 20-22 Cenremspu 2007, Boposet, ctp. 86.

Hayunusm omuem e npuem cwvc crnednume oyenku no cxarama na Cveéema no MeOUyuHcKa
nayka: OT/IHYHA - 3a uzévpuienama Hayunousciedosamencka oetinocm, BUCOKA - 3a npunoca na
noayyenume pezyamamu 3a ogopmsaHe Ha Oucepmayuonnus mpyo;, BUHCOKA - 3a npunoca wua
peanuzupanama papabomxa 8bpxy npoyeca Ha no020moeKama Ha OOKMOPaHma.

1.7. lorosop Ne 4-71/2007 r. Ha MY — Codus
HAYYHO HAIIPABJIEHUE: Undexkunn. MukpoOuomorus

TEMA HA U3CJIEJOBATEJICKUSA ITPOEKT: Tennennuu B pa3npoCcTpaHEHHETO HA aHTUOMOTHKO-
PEe3UCTEHTHH W30JjaTh Streptococcus pneumoniae MPUYMHUATETH HA OOIIECTBEHO MPUI0OUTH WHGEKIMH
3a nepuoaa 2006-2007 r., cepOTHUIIOBO pa3NpelEiICHUE U OMpEAesHE MOJEKYJIIPHUTE MEXaHH3MHU Ha
EPUTPOMHULIMH-PE3UCTCHTHUTE ITHEBMOKOKHU

MEPUOJ] HA ®UHAHCOBA MOJIKPEMA: 2007 .
BOJIEI] U3CJIEJTOBATEJ (JIOKTOPAHT):

e Amnekcangpa CamoBa AJeKCaHIpPOBa, MOJICKYJISIpEH OHMOJIOT, 3a4HCIeHa 33 PEIOBEH JOKTOPAHT
cbc 3amoBen Ha Pektopa Ne P-272/23.03.2006 1; Memummacku ®Paxynrer, Karegpa mo
Muxkpo6uonorus, 1431 Codus, yiu. 3apase 2.

HAYYEH PBKOBOJAUTEJ HA BOAEIIUSA N3CIEJOBATEJ (IOKTOPAHT):

o Jlon. n-p Jlena IlerpoBa CeuanoBa, mm. [omnent B Kartempa mo Mukpobuonorus, dakynrer
Menunuacku, 1431 Codus, yn. 3apase 2.

AJIPEC 3A KOHTAKTHU HA BOJEUIHUSI U3CJIEAOBATEJI (JIOKTOPAHT): Karenpa mo
Muxkpo6uonorusi, Menunuacku ®@akynrer, 1431 Codust, yi. 3npase 2, Tenedonu: +359 2 9172 750;
Moo6wmiren +359 882 023 209

BA30OBA OPTAHM3AIINA 3A U3IIBJIHEHUE HA ITPOEKTA: Meauuuncku ®@akynrer, Karenpa
o Mukpoouosorus, 1431 Codwus, yn. 3apase 2

PE3VYIJITATH:

3a 2006 - 2008 r. Osxa cwOpanm 321 xiIMHMYHM H30JaTH S. PNEUMONia oT dYeTupu
YHUBEPCUTCTCKH OOJHHUIIM B CTpaHata: 33 WHBa3HMBHM U30JIaTH - KpbB W JukBop (10.3%) u 288
pecnpaTopHN W30math. Te Osfxa W3CieNBaHW C IEJ Ja Ce OMpeAeNd UYyBCTBHTEIHOCTTa UM KbM
anTUMHUKpoOHN cpenctBa (AMC) upe3 MUK Tect, MexaHM3MHTE Ha MaKpOJMIHA PE3UCTESHTHOCT,
(EHOTUITHU M TEHOTUIIHM XapaKTEPUCTHKH W CEPOTHUIIOBO pasnpexneneHue. [lo-Bucoka dectoTa Ha
MTHEBMOKOKOBUTE MH(peKIuK Oemre orOenszaHa B JeTckara Bh3pacT (68.5%). PesncreHTHOCTTA MM KbM
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AaHTUMHUKPOOHM cpelcTBa Oelle oOmpeaeneHa MIbPBOHAYATHO IO AMCKOBO-IU(Y3HMOHHHS METO..
[leHnuMnIMH-HEUyBCTBUTETHUTE MHEBMOKOKM Osixa 52 % ot um3cneaBanute 321 mama S. pneumonia.
Eputpomunma-pesucrentaure mamose 0sixa 97 (30.2%), oT Tax 66 miama Osixa pE3UCTCHTHH W HA
kmmagamMuniH (20.6 %). Bucok Oeme mporeHTa - 38.6% W Ha MHOMKECTBEHAaTa PE3UCTEHTHOCT CPEJ
LIIaMOBETE.

Upes MUK Tect ompenenuxme 4yBcTBUTENHOCTTAa Ha 186 mama xpMm 13 AMC: amoxicillin-
clavulanic acid (95.7%), cefuroxime sodium (73.1%), cefotaxime (93%; npyrure 7% Osxa
unrepmenuepun), chloramphenicol (89.2%), tetracycline (67.2%), ciprofloxacin (93%), trimethoprim-
sulfamethoxazole (45.7%), rifampin (100%), u vancomycin (100%).

HabnromaBaxMe Mmo-IIMPOKO  pa3slpoOCTpaHEHHWE Ha  MEXaHW3Ma Ha  CpPUTPOMHIMHOBA
pesuctenTHOCT ¢ MeTminpane Ha pPHK B cpaBHeHwme ¢ edrykc MexaHu3Ma Ha MakpoJinaa, KOWTO Oerre
MO-IIIMPOKO 3aCTBIICH 3a u3oyiatute chOpanu 3a mnepuoga 2001-2005. Ot 97-tre epuUTpOMUIIMH
pe3ucTeHTHH S. pneumoniae, mamosete Hoceru erm(B) renu npeobnanaBaxa (n=64; 66%) B cpaBHEHHUE
¢ mamosete ¢ Mef(A)/mef(E) renu (n=27; 27.8%). Illect n3omnara (6.2%) Hocexa exHoBpemenHo erm(B)
u mef(A)/mef(E) reaun. O610 70 MHEBMOKOKH, TTOJIOXKHUTEIHH 32 erM B ren mokazaxa MLS denotum, 27
Hocexa Mef ren u Osixa ¢ M ¢enorumn. 3a pasrpannuaBanero Ha MefA ot mefE usnonssaxme PCR-RFLP
Meroma. Bcuwuku wu3cienBaHu IiamoBe mnpurexaBaxa MefE ren karo mpuumba 3a  eduykca Ha
eputpomuiHa. Haii-uecto unentudummpanure ceporunose (ceporpynu) 6sxa 19, 6 u 14 - (91%) cpen
€PUTPOMULIUH-PE3UCTCHTHUTE 1IIaMOBE.

HAYYHU ITYBJIUKALUUA:

o AmnekcanmgpoBa A., CewanoBa JI. Monexyrapro — Ouonocuynu memoou 3a enuoemuonio2udHo
munupane u uscieo8ane Ha aHmMudOUOMuUYHaAma pe3ucmenmuocm Ha Streptococcus pneumoniae.
(ITox meyar);

o Alexandrova A., et al. Antimicrobial susceptibility and macrolide-resistance mechanisms among
clinical isolates of Streptococcus pneumoniae in Bulgaria, 2006—-2007. XVl European Congress
of Clinical Microbiology and Infectious Diseases (ECCMID) - Barcelona, Spain 19-22 April
2008 Volume 14, supplement No 7, [R2306].

HAYYHMU ITPOSIBU:

e AsekcaHapoBa A. W JAp. AHMUMUKPOOHA UYSCMGUMENHOCH U MEXAHUSMU HA MAKPOIUOHA
pesucmenmuocm na kiunuuHu uzonamu Streptococus pneumoniae: 2006 — 2007;

o (Cooprux Hayunu Tpyoose na V| Hammonanen Konrpec mo Knmanmyna MukpoOuonorus u
Wudekronorus va benrapckara Aconmarus Ha Mukpoouonosure. [1nosmus, 3-6 Anpun 2008r.
ctp.193

Hayynusm omuem e npuem cwvc crednume oyenxu no cxairama na Cveéema no meouyuncka
nayka: BUCOKA - 3a uzgvpuwienama Hayunousciedosamesicka oetinocm;, BUCOKA - 3a npunoca na
noayuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo, BUHCOKA - 3a npunoca ha
peanuzupanama paspabomka bpxy npoyeca Ha N0020MoeKama Ha OOKMOpaHma.

1.8. JloroBop Ne 7-71/2007 r. na MY — Codust
HAYYHO HAIIPABJIEHHUE: ®apmakonorus u Tokcukonorus. BAB u nekapcTsa

TEMA HA WU3CIEJAOBATEJICKHUA ITPOEKT: Brnusane Ha TI0KO32a W HWHCYJIMH BBPXY
XUIOTAJIAMUYHATA PEryJalys Ha eKCIIEPUMEHTAITHO 3aTIILCTIBAHE
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MEPHOJ HA ®UHAHCOBA IOJIKPEIIA: 2007 .
BOJIEIL] U3CJIEJJOBATEJ JIOKTOPAHT):

e JlI-p Teomopa CetocnaBoBa XaHmxkueBa — JIbpiIeHCKa, 3aUUCIECHA 32 PEJOBEH JJOKTOPAHT ChC
3amoBen Ha Pextopa Ne P-277/13.03.2006 r., Menununcku ®Paxynrer-Codus, Kareapa mo
(bapMaKoIOTHs ¥ TOKCHKOJIOTHSL.

HAYYEH PBKOBOJIUTEJI HA BOAEIIUS U3CJIELOBATEJ (IOKTOPAHT):

e [Ipod. n-p Hanka UBanosa bosmkuesa, M, nvH, PrroBonuten Ha Karenpa no @apmakosnorus u
TOKCHKONOTUs, Menuuunacku daxynret, Codus.

AJIPEC 3A KOHTAKTHU HA BOAEIIUSA U3CJIEJOBATEJ (IOKTOPAHT): yi. 3npase 2, 1431
Coodmus, Megnmmackn ¢akynter, Menunuacku YHuBepcurer — Codusi, Karegpa mo ®apmakonorus u
Tokcukoorus; Tenedon: +359 2 952 05 39

BA3OBA OPIAHM3ALMA 3A U3INBJIHEHUE HA IPOEKTA: MenuiuHcku (akyiTer,
Menunuuackn YHauBepcutet — Codust, Katenpa mo dapmMakonorus ¥ TOKCHKOJIOTHS

PE3VIITATH:

ExcniepuMeHTanHUAT XpaHUTENIEH MOJEI Ha 3aTIbCTABAHE IIPU IUTBXOBE CE M3II0J3Ba, 3a Ja Ce
n3cnenBar (pakTopuTe OT CTpaHa Ha cpejaTa M B3aMMOJICHCTBUETO MM C T€HETHYHHUTE (PAKTOpu B
Pa3BUTHETO Ha 3aTIbCTABaHE. 103 MOZEN BOOM O 3HAYUTENIHU NMPOMEHH, KaKTO B TEIJOTO, Taka U
METa0OJMUTHUTE MapaMeTpH. borarata Ha Ma3HMHU AMETa CTHEMYJHpa JHUIOTeHe3aTa, KOeTO BOAX M IO
MOBULICHUE HAa CHHTE3a Ha JICITHH OT MAacTHAaTa ThbKaH. B HaIIus XpaHWTENEH MOAE IOBUILEHOTO TErJI0
KOpEJIHMpa MOJI0KUTENIHO C NOBUIIEHUTE HUBA HA JIENTHH B KPBBTA NPHU CKCIIEPUMEHTAIHUTE KUBOTHH B
CpaBHEHHE C KOHTpojiHaTa Tpyna. JIENTHHBT, WHCYIMHBT W TJIOKO3aTa Ca MOLIHM WHXHOWUTOPH Ha
ameTHTa M y4acTBaT B peryjanusra Ha eHepruifHaTa XoMeocTas3a B opranu3ma. BeBexnaneTo Ha HHCYJIUH
U IJIIOKO3a B TPETHSl BEHTPUKYJ MOTHUCKA XMIIOTAJIAMHYHATa eKcipecus Ha jentuH. Ole moBeye ToBa
MOTHUCKA aHOPEKCUTeHHUS e(DEeKT Ha JISTITHH BbPXY alleTUTa.

HAYYHU IIYBJIUKALUUA:

e Handjieva-Darlenska T., Tahsev R., Bojilova A., Boyadjieva N. Effect of insulin and glucose on
hypothalamic and plasma leptin. Cerrahphasa Medical Review.

HAYYHH ITPOSIBU:

Hayunuam omuem e npuem cvc crneonume oyenku no cxkarama na Cwv8ema no meOuyuHcka
nayka: BUCOKA - 3a uzgvpuwenama Hayunouscredosamesncka oeunocm;, BUCOKA - 3a npunoca na
nonyyenume pezyamamu 3a ogopmane Ha oucepmayuonnus mpyo;, BHCOKA - 3a npunoca mua
peanusupanama pazpabomka 6bpXy npoyeca Ha no020moeKama Ha OOKMopanmd.
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Meanko-KJIMHUYHA 00J1aCT
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2.1. loroBop Ne 3-71/2006 r. na MY — Codus
HAYYHO HAIIPABJIEHHME: Koxa. Xupyprus

TEMA HA HU3CJIEJOBATEJICKHUS NPOEKT: Xupypruuno neuenue Ha Ca basocellulare nu Ca
spinocellulare. Omnenka eheKTUBHOCTTa HAa CKCIM3WS NMPH MHUHUMAIHH CBOOOJHH TPAHHWIHM 3 MM CIEX
OTIpeJielIsTHEe Ha TPaHUIMTE Ype3 (OTOMMHAMUYHA THArHO3a

HNEPUOJ HA ®PUHAHCOBA INOJAKPEIIA: 2006 1.
BOJEII U3CJELOBATEJI (1IOKTOPAHT):

o (Cgernana CrosHoBa Kapakimesa, 3aunciieHa 3a PeIOBEH TOKTOPAHT Che 3amoBen Ha Pextopa No
P-442/17.05.2005 r., Menmunuacku dakynter, Karempa J[lepmaronoruss u Beneposorus,
YHuBepcureTcka OonHuIa “AnekcannpoBcka”’, KokHa KIMHUKA.

HAYYEH PBKOBOJAUTEJ HA BOAEIIUSA N3CIEJOBATEJ (10KTOPAHT):

e [Ipod. a-p Huxonait KoncrantuHos llankos, amu, PrkoBomuten Karenpa mo Jlepmaromnorus u
BeHeposorus, yia. I'. Coduiicku 1; tenedonu — nomamen: +359 2 851 70 45; cmyxeben: +359
2923 07 10; +359 2 923 06 84; moomen: +359 888 443 358; e-mail: tsankn@ns.medfac.acad.bg

AJJPEC 3A KOHTAKTH HA BOJEIHUA HU3CIEJOBATEJ (AOKTOPAHT): Karenpa
Hepmatonorust u Beneponorus, yn. I'. Coduiicku 1, 1431 Codwus, Tem: +359 2 923 04 78, moOuieH:
+359 886 849 255

BA30OBA OPIAHM3ALNA 3A U3INBJIHEHUE HA IIPOEKTA: YMBAJI “AnexcannpoBcka”’,
Karenpa nepmaronorus u Beneponorus, I knunuka

PE3VIITATH:

LenTta Ha Mpoy4YBaHETO € Jja ce OlleHU eEKTUBHOCTTA HAa M3MOJI3BaHEe HA MUHUMAITHH TPaHUIH 3
MM TIpU E€KCIIM3Us Ha 3JI0Ka4YECTBEHH HEMEIAaHOMHH KOXXHH TYMOPH B 3aBUCHMOCT OT IPENBAPUTEIHO
OIIpe/ielisiHe HA TYMOPHUTE TPaHUIH ¢ (OTOTUHAMUYHA JTUArHO3a.

105 mamnueHTy ca MOJI0KEH! Ha OIEpPaTHBHO JIEUEHHE Ype3 eKCLM3HUA B MUHUMAJIHU TPaHULIN B
31paBo 3 MM, KaTo npu 45 OT TAX € MpoBeAeHa npegonepaTiBHa GoToIMHaAMUYHA Auarnosa. [Ipu Bcuuku
MAIMEHTH XUCTOJIOTUYHO CE€ KOHTPOJINPAT PE3CKIIUOHHUTE JTHHHH.

ITomyuenute pe3yiTaTtd OT OMUCATETHHS CTATHUCTUYECKH aHAJIM3 Ha JaHHWTE Ha W3Cie/[BaHaTa
nomynanus ot 105 mamuenTn mokassa, e 56.2% ca mexe (n=59) u 43.8% ca xeHu (n=46) Ha BB3paCT
mexay 27 u 91 rogunu, cpeaHo 69 ronunu. Cnes XUCTONOTMYEH KOHTPOJ HA PE3EKLMOHHUTE JIMHUU B
rpynarta namnveHTH ¢ (GOTOJMHAMUYHA JUarHo3a ce ycraHopsBaT 93.3% HeratwBHUM TrpaHuiu (n=42) u
6.7% mno3utuBHU TpaHUIM (n=3). Pe3eknMOHHWTE NWHUW TIpH TAIHEHTUTe O0e3 MpeIBapUTETHO
oTIpe/ieNIieH: TpaHuIM ¢ (poToaMHaAMUYHA IuarHo3a ca HeratuBHA B 91.7% (n=55) u no3utuBau B 8.3%
(n=5) ot ciyuaure. Paznukara B moydeHHUTE pe3yiITaTH He € cTaTucTHyecku 3Hauuma — p=0.527. Camo
ymmepatuBansit BCC ¢ ¢orogmHamMudHa IuarHo3a jJaBa IMO3WTHBHH TPAHUIM HA XHUCTOJIOTHUYHOTO
M3CIe/IBaHe, KaTO OTKpUTATa pa3iiuKa € cTatuctuiecku 3Haunma (p < 0.05).

Hpez[or[epaTI/IBHaTa (l)OTO}_'[I/IHaMI/I"IHa AWarHo3a HE MOXKE J1a CC MU3M0JI3Ba KaTO CUTYPCH MCTO/ 3a
OIpPEACIAHEC HAa TYMOPHUTE I'paHUIU IIPU YILCPATUBHUA BapUaHT Ha HEMCJIAHOMCEH KOXXCH KapUIHWHOM.
HCO6XOZII/IMO € MOo-HaTaTbhbIlIHA OLICHKA HAa PAAMKAJIHOCTTAa Ha €KCHU3HA C (1)OTOIII/IHaMI/I‘IHa Juar"osa 4pes3
MPOBCIKAAHEC Ha IIPOYUBAHUS, ITPU KOUTO CC UBKJIFOUBAT YJILCPATUBHUTC BAPUAHTHU Ha KOXHHUA KAPLIUHOM.

Hayunuam omuem e npuem cvc caeonume oyenxku no ckarama Ha Cvgema no mMeOuyuHcKa
nayxa: 3AJOBOJIMTEIIHA - 3a uzevpuwenama uayunousciedosamencka oeunocm, /[OBPA - 3a
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NpUHOCA HA NOLyYeHume pesyamamu 3a ogopmane Ha oucepmayuontus mpyo, 3A/JOBOJIUTE/IHA -
34 NPUHOCA HA Peanu3Upanama paspadbomxa 6bpxy npoyeca Ha N0O20MOSKAMa Ha OOKMOPAHMA.

2.2. loroBop Ne 5-71/2007 r. ua MY — Codus
HAYUYHO HAITPABJIEHHUE: Koxa. Hoeu metoau. OxoitHa cpena: oomu 1 mpodecHoHaTHN (hakTopu

TEMA HA MU3CJIEJOBATEJCKHUS MPOEKT: [Ipodecnonanen ageprudeH KOHTAKTEH NEPMaTHT
KBbM KO3METHYHH cpelcTBa. KiIMHUKO-eKCIepuMEHTaIHN IPOyYBaHUs 3a POJATa Ha Ipara Ha UpUTaLus
IIPY KOHTAKTHATa CBPbX4yBCTBUTETHOCT

MEPUO/ HA ®UHAHCOBA IOJIKPEIIA: 2007 .
BOJIEIL] U3CJIEJJOBATEJ JIOKTOPAHT):

e JI-p PasBurop bopucnaBoB /IbpiieHCKHM, 3auMCi€H 3a PEOOBEH IOKTOPAHT ChC 3amoBel] Ha
Pextopa Ne P-276/13.03.2006 r. B Meanumacku daxynrer, Meauunacku yHUBepcuteT — Codus,
Karenpa o aepmaronorus u seneposorus; 0yi. Cs. I'. Codumiicku 1, 1431 Codusi.

HAYYEH PBKOBOAUTEJ HA BOAELIMA U3CJTEJOBATEJ (1OKTOPAHT):

e IIpod. n-p Hukomaii KoncrantmaoB Ilamkos, am, amu, Kareapa mo pepmaronorus u
BeHepoyorus. Menutmacku dakynteT, MeaunnHckn yauBepcuteT — Codust.

AJIPEC 3A KOHTAKTHU HA BOJAEIUA U3CJIEJOBATEJI (AOKTOPAHT): Karegpa mno
JepMaToJioTusl U BeHepoJorus, MeauuuHcku dakynrer, Menunuacku yauBepcuter — Codust, Oyn. Cs.
I'. Codmiicku 1, 1431 Codust; mobuien: +359 899 835 332, e-mail: darlenski@abv.bg

BA3OBA OPIrAHM3ALIUA 3A U3IBJJHEHUE HA INPOEKTA: Karenpa mo nepmartonorust
BeHepoorust, MemunuHcku Gakynret, Meaunuacku yauBepcuteT — Codust; Kiimarka mo nepmatonorus
u Bereposorusi, MBAJI “Anekcanaposcka” EAJL, 6yn. Cs. I'. Coduticku 1, 1431 Codust

PE3VYIJITATH:

Enna ot puckoBute npodecun ca pazBUTHE Ha MPOPECHOHANEH AIEpPrHueH KOHTAKTeH JIEPMaTHT
ca ko3Mmeruiu. KirodoBa posnsi 3a BB3HMKBAHETO HA KOHTAKTHATa CBPBXUYBCTBUTEIHOCT UIpae
HapyLIEHUETO Ha KO)KHAaTa Oapuepa 1o JeHCTBUETO HA UPUTHPALIH CYOCTaHIINH.

OcHoOBHaTa yen Ha MPOYYBAHETO € Ja C€ ONpeAeNd NparbT Ha uUpuTalMs (MHAMBUAyallHaTa
YYBCTBUTEJIHOCT KbM JIEHCTBHETO Ha MPUTAHTH) U BPb3KaTa My C KOHTAaKTHaTa CBPbXUYBCTBHUTEIHOCT
npu NpodeCHOHATHN KO3METHLIH.

Mamepuanu u memoou: OmpenensHe Ha Ipara Ha UPUTALKS OCPEACTBOM 4-4acOBO OKIIy3UBHO
NPWIOKEHWE Ha MOJICIIHUSI HMPHUTAHT, HATpUEB Jaypwa cyindar, W OTYUTaHE Ha Hal-Majikara
KOHIIGHTPAIMsI, KbM KOSTO MHIUBHIBT pearupa ¢ epureM Ha 24-us yac. OOEKTUBHO OTYMTAHE Ha Tpara
Ha Jpa3HEHE C€ OCBHIIECTBSBA Ype3 HMHCTPYMEHTAIHOTO HM3MEPBAHE Ha TpaHCENUIEpMalHaTa BOJHA
3aryoa (TEB3) or TtectyBaHuTEe KOXHM 30HH. KOHTakTHaTta CBPBXUYBCTBUTEIHOCT CE€ OIpeness
MIOCPEACTBOM EMUKYTaHHO TEeCTyBaHE M OTYMTAHE Ha pe3yliTaTa Ha BTOPUS W TPETHA [EH Ciel
MIPWJIOKEHUETO Ha aJeprexa.

Pesynmamu: TlpodecroHamHuTe KO3METUIH, IPU KOUTO CE€ OTKPHBA IMOJIOXKHUTEIHA EMHUKyTaHHA
aJeprojoruyHa npoba ca ¢ IO-HUCBK Ipar Ha HUPUTALUS Ha KOXKaTa, CHOPSAMO JOOPOBOJILUTE C
oTpunarenHa peakuusa. CTaTUCTHUECKH 3HAYMMa pa3ihKa ce ycTaHOBH mnpu m3MmepBane Ha TEB3 or
MIOJIOXKUTENIHA U OTPULIATEIHA PEaKLys IIPU IIpara Ha UpUTaLUs.
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3axnouenue: Tlonydennre pe3yiaTaTd JOIPHHACAT 32 YTBBPXKIaBaHE HA CXBAIAHETO 32 POJISTA
Ha KO)XKHAaTa UpUTAIUS B MaToreHe3ara Ha KOHTakTHara aneprus. Onpenensaero Ha TEB3 mocpenctsom
METOJI ¢ OTBOPEHA KaMmepa NpE/CTaBIsiBa CHUTYPSH U OOCKTHBEH METOJ 3a ONpeCiisHe Ha Ipara Ha
HApUTAITHSL.

HAYYHHU ITYBJINKALINU:

e Jlvpnencku P., BykoB M., llankoB H. /lpae ha upumayus u Konmakmua c8pvxuy8cmeumensnocm
npu npogpecuonannu kosmemuyu. Journal of Clinical Medicine, 2009; 2 — nanena 3a neyar.

HAYYHH ITPOSIBU:

e Darlenski R., Tsankov N. The role of irritant threshold in allergic sensitization amongst
professional cosmeticians. XXVIII EAACI Congress (Esponeiicka akademus RO alep2oio2us u
Kkaunuuna umyHnonozus), Bapmaga, ITomma, 2009, 6-10 rorn (Submitted).

Hayunuam omuem e npuem cvc creonume oyenku no ckanama na Cveema no mMeouyuncka
nayka: BUCOKA - 3a uzgvpuwienama Hayunouscredosamescka oetnocm;, BUCOKA - 3a npunoca na
nonyuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo;, BUCOKA - 3a npunoca na
peanusupanama paspaboma 8bpXy npoyeca Ha noo20moeKama Ha 00KMOpanma.

2.3. Jlorosop Ne 6-/1/2006 r. na MY — Codust
HAYYHO HAITPABJIEHUE: [THC. HeBpoHayku u oBeA€HHE

TEMA HA U3CJIIEJOBATEJICKUS ITPOEKT: HacransBaHe u npekpaTsiBaHe Ha 3abDKUTEITHOTO
JiedeHre NP IICUXUYHO OOJHUTE — OIICHKA Ha PHCKa OT OMACHO MOBEJCHUE

MEPUOJI HA ®UHAHCOBA MOJIKPEMA: 2006 .
BOJIEI] U3CJIEJTOBATEJ (JIOKTOPAHT):

e JI-p PamocnaB Anexcanapos boprcos, 3auncieH 3a peI0BEH JIOKTOPAHT ChC 3amoBea Ha Pektopa
Ne p-1107/20.10.04 r. npu Menuuuucku Qakynretr, Katenpa mo ncuxuarpus, KnuHuka 1o
cpaeOHa ncuxuarpus u ncuxonorusi, YCBAJIHIT “Ce. Haym” EAJl, 1113 Codus, Oym.
Hapurpancko moce — 4 xwm, yi. JI-p JIroben Pyces 1.

HAYYEH PbKOBOJUTEJ HA BOJELUSI U3CJEJOBATEJ (IOKTOPAHT):

e Jlon. n-p Bmagmmup Tomopor Bemunos, nm, Karenpa mo mcuxuarpus, Kimauka mo chieOHa
ncuxuarpus U ncuxomyorus, Y CBAJIHII “Cs. Haym” EAJl, 1113 Codus, 6yn. Lapurpaacko
moce — 4 kwm, yi. JI-p JIroben Pyces 1.

AJPEC 3A KOHTAKTHU HA BOJAELIUA U3CJTEJOBATEJ (10KTOPAHT): YCBAJIHIT “Cs.
Haym” EAJl, 1113 Codus, Oyn. Ilapurpaacko moce — 4 kM, yi. J-p Jlroden PyceB 1; ciyxeOen
tenedon: +359 2 970 22 75

BA30OBA OPI'AHU3AIUA 3A UBITBJIHEHUE HA ITPOEKTA: Meaumuacku ®@akynrer, Katenpa
o nicuxuarpusi, Y CBAJIH “Ce. Haym”, Kiinnuka 1o ¢bieOHa ICMXUaTpus U ChleOHa ricuxosorus, 1113
Codwmus, Oyn.Ilapurpancko moce — 4 km, yn. [I-p Jlrooen Pyces 1

PE3VYIITATH:

Pesynratute OT HACTOSIIETO MPOy4YBaHE HEJIBYCMHUCIEHO codaT mu3odpeHusTa (0coOeHO
dopMUTE TPOTHYAIM C MMApaTHUMHSA, [APAIOTHSA, WMITYJICUBHOCT, TIApaHOS W HMIEPATUBHU
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XaIFOIMHAITIN), KaTo MpeobiaiaBaina 0oJecTHa eIMHAIA CpeJl HACTAHEHUTE Ha 33 bJDKUTEITHO JICUCHHE
nareHTd. OT ocobeHo 3HaueHWe ca M JIMIcaTa Ha aJeKBaTHO JIeUeHHWE, KaKTO M aHaMHe3aTa 3a
W3BBPIICHA B MHHAJIOTO OINAacHW jeiictBus. Ho Beopeku ToBa, 0€3 Ja ce TOIICHSBA pOJIATA Ha
TICUXOMATOJIOTHATA ¥ CBBP3aHHUTE C HEs MPOMEHU B MOBEICHHETO, M3MJICKA Ye BCE TaK TPU CIHAKBU
JIMAarHO3W M OJIM3KH OOJNIECTHH XapaKTePHCTUKU, OCHOBHOTO KOETO pa3linuaBa JTOOPOBOJHO JIEKYBAIUTE
ce MalMeHTH OT Te3W HaCTaHEeHH ¢ mpoueaypa no 33 e counanHara nogkpena u cTaduiHocT. ConuamIHoTo
(YHKIMOHUpaHE € U3pa3 W pe3yNTaT Ha EIMHCTBOTO HAa BCHYKH (DAKTOpU OTpassBaild OWO-TICHXO-
COITMAITHYSI MOJIENI Ha MpPEJCTaBSHE HA MAIlMEeHTa W JiaBa Hal-CHMHTE3UpaHa IpEJCTaBa 3a TOBa Kak
KOHKpETHaTa 0OJIeCT ce OTpa3siBa Ha KOHKPETHHS MHIWBUJ, HOCUTE] Ha KOHKPETHH XapaKTEPUCTUKU B
KOHKPETCH TIepUOJl OT XXUBOTA My. BeposITHO Mopajy JuIcaTa Ha aJieKBaTHA CHUCTEMa 3a COILMATHA
MOMOII HA XOpaTta ¢ MCUXUYHHU NpobiieMu B Bbiarapus, ceMelicTBOTO ce OKa3Ba Ha MPAKTHKA HE CaMo
OCHOBHATA, HO € U €IUHCTBEHATA 32 TAX MOJKPEIIIa ColMaaHa CTPYKTypa. AKO CEMEHCTBOTO € “3/1paBo”
MPOTHO3aTa Ha TE3W MAIUCHTH € 3HAYMTEIHO MM0-100pa U BEPOSTHOCTHA Ja MOMA HAT Ha 33 IbJKUTEITHO
JICUEHHE € MO-MalTka.

HAYYHH ITPOSIBU:

*C pesynTaTd OT HacTosllaTra pa3paboTKa aBTOPBHT € ydacTBal B CHMIIO3WYM IIOCBETEH Ha ChlIeOHAaTa
NCUXUATPUS HAa MEXIYyHApOAHHUS KOHIPEC Ha CBETOBHATA IICMXMATPUYHA AacolMalsl NPOBEICH B
Ucranbymn, Typuus u ¢ moctep mpe3eHTanus Ha 9-Ta MeXayHapoaHa cpema Ha EBponeiickus Kojex 1o
HeBpo-nicuxodapmakonorust, Codust, briarapus

e Borisov R. Risk assessment in psychiatry. Word Psychiatric Association International Congress,
Istanbul Turkey 15 July 2006, 133;

e Borisov. R., Kirilov G. An open-label comparative efficacy study of clozapine and haloperidol in
voluntary and compulsory hospitalised schizophrenic patients. 9" ECNP Regional Meeting,
Sofia, Bulgaria, 29 April 2007.

Hayunusm omuem e npuem cwvc crnednume oyenku no cxkairama Ha Cveema no mMeouyuncka
nayka: JIOBPA - 3a uzgvpuwenama Hayyrouzciedosamencka oetnocm; BUCOKA - 3a npumoca na
noiyuenume pesyaimamu 3a ogopmane Ha Oucepmayuonnus mpyo, BUCOKA - 3a npumoca Ha
peanusupanama pazpaboma 8bpxXy npoyeca Ha noo20moeKkama Ha 00KMopanma.

2.4. loroBop Ne 13-J1/2006 r. na MY — Codusi
HAYYHO HAITPABJIEHHUE: ITHC. HeBponayku u noeejienne. buoxumus. Merabonuzbm

TEMA HA MU3CIEJOBATEJICKUSA HNPOEKT: Uscnensane Ha Iia3MeHaTa KOHIIGHTpaIlvs Ha
XOMOIIMCTEWH TNpH narnueHTd ¢ [lapkuHCOHOBa 0OJIecT JIGKYBaHU C JIEBOJIONA U MPU TAaKHBa, JIEKYBAaHU C
IPYTH MEIUKaMEHTH

HEPUOJ HA ®PUHAHCOBA ITOJAKPEIIA: 2006 r.
BOJEII U3CJIEJOBATEJI (10KTOPAHT):

e JI-p Autonus TogopoBa TomopoBa, 3auncieHa 3a peJOBeH TOKTOPAHT ChC 3amoBe] Ha Pexropa
Ne 875/2003 r. B Kareapa no Hesposorust kbM Meauuuacku @axynret, MY — Codust, CBAJIHIT
“Cs. Haym”, 11 HeBponornuna Kinanka.

HAYYEH PBKOBOJAUTEJ HA BOAEIIUSA N3CJIEJOBATEJ (IOKTOPAHT):

e [Ipod. n-p Usan I'ocionunoB MunanoB, amH, M3nbenautenen aupekrop Ha YCBAJIHII “Cs.
Haym” EA/L, yn. JIio6en Pyces 1, 1113 Codus.
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AJIPEC 3A KOHTAKTHU HA BOJAEIIUS U3CJIEJOBATEJ (IOKTOPAHT): III Heposnoruyna
Kmmnanka, CBAJIHIT “Cs. Haym”, yn. JIto6en Pyces 1, 1113 Codus, Ten: +359 2 970 22 04

BA3OBA OPI'AHU3ALUA 3A U3INBJHEHHUE HA IIPOEKTA: Karenpa mo Hespomorus,
CBAJIHII “Cs. Haym”, Il HeBponormuna Knmnanka

PE3YJITATMU:

XI/IHerOMOHI/ICTCI/IHCMI/IﬂTa € PUCKOB (baKTOp, BOJCH] A0 CBHAOBH 3a6OJ'I$IBaHI/I}I, KOIrHUTUBHU
HapymeHusa U ACMCHIIUA. IloBuIIeHOTO HHMBO Ha XOMOIIMCTEHH C€ cpfura 4€CTO IpH IMauCHTHU C
HapKI/IHCOHOBa 60J'I€CT, KaTto TOBa € CBBP3aHO C MeTaboau3Ma Ha JIEBOIOIIA, OCHOBHOTO JIEKApCTBO,
M3II0JI3BAHO 3a JIEUeHHe Ha 00JIecTTa.

B To3u mpoekrt, upe3 high performance liquid chromatography, m3cnenBaxme TmazmeHaTta
KOHIIEHTPALsI HA XOMOLIMCTEHH B KPBbBTA Ha TpH rpynu 60nHuU ¢ [lapkuHCOHOBa 00JIeCT - HE JIEKyBaHH €
JIeBOJIONA, JIEKYBaHU C JIEBOJOMNA 70 5 TOAMHHU U jJekyBaHU 10 M moBeue TOAMHHU, KaKTO M Ha rpymna oT
3paBu KOHTpoH. bsxa uzcneaBanu oomio 128 6omuu 1 30 koHTpou. Kato "acT oT u3cieBaHETO HIKOU
oT OONMHHUTE C BHCOKAa KOHIICHTPALUsl HAa XOMOLMCTEHMH Osixa jJeKkyBaHM ¢ BuTaMuH B12 u Qonuena
KHCEJIMHA U B IIOCIEACTBIE XOMOLMCTENHBT UM O€ U3MEPEH OBTOPHO.

Hamero npoy4sane mokasa, ye manuenture ¢ [lapkuHcoHOBa OoiiecT, JIKyBaHU C JIEBOJOIA,
0COOCHO B HAYalOTO HA JICYCHHETO HMAT IMO-BUCOKH KOHLEHTPAMM Ha IUIa3MEHHS XOMOLMCTCHH
OTKOJIKOTO 3/IpaBH KOHTPOJH M HeNeKyBaHU OonmHu. ToBa yBelqMueHHE Ce JBJDKM KaKTO Ha JICBOJIOMA
TepamusTa, Taka U Ha camara Oonect. [Ipu pa3znensHe Ha GOJHUTE TIO BB3PACTOBH TPYIH ce HAOIIOAaBa
yBeJMUCHHE HAa XOMOIMCTEHHA BB BCUUKH Tpynu O0MHH Haja 75 roauiiHa Bb3pacT. He ce oTkpu sicHO
u3pa3eHa 3aBUCHMOCT MEXAY IUIa3MeHaTa KOHLCHTpAlMs Ha XOMOLMCTEHH OT eIHa CTpaHa |
NPOABIDKUTEIHOCTTA HA TPUEM M JHEBHATA J103a HA JIEBOJOINA OT Jpyra. YCTaHOBH Ce, 4Ye NPUEMBT Ha
BHUCOKH 103U (I)OHI/ICBa KHCeINHa U BUTaMuH B12 HaMmansaBa HUBOTO Ha XOMOIMCTCHH B KPbBTAa U MOXKE J1a
Hpeasy OT Pa3BUTHETO HA ChIOBH 3a00JsIBaHNS, KOTHUTUBHU HAPYLICHHS U ISMEHIHS, 10 KOUTO BOAU
XUIEepXoMoLUcTenHeMusiTa. ToBa TpsOBa 1a ce HMMa MNPeABUA MNPHU JICYCHHE HA TAlHEHTH C
[TapkuHcOoHOBa 0OJIECT, C IIEJl TPEIOTBpATSIBaHE HA YBEJIMYECHHETO Ha XOMOIMCTEMH B KpPBBTa MU
N0/100psIBaHE TIXHOTO Ka4eCTBO HA KHBOT.

HAYYHH ITPOSIBU:

o TomopoBa A. Xunepxomoyucmeunemuss u Ilapxunconosa 6onecm. Btopa bwiarapo-CpsOcka
Hesponoruuna cpemia, bancko, bearapus, 9-11 FOuu 2006

Hayunusm omuem e npuem cwvc crnednume oyenku no cxkairama Ha Cveema no mMeouyuncka
nayka: BUCOKA - 3a uzgvpuwienama Hayunouscredosamesncka oeunocm;, BUCOKA - 3a npunoca na
nonyyenume pezyamamu 3a ogopmane ua oucepmayuonnus mpyo;, BHCOKA - 3a mnpunoca mua
peanusupanama pazpaboma 8bpxXy npoyeca Ha noo20moeKama Ha 00KMopanma.

2.5. Jorosop Ne 10-1/2007 r. ua MY — Codus
HAYUYHO HAITPABJIEHHUE: [THC. HeBponayku u TIOBeICHHE

TEMA HA MH3CIEJAOBATEJICKUSA IPOEKT: Hapymenus B TMOCTypadHHS KOHTPOJI W
M3ITBIHCHUETO Ha MEHTAJIHA 3aja4a MPU MalUeHTH C mnepudepHa BecTuOynapHa NMUCHYHKIMSI ¢ U 0e3
MICUXUATPUYHU aOHOPMHOCTH

HEPUOJA HA ®PUHAHCOBA IIOJAKPEIIA: 2007 T.
BOJEII U3CJIEJOBATEJ (1I0KTOPAHT):
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e Cnacka OmneroBa ['eoprueBa — JKocToBa, 3aumciieHa 3a PEJOBEH IOKTOPAHT ChC 3alloBel Ha
Pektopa Ne P-274/13.03.2006 r., Menuuuncku dakynrer, Karempa mno Hesposorus,
YHuBepcuteTcka O00NHMIIA 32 aKTHBHO JieueHue o Herponorus u [lcuxuarpus ,,CBeru Haym”
EA/L, yn. Jlro6en Pyces 1, Cextop o OTOHEBPOIOTHSL.

HAYYEH PBKOBOJAUTEJI HA BOJAEIIUSA U3CJIEJOBATEJ (10KTOPAHT):
e [Ipod. n-p Orasa Usanos Kones, mvu, CBAJIHII ,,CB. Haym™.

AJIPEC 3A KOHTAKTU HA BOJAEIUA U3CIEJOBATEJ (IOKTOPAHT): YHuBepcuteTcKa
OonHuIa 3a akTHBHO Jedenue no Hesponorus u [cuxuarpus ,,Ceetn Haym™” EAJL, yn. JlioGen Pyces 1,
CexTop 1o OtoneBposorus, Ten.: +359 2 9702 142

BA30OBA OPT'AHU3ALIUA 3A UBITBJIHEHUE HA ITPOEKTA: Menununcku ¢akynter, Katenpa
no Hepsuu Bonectn, YHuBepcutercka OonmHHIA 32 aKTUBHO JyedeHue mo Hewpomorus u Ilcuxmatpus
,»CBetn Haym™ EA/l, Cextop no OToHeBponorus

PE3VYJITATH:

Ilen: Upe3 uw3mbIHCHHME Ha JIBOMHA 3aja4ya NpH BeCTHOyJapHO OOJIHM TalMEeHTH ¢ U 0e3
NCUXUATPUIHHN a6HOpMHOCTI/I Ja C€ YCTaHOBYW HMBOTO Ha B3aHMOﬂCﬁCTHC MCXKAY NOCTypPAJIHUA KOHTPOJI U
MEHTaJIHAaTa aKTUBHOCT. I10 KaKbB HAYMH €MOI[MOHAIHUTE MPOLECH MOBIMSBAT KOTHUTHBHUS KalaIUuTeT
U TOJThP’KAHETO Ha 1103aTa, K JOMBbIHUTEIHO OrPaHHYaBaT OOIIMAT KaraluTeT Ha BHUMAHUETO W
B3aMMOJICUCTBUATA CA HA HUBO MPOLECU HA KOHKYPEHLUS.

Memoou: lloctypamHata crtabuiaHOCT Oemie oreneHa mnpu 30 mamueHTa c TepudepHa
BecTuOymapHa aucynkius 0e3 ncuxuarpuaan abHOpMHOCTH W 30 BecTnOyiapHO O0NHM ¢ 100aBeHU
MCUXUATPUYHH aOHOPMHOCTH, JOKATO TE CTOsXa ChC 3aTBOpEHH OYM Ha crabwiHa W HecTaOwiHA
mwiatpopma. M3mbiHEHHETO Ha MEHTAIHUTE 33Jadd CE OLEHH MO TOYHOCT Ha OTFOBOPHTE U
pEaKIMOHHUTE BPEMEHA, NPECTAaBIABAIIY 33/1a9M C HHCKO M BHCOKO HATOBapBaHE, IPOCTPAHCTBEHA H
HEINIPOCTPAHCTBEHA BepcHs. B3auMoaeiCTBHETO MEXIy MOCTYypPaJHUAT KOHTPOJ W H3IBIHEHUETO Ha
MEHTAJIHUTE 3a7a4yu Oellle OLIEHEHO, Upe3 CpPaBHABAHE HAa KOHTPOJIHUTE HUBA HAa OTIOBOp M OanaHC ¢
HHMBAaTa Ha €JIHOBPEMEHHO OallaHCHpaHe U pelIaBaHe Ha MEHTAIHU 3aJa4H.

Pezynmamu: C HapacTBaHe TPYAHOCTTa Ha OalaHCHUpaHe, PEaKIIMOHHUTE BpeMEHa W NPH JBaTa
TWMAa 3aJa4l — C HHUCKO W BHCOKO HAaTOBapBaHE IPOTPECHBHO C€ yBelW4YaBaxa M TOYHOCTTa B
W3IIBJIHEHUETO HaMalsBalle, BCUYKO TOBA MO-M3PAa3€HO NpU OOMHHUTE C ICUXHUATPUYHH AOHOPMHOCTH.
[HocTypamHuaT KOHTpOJ He Oelle ChIIECTBEHO MOBIHMSIH OT MEHTAJIHATa aKTUBHOCT M NPH JIBETE IPYIU
TAI[UEeHTH.

3axnouenue. Mallko BEpOATHO € B3aMMOJICHCTBHUETO B JBOMHATA 3a/Ja4a MEXIY MOCTYPATHUSAT
KOHTPOJI U MEHTAJTHATa aKTHBHOCT J1a c€ 00SCHU C KOHKYPEHIIV Ha HUBO TIPOCTPAHCTBEHH MPOIIECH, Th
KaTo HUBaTa Ha B3aUMOJICHCTBHE Ogxa MOMOOHU W IIPH JIBETE TPYIH MAIMEeHTH U TIPU J[BaTa BUJA 3a7adu
— MPOCTPAHCTBEHU U HempocTpaHcTBeHH. OCBEH TOBA, MPHU 33Ja4NTE C BUCOKO HATOBAPBAHE 1O BpEeMe Ha
OaaHCHpaHe TOYHOCTTA Ha OTTOBOPHTE 3HAYUTEIHO CE€ MOHWKH, KOETO HE MOXka Ja Obae O0SCHEHO C
B3aUMOJICHCTBHE HAa HUBO ABUTATENICH KOHTPOJ, Thi KAaTO HE C€ M3UCKBA JBUTATE]IHA aKTUBHOCT 3a
BB3MPOU3BEKIaHe Ha BepeH oTroBop. CiienoBaTeIHO, B3aUMOJICHCTBUETO MEXKTy MEHTaTHaTa aKTUBHOCT
U TIOCTYPATHUAT KOHTPOJI MOXE Jna OBbJae OOSCHEHO C OrpaHHYeHHE B OOMMAT KamaruTeT U ¢
MPONOPIIMOHAIHO HA BHUMAHUETO U3UCKBAHO OT JABETE 3aJaUU.

HAYYHU ITYBJIUKALIMU: Hama
HAYYHMU ITPOSABMU: Hama
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Hayunusm omuem e npuem cwvc creonume oyenxu no ckarama na Cveema no MeOuyuHcKa
nayka: JIOBPA - 3a uzévpuwenama Hayunousciedosamencka oetinocm; BUCOKA - 3a npumoca na
noxyyenume pezyamamu 3a ogopmane Ha OucepmayuonHus mpyo;, BUHCOKA - 3a npunoca wua
peanuzupanama papabomxa ¢bpxy npoyeca Ha no020mosKama Ha OOKMopaHma.

2.6. lorosop Ne 14-71/2007 r. ua MY — Codust
HAYYHO HAIIPABJIEHHE: IlepeOpoBackymnapHa cuctemMa

TEMA HA MU3CJIEAOBATEJICKHUS ITPOEKT: M3cnenBane Ha MO3bYHATa aBTO-PEryJalus HpU
6onnu ¢ [lapkuHcOHOBa OoMecT U Bpb3KaTa i ¢ TexecTTa Ha 3a00Js1BaHeTO U epekTa OT JIeueHHETO

MEPUO] HA ®UHAHCOBA ITOJKPEIA: 2007 r.
BOJIEI U3CJIEJOBATEJ (IOKTOPAHT):

o JI-p Credka I'eoprueBa MantapoBa — BhiikoBa, 3a4ncieHa 3a peIOBEH JOKTOPAHT ChC 3aIloBe]l
Ha Pexropa Ne P-273/ 13.03.2006 r., M®, Kartenpa no ueBposorusi, YBCAJIHIT “Cs. Haym”
EAJL, yn. Jlro6en Pyces 1.

HAYYEH PBKOBOJUTEJ HA BOAEIIUA N3CJIEJOBATEJ (IOKTOPAHT):

e Jlou. n-p Upena Bacunera Benuera, am, YCBAJIHII “Cs. Haym” EAJI, Bropa HeBponoruuna
KJIMHHKA.

AJIPEC 3A KOHTAKTHU HA BOAELIUSA U3CJIEJOBATEJ (IOKTOPAHT): YBCAJIHII “Cs.
Haym” EAJL, yn. Jlro6en Pyces 1, Bropa HeBposnornuHa kinHAKA, MoOwmiteH: +359 889 216 522

BA30BA OPTAHM3AINA 3A MBITBJIHEHUE HA ITPOEKTA: M®, Karenpa mo HeBpoiorus,
YBCAJIHII “Cs. Haym™ EA/]

PE3VYIJIITATH:

AcuMITOMHaTa OpPTOCTaTHYHA XWITOTOHHUS Ce€ AMarHocTuimpa npu okono 20% ot OomHUTE C
[TapxurconoBa 6omnect. T ce HabmrogaBa OIlle B PaHHUTE CTAIUW Ha 3a00JIIBAaHETO M HEHHATA YeCTOTa
HapacTBa C yBeJIMYaBaHE Ha MPOJBIDKUTEIHOCTTa U TEXKECTTa Ha 3a00JIIBaHETO, KAaTO JIOMBJIIHUTEICH
HeOnaronpusaTeH eeKT OKa3Ba v JICYCHUETO ¢ AaHTUITAPKUHCOHOBU METUKAMEHTH.

Huckure croiiHOCTM Ha HMHIEKCa Ha CHUMIIATHKOBarajgHa PEakTHMBHOCT B IIOKOH M cinaboTo My
HapacTBaHe NpY Pa3INYHA aBTOHOMHH TE€CTOBE MOTBBPK/1aBa HEBPOTCHHUS XapaKTep Ha OPTOCTaTHYHATA
XUMOTOHUS nipu 60HMTE OT 116,

HpH BCHYKH H3CJICABAHM OT HAC JIMIAa BI'bJIBT Ha (1)3,30BO HU3MCECTBAHC € C MOJIOKUTCIIHU CPEAHU
CTOP'IHOCTH, KaTO HE CC YCTAHOBABAT 3HAYUMU PA3JIUKU MEKIAY OoJIHUTE U KOHTPOJIUTE.

HAYYHU ITYBJIUKAIMU: e
HAYYHHU ITPOSIBU:

e Benuesa U., lumurpos H., Manraposa C. u ap. HUscredsane na asmonomuusa 6aianc npu HAKOU
HeBPON02UYHY 3a00IAGAHUA, YPe3 AHANU3 HA 6APUAOUTHOCMING HA CbPOEUHAmA Yecmoma. 5-Ta
Hay4yHa KoHQpepeHnus Ha Atnanto— EBpo— CpemmzemHomopcka Akanemus. Codusi, benrapus,
13.12. 2008.

Hayunuam omuem e npuem cvc creonume oyenxu no ckaiama wa Cveema no MeOUYUHCKa
nayxa: [JOBPA - 3a usevpuwenama uayynouscieoosamencka oetnocm, BUCOKA - 3a npumoca Hna
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noiyueHume pesyaimamu 3a ogopmane Ha Oucepmayuonnus mpyo;, BUCOKA - 3a npumoca Ha
peanuzupanama paspabomxa 8bpxy npoyeca Ha no020moeKama Ha OOKMOpPaHma.

2.7. loroBop Ne 4-71/2006 r. Ha MY — Codus
HAYUYHO HAITPABJIEHHUE: bpemeHHOCT U (heTATHO pa3BUTHE

TEMA HA M3CJIEJOBATEJICKHUS ITPOEKT: Hapymenoto paBHOBecHE BBB BiarajluilHaTa
OmoIeHo3a — omnpeaensny (akTop 3a pa3BUTHE Ha acICHACHTHA BhTpeMaTouHa WH(MEKIHS 10 BpeMe Ha
OpeMEeHHOCT

MEPUO/] HA ®UHAHCOBA IOJIKPEIIA: 2006 .
BOJIEIL] U3CJIEJJOBATEJ (JIOKTOPAHT):

e J[-p Anna CeerocnaBoBa MbceBa, 3aUnCiICHA 32 PEJOBEH TOKTOPAHT Che 3anmoBea Ha Pektopa Ne
P-25/15.01.2003 r., Meaunmucku dakynarer, Karenpa “AxymrepctBo u runekonorus”, CBAJIAT
“Maitune noM”, Poauana 3ama.

HAYYEH PBKOBOJAUTEJI HA BOAEIUSA N3CJIEJOBATEJ (1IOKTOPAHT):

e IIpod. n-p Anren Huxomor HumwurpoB, nvH, Hawamauk Pogwmmna 3ama, CBAJIAD “Maiiunn
oM.

AJIPEC 3A KOHTAKTHU HA BOJEIIUSA M3CJIEIOBATEJI (IOKTOPAHT): CBAJIAT
“Maitunn nom”, Pommnna 3anma, 1431 Codwus, yn. 3apase 2; Ttenm.: +359 2 9172 339; moOwien:
+359 898 943 673

BA30OBA OPTAHU3AIUSA 3A UBIIBJIHEHUE HA ITPOEKTA: Menunuacku dakynter, Karenpa
o AxkymepctBo u runekosorus, CbAJIAT “Maituun qom™

PE3VYIJIITATH:

[IpoBeneHOTO MpoOyYBaHEe € MPOCIEKTUBHO, 0OXBala nepuos ot 1 roguHa u 4 mecena, ¢ 00EKT
MPEeITEPMUHHO paXKAaluTe ManueHTku. llenta Ha npoyyBaHETO € Ja OIEHM CHCTOSHHETO Ha
BJIArajIMIIHATa E€KOCHCTEMA: JIAKTOOAIMIHA KOJIOHM3AalMs M IAaTOr€HHO MOCENsBaHe U Jia MOThPCH
Bpb3KaTa UM C pa3BUTHETO Ha aCIIEHACHTHA BbTpeMaToYHa HH(eKuus u npearepMuHuo paxaane (I1TP).

B wm3cnenBanara rpyma ca BKIIOYEHH 88 MAlMEHTKH, pakKAalld NMPEATEPMHHHO CHC 3ara3eH
okoyoriogeH Mexyp (30M) wium ¢ TpexaeBpeMeHHO MyKHAT okojomiogen wmexyp (IITIOM).
KonTponnara rpyma ce cbcrom OT 51 MAalMeHTKH HAa TEPMUH, PaKAaIld 4pe3 eJIEKTHBHO IIe3apOBO
ceyenue, 0e3 naHHM 3a nHpeknus. HoBopoaeHuTe oT ABETe TPyNH ChIIO OsIxa HAOII01aBaHu.

IIpu npoyuBaHeTo Osixa M3CIEIBaHU: BIarajluilleH CEKpeT, OKOJOIUIOJHA TE€YHOCT U CEpyM OT
Maiika W HOBOpOJieHO. ThpceHW Osxa ToKazaTend 3a HHQEKIHS: TOJOKUTETHH MHKPOOHOIOTHYHU
KyJnTypH; noBuiieH Opoii Lew.; C-peakTuBeH NpOTeWH U LUTOKMHM; KaTo oOIIO 3a M3CieABaHaTa rpymna
Oelie HAMEpPEeH BUCOK MPOIICHT Ha IOKa3aTelld 3a WHTpaaMHuanHa nHdpeknus — 32+33% B cpaBHEHHE C
KOHTpoJsiHata rpyna 6.8%.

ChCTOSHUETO Ha BJIATAJIMIIHATA OHMOIIEHO3a Oelie XapaKTeprU3upaHo Ype3 HATMIHUETO Ha MIICTHO-
KHcenu 0akTepuu, CrocOOHOCTTa MM Jia Mpou3Bexaar BojopojeH npekuc (H202) u upe3 oTkpuTHTE
MaTOreHHH IPUYHHUTEIH.

O6m10 3a oOcnenBaHaTa rpyma Oerie HaMepeHa HICKa YeCTOTa Ha KOJIOHU3AIINS C JIAKTOOAIHITH —
20,5%, B cpaBHenue ¢ koHtponHata rpyna — 100%. Ot mzonmupanure 11 manueHTKH ¢ JIaKTOOAIMITHA
KOJIOHH3aLus B moarpynara cb¢ 30M, npu 5 He Oemre oTkputo npousBoacTBo Ha H202. 3a moarpymnara ¢
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[MITOM mieqHO-KHCeNa KOJIOHU3aNK Oetlle HaMepeHa MpH 7 MalueHTKH, KaTo IpHu 2 HAMaIIe TPOAYKIHS
Ha BOJIOPOJICH MPEKUC. 3a KOHTPOJHATA rpymna oT 51 MOJIOKUTEIHU 33 JIAKTOOAIWIIN TAIlUCHTKH Tpu 2
nponykius Ha H202 He Oemie muarHoctuniupana. Te3n pe3ynTaTd OnpeeliaT JIIcaTa Ha BlIarajuIiHa
MJIEYHO-KHCETa KOJOHU3AIMs KaTo (akTop 3a MPEeATEpPMHUHHO PaKIaHE W IOCOYBAT MPOAYKLHMATA HA
BOJIOPOJICH MPEKHC KaTO Ba)XEH 3aIlINTEH MEXaHW3bM 32 MOIbp)KaHe Ha PAaBHOBECHE BHB BIIaraJIMIIHATA
eKocHucTeMa.

OTHOCHO KOJIOHHM3AIMATA Ha BIATAJHINETO ChC CTpenTokoku rpymna B (GBS) mpoyuBanero He
HaAMEpH CTATUCTUYECKH JOCTOBEPHA pa3linKa MEXKIy H3clelBaHaTa M KOHTPOJIHATa TIpyma, T.c.
CTpenTOKOKH rpyna B He mMorar ga Obaat onpenenchu karo npuunautenu Ha [ITP. HaGmonaBanus ot
HaC ciIydYail Ha [J- XeMOJIMTHYCH HEOHATAJICH CETICHUC, 3aBBPIIMI JICTATHO, TH MTOCTaBs Ha BAYKHO MSCTO B
JMArHOCTHYHO M TEPAIIEBTHYHO OTHOIICHUE.

[Tomyuenute pe3ydTaTu 3a BIArajuilHaTa KOJOHHU3ALUS C T€HUTAJIHW MMKOIUIa3MH CBIIO HE
MO0Ka3axa CTaTUCTHYECKU JOCTOBEpHA pa3fiuKa MeXIy JABETe I'pYNHUTE, BBIPEKH MOBeYe OT JBa IbTU
3apumieHaTa dectota B rpymata ¢ I[ITP. Cemecrsen 3a orOems3BaHe € (PakThT, 4e TMPH BCHYKH
MOJIOXKHUTEIHU 33 MMKOIUIa3Ma CiIydad Osixa HaMEpeHH M KO-TIaTOreHW. BeposTHO MpHCHCTBHETO MM
noreHuupa I/IH(I)CKHI/IO?;HI/ISI KaranuTeT Ha TCHUTAJITHUTEC MUKOIIJIa3MH.

HAYYHHU ITYBJINKALINU:

e JlumurpoB A., Mbcea A., lllonosa E., CroiikoBa B., PyceBa P., HukonoB A. Hugexyus c
Listeria monocytogenes no epeme Ha OpeMeHHOCM — CbBPeMeHHU acnekmu. AKyIIepcTBO U
runexonorus, 2007, vol.46, 8:22-25;

e Mmscepa A., lllonosa E., [lumutrpoB A., HukonoB A. Yuacmue na eenumannume Muxoniaszmu:
Ureaplasma Urealyticum u Mycoplasma Hominis ¢ npoyecume Ha npeOmepmuHHOmMo paxicoaHe.
AxymrepcTtBo u runekonorus, 2007, vol. 46 (mox nedar);

e Jlumutpos A., llonosa E., MbceBa A., JlykoBcku AH., Hukomnos A., JIazoB UB. Ompasicenue na
ungpexyus ¢ Listeria Monocytogenes 6vpxy opemennocmma. AKyepcTBo u runexosnorus, 2007,
vol. 46 (mox neyar).

HAYYHH ITPOSIBU:

e MmsceBa A., Hlonosa E., lumurpoB A., HukonoB A. Yuacmue na cenumannume MUuKoniaszmu:
Ureaplasma Urealyticum u Mycoplasma Hominis é npoyecume Ha npeomepmunHoOmo pasicoae.
XI-tu HannoHaneH KOHTpec Mo akyHIepcTBO M ruHekosorus, IlnoBaus, beiarapus, okromepu’
07; CoopHuK pe3tomera: cTp. 29;

e Jlumutpos A., Hlonosa E., MbceBa A., JlykoBcku AH., Hukomnos A., JIazoB UB. Ompadsicenue na
unghexyus ¢ Listeria Monocytogenes evpxy Opemennocmma. XI-tm HammoHaneH KoHrpec 1o
aKyIlepcTBo U ruHekosorus, [1nosaus, beiarapus, okromepu' 07; COOpHUK pe3toMeTa: cTp. 8.

Hayynusm omuem e npuem cwvc crednume oyenxu no cxairama na Cveéema no meouyuncka
nayka: BUCOKA - 3a uzsévpuwenama nayunouscreoogamencka oetinocm; BUHCOKA - 3a npunoca ua
noayuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo, BUHCOKA - 3a npunoca ha
peanuzupanama paspabomka bpxy npoyeca Ha N0020MoeKama Ha OOKMOpaHma.

2.8. loroBop Ne 8-71/2006 r. Ha MY — Codus
HAYYHO HAITPABJIEHUE: bpemerHOCT U (heTATHO pa3BUTHE
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TEMA HA HU3CJIIEJOBATEJICKUS IPOEKT: I'enntanaute WHPEKINA KaTO PUCKOB (aKTop 3a
MPEITEPMHUHHOTO paXKIaHe

HEPUOJ HA ®PUHAHCOBA ITOAKPEIIA: 2006 roauna
BOJELI U3CJELOBATEJ (IOKTOPAHT):

e JI-p Mapuna JlrobomrpoBa MuxoBa, 3a4HCIICHA 332 PEIOBEH MOKTOPAHT ChC 3amoBes Ha Pextopa
Ne P-1176/06.11.2004 r., Memunutcku ¢akynrer, Kareapa AKymiepcTBO U THHEKOJOTHS,
Knunuka “Maituun puck”.

HAYYEH PBKOBOJUTEJI HA BOJAEIIMSA U3CJIIEJOBATEJ (1OKTOPAHT):

o [IIpod. Crommen I'eoprmeB MBanoB, mMH, 3aBexman] Kimmawmka “Maiiunn puck”, CBAJIAT
“Maitann nom” EAJL, Codus, yn. 3apase 2.

AJPEC 3A KOHTAKTHU HA BOJIEHIUA U3CJIEJOBATEJ (JOKTOPAHT): CBAJIAT
“Maitunn nom” EAJl, Knunuka “Maiiumn puck”, Codus, yi. 3apase 2, ci. Tenedon: +359 2 9172 303

BA30OBA OPTAHU3AIUSA 3A UBITBJIHEHUE HA TPOEKTA: Memumacku dakynret, Karempa
o AxymepctBo u runekosorus, CBAJIAT “Maitunn nom™ EAJl, Knunuka “Maituns puck”

PE3VIITATH:

W3BBpIICHO € PeTPOCIEKTUBHO MpOy4yBaHe, oOXBamamo oomo 88 HUCKOPHUCKOBHU €THOIUIOAHU
OpeMeHHOCTH, OT KOUTO 48 MAIMEeHTKU ca POIWIA Ha TePMHUH, a pu 40 pakJaHETO € HACTHITHIIO MEXITY
24 u 37 r.c. [Ipu BcUUKM OPEMEHHH € OCBINECTBEHO M3CIEABaHE Ha I[EPBUKAJICH CEKPET 3a XJIAMUIUH
mocpeacTBoM AokazBane Ha crerudpuaan NK ¢parmentn ¢ PCR, kakTo U u3cieqBaHe Ha BIIArajUIICH
CeKpeT 3a ObaHamHa MHUKpodIopa.

C. trachomatis ce ycranoBsBa npu 5% (2/40) OT malMEeHTKUTE ¢ MPEATEPMHUHHO paXkKJaHe ¥ Npu
2.08% (1/48) oT keHUTE NOHOCWIM JO TEPMHUH. B Tpynara manueHTKH ¢ MPEATEPMUHHO pakJaHe MpH
15% (6/40) ce nzonupa OGakrepuanHa BaruHosa, B 12.5% (5/40) ce ycraHoBsBaT eHTepoKoku U B12.5%
(5/40)- crpenrrokoku rpyma B. Ilpu skeHn poawin Ha TepMUH OaKTepHalHa BarMHO3a CE€ YCTAHOBSBA MPH
6.25 % (3/48), enrepokoku ce uzonupar B 8.33% (4/48), a crpentokoku rpyna B B 4.17% (2/48) ot
ciydante. CTaTUCTUYECKH 3HAUUMH Pa3IUuMsi MEXIy JBETE IPYNU Ce YCTAHOBSBAT MO OTHOLICHHE Ha
HOCHTEJICTBO Ha CTPEeNTOKOKH rpyna b u 6akrepuanna Barumao3a (p< 0,05).

HeszaBucuMo ue He ce ycTaHOBSBA CHTHHU(PHKAHTHO TO- BHCOKA 4YECTOTa Ha XJIAMHUHHUTE
UHGEKIMH TPH NPEKIEBPEMEHHO paXKAaHe, H3CIEABAHETO 3a XJAMHIUM IIOCPEACTBOM BHCOKO-
ceun(pUUHN METOIM, 3a€IHO C M3CJIeIBAaHETO Ha OaHaIHa BIAralvilHa MUKpodIiopa € IpenopbUuTesieH
CKPHHUHTOB TECT MPU BCUYKH OpPEMEHHHU.

HAYYHU IIYBJIUMKALUUA:

e llepBukoBarnHaHUTE HHQEKIMH KaTO PUCKOB (PAaKTOp 3a MPEATEPMUHHOTO paXkiaHe (Ipuera 3a
revar B ci. AkymepcTBo u ['maekomorus, op. 9/2007).

HAYYHMU ITPOSIBU:

e MuxoBa M. u ap. []epsuxosacunarnume ungexyuu Kamo puckos ¢paxmop 3a npeomepmuHHOmMo
padicoane. X| HarpioHaneH KOHrpec Mo akymepcTBo W rmHekonorus, Ilmosaus, benrapus 11-
14.10.2007.

Hayunuam omuem e npuem cvc creonume oyenxu no cxaiama wa Cveema no MeOUYUHCKa
nayxa: BUCOKA - 3a uzevpuwenama nayunouszciedogamencka oetinocm;, BUCOKA - 3a npunoca na
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noiyueHume pesyaimamu 3a ogopmane Ha Oucepmayuonnus mpyo;, BUCOKA - 3a npumoca Ha
peanuzupanama paspabomxa 8bpxy npoyeca Ha no020moeKama Ha OOKMOpPaHma.

2.9. loroop Ne 11-J1/2006 r. na MY — Codusi
HAYUYHO HAITPABJIEHHUE: bpemeHHOCT U eTarHO pa3BuTHe. bruoxumms. MeTaboIn3bM.

TEMA HA HU3CIEJOBATEJICKUSA IMPOEKT: OnpenensiHe Ha TPOrHOCTUYHATa CTOMHOCT Ha
MIPOMEHUTE B CEPyMHHTE HUBA HA IUIAIICHTApPHUS PacTeXeH (haKTop, CHIOBHS EHAOTENCH DPaCTEeXeH
¢akrop u sFlt-1 pemenropa 3a pa3BuTHe Ha MPEEKIAMIICHS MTPH OpeMeHHU Mexay 18 u 24 recramuoHHa
ceaMHMIIA

MEPUO]L HA ®UHAHCOBA ITOJKPEIA: 2006 r.
BOJIEI U3CJIEJOBATEJ (IOKTOPAHT):

e JI-p Benera PamoctunoBa CToiikoBa, 3aurcieHa 3a peJOBEH JOKTOPAHT ChC 3amoBe Ha Pextopa
Ne P-880/26.11.2003 r., Meaunuucku ®akynrer, Karenpa nmo AkymepctBo u ['mHekosorus,
CBAJIAT “Maituun nom”, Knunuka “IloBurien maituun puck”.

HAYYEH PBKOBOJAUTEJI HA BOJAELIMSA U3CJIIEJOBATEJ (1OKTOPAHT):
e [Ipo¢. Croumen ['eoprueB UBanos, v, CBAJIAIL ,,Maituna nom”, Kiinauka ,,Maiiuus puck”.

AJIPEC 3A KOHTAKTHU HA BOJEIIUA HU3CIEJIOBATEJ (AOKTOPAHT): CBAJIAT
»Maitaun nom”, Kinuauka ,,Maitunn puck”, yi. 3npase 2, Ten.: +359 2 9172 394

BA30OBA OPTAHU3ALIUA 3A UBITBJIHEHUE HA INTPOEKTA: Menununcku ¢axynrer, Kateapa
no Axymepctso U I'unekonorusi, CBAJIAT “Maitunn nom”, Knunuka “TloBuiieH MaiiuuH puck’

PE3VYIJIITATH:

B npoyuBaneTo ca BriroueHu 43 OpeMeHHU Ha cpeiHa Bh3pacT 28.95+4.88 roaunu. Benuku ca
Mexay 18 u 24 r.c. Ha Bcuuku e HanpaBeHo J[OIiepoBo U3cieABaHE HA MATOYHHUTE apTEPUU U € B3eTa
KpbB 3a onpenensae Hupata Ha PIGF u sFlt;,

HBananecer opemennu (28.6%) ca ¢ HeOmaronpusTeH nepuHaraieH usxoa. Ot Tax 7 (16.6%) ca
pasBwin npeekiamicus cbe uian 6e3 UYPIL Tpu ca pomopaspemenu npenu 34 r.c. Umame 2 (4.7%)
ciyyast Ha m3onupana UYPIL, 2 (4.7%) untpayrepunHo 3aruHanu mioga u 1 (2.4%) aOpynumo Ha
wranenrata. Cpegante PIGF u sFlt; npu 12 OpeMeHHM ¢ HeONaronpusTeH MEpHHATAJICH HM3XOJ ca
170.49+109.84pg/ml u 153.21+£133.21pg/ml, mokaro mpum 3apaBute Te ca 129.7+112.48pg/ml u
135.28pg/ml (p>0.05). ITpu 14 (33.3%) ot Opemennure cpeauuar Rl e mo-Bucok ot 50us mepceHTHN 32
ChOTBETHATA recTaliMoHHa ceamMuiia (4yBCTBUT. Y 82%, 50%, 47% and 87% cwhorBeTHO). [lo0aBsiHETO Ha
nuBara Ha PIGF u sFlt; He momoOpsBar mporHocTHYHAaTa CTOMHOCT Ha caMOCTOSTENHOTO JloTuiepoBo
H3CIIeBaHE.

JlurepaTtypHHUTEe AaHHM 32 MPOTHOCTHYHATA CTOMHOCT HA PAaCTEXKHUTE (DAaKTOPH B MaTOreHe3ara
Ha TpeeKJIaMIIChATa ca TBbpAE MpoTHBOpeunBU. Hammre pe3ynraTty He TIOKa3BaT Bpb3Ka MEXKIy HUBATa
Ha Te3W CyOCTaHIMM W TNepUHaTalHus u3xof. lIpenmomarame, ye ToBa MOXKe OM € B pe3yiTar Ha
OTHOCHUTEITHO MaJIKUsi OpOM )KEHH, BKIIIOUEHH B MPOyYBaHeTo. JlaHHUTE HU NOTBBPXKIaBaT XUIIOTE3aTa 3a
momsara oT JlomiepoBOTO H3CIEABaHE HAa MATOYHWTE apTEepPUHM KAaTO HAASKIHU NPEAVKTOPH Ha
MIepUHATATHAS U3XO/I.

HAYYHU ITYBJIUKALINUA:
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e CroiixoBa B., UBanoB Cr., llonueBa A. Posis na pacmedicnume ¢haxmopu 6 pazsumuemo Ha
npeexiamncus. Axymepctso u ['uaexomorus 2007, kH. 7.

HAYYHU ITPOSIBU:

e Stoykova V., Ivanov St., Mazneikova V., Dimitrova V., Karagiozova Z., Tzontcheva A. Second
trimester PIGF and sFlt; levels and uterine arteries RI values as predictors of perinatal outcome.
World Congress of Perinatal Medicine, Florence, Italy 9-13 Sept. 2007;

e Stoykova V., lvanov S., Karagiozova Z., Dimitrova V. Tzontcheva A. Second trimester growth
factors levels and uterine arteries Rl values as predictors of adverse perinatal outcome. National
Congress of Obstetrics and Gynecology Plovdiv, Bulgaria, 11-14 Oct. 2007.

Hayunusm omuem e npuem cwvc crnednume oyenku no cxkaiama na Cveema no meouyuncka
nayka: OT/TH9HA - 3a uzévpuienama Hayurousciedosamencka oetinocm, BUCOKA - 3a npunoca na
nonyuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo;, BUCOKA - 3a npunoca na
peanusupanama pazpaboma 8bPpXy npoyeca Ha noo20moeKama Ha 00KMOpanma.

2.10. Torosop Ne 16-/1/2007 r. na MY — Codusi
HAYYHO HAINIPABJIEHME: [leTcku GosecTu

TEMA HA HM3CJIEJOBATEJICKHUA ITPOEKT: OnpenensHe Ha OUAarHOCTUYHA CTOMHOCT Ha
LUTOJIOTHYHOTO H3CJIEBaHE Ha XpadKa IpH Jela C XpOHUIHHU 3a00JsiBaHus Ha OenuTe podoBe

MEPUOJ HA ®UHAHCOBA TTOJKPEIIA: 2007 r.
BOJIEIL] M3CJIEJOBATEJ (IOKTOPAHT):

e JI-p I'eprana IlerpoBa CtosiHOBa, 3a4KCIICHA 3a PEAOBEH NOKTOPAHT ChC 3amoBen Ha PexTopa Ne
P-1283/18.11.2004 r.; MBAJI “AnekcanapoBcka”, JleTcka KiIMHHKA; MeTUITMHCKA Y HUBEPCUTET,
Karenpa o lercku 6omnectu — Codust; Oy, I'. Codumiicku 1, 1431 Codus.

HAYYEH PBKOBO/JUTEJI HA BOJAEIIUSA U3CJIEJOBATEJ (1OKTOPAHT):
e Jlom. n-p Ilenka Mnuesa Ilepenoscka, nm; Jletcka kimmanka, MBAJL ,, Anekcanaposcka”, Codust.

AJIPEC 3A KOHTAKTH HA BOJAEIIUA HN3CIEJOBATEJ (AOKTOPAHT): MBAJI
“AnekcanapoBcka’, Jlercka kinnuka; Menununcku YHuepeutet, Karenpa no gercku 6onectu, Codus,
oyn. I'. Codmiicku 1, 1431 Codus

BA3OBA OPTAHU3AIIUA 3A UM3IBJHEHUE HA TIPOEKTA: Karenpa Jlerckm Ooiectw,
Menunuacku dakynrer, [lercka kimauka, YMBAJL ,,AnexcanapoBcka’

PE3VYIJIITATH:

OnpenensHeTo Ha Ka4eCTBO Ha KUBOT, YCIIOPETHO ¢ (PYHKIIMOHATHO M3CIeIBaHe HA JUIIAHETO U
JIETailJTHa aHAMHEe3a € JAOMBIHUTENIEH 00CKTUBEH HHIUBUIYalIEH KpUTEPUH, IoiroMarai 1e()uHUPaHETO
HAa HOPMH 3a KIETHYHO IU(EpEHIMAIHO OpOeHe NMpH HW3CNeJBaHEe Ha Xpadka OT Jela ¢ XPOHWYHA
OeoapoOHa maToIoTHs.

LMTONOTHYHOTO HW3CIIEZIBAHE Ha Xpayka € aTpaBMaTHUYeH W JIECEH 3a NPUIOKECHHE METOH 3a
HaOJIIOJICHUE, TPOCICAsIBAaHE M OILEHKa Ha TEPAleBTHYHOTO IIOBEICHHUE NpPH Jelld C XPOHUYHU
OenoapoOHM 6oeCcTH.
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[IpeobagaBamara KiIeThbUHA MOMYJAMS MPH MAUEHTH ¢ MYKOBHUCHIINIO3a M OpOHXMEKTa3Ha
0ojecT ce ChCTOM OT HEeyTpo(uiaM, a Hal-XapakTepHHUS OeJier YCTaHOBEH IpH MAI[MeHTH C acTMa €
HaJIMYUe Ha €O3UHODUIIH.

Kononmzanusra ¢ Ps.aeruginosa € cBbp3aHO C MO-OBP3 MPOTrpec ¥ 3HAYMTEIHO BIONIABaHE HA
TTOKa3aTeIINTE 32 00MIOTO (PU3UIECKO CHCTOSHHE.

HanuuueTo Ha reHu 3a HEypoaMHHUIa3a € CBBPAHO C MO-TEKKa KIIMHUYHA KapTUHA U M0-0bp3a
MIpOTpecHs Ha OCHOBHOTO 3a00JISIBaHE TI0 OTHOIICHUE Ha 0€I0pOOHOTO 3acsATaHe.

CaMOOLICHKI/ITC 3a KQY€CTBOTO Ha JXUBOT IIPH PaA3JIMYHUTE XPOHUYHU 3a00IIIBaHUs CE pasian4yaBat
3HAYUTEIHO. ToBa Ce IBIIKHU HafI-BepOHTHO HE CaMO Ha Ppa3jIMIHOTO (1)I/I3I/I‘IGCKO CTpagaHuc, HO U Ha
conuaiHaTa noaxKpemna u pa36HpaHe 3a 336OHHB3H6TO, e(pCKTI/IBHOCTTa Ha TeparuATa U Nporuo3ara.

HAYYHHU ITYBJINMKALINU:

e Petrova G., Perenovska P., Ulevinov V. Local Immunity in Chronic Pulmonary Diseases in
children. Reprints from 13" International Congress of Immunology, 2007, pp 277-283;

o [IlerpoBa I'., IllomoBa C. Kauecmeo mna oicusom u ncuxuuHu npobaemu npu oeya ¢
Mykogucuyuoosza. Memuiuacku nipernen, 2007, 3:3-13;

e [lerpoBa I'., IlepenoBcka Il., CrpareBa T., MutoB U. [umonocuuno u muxpobuoso2uuno
uscnedsane Ha Xpauxka npu oeya ¢ XxpoHuuHu 6eio0poonu 3a601s16anus. beArapcku MeIUIMHCKA
xypHai, 2008, (mox eqar).

HAYYHU ITPOSIBU:

e Perenovska P., Petrova G., Ulevinov V. Local Immunity in Chronic Pulmonary Diseases in
children. 13" International Congress of Immunology, Rio de Janeiro, Brazil, 21-25 Aug 2007,

e Petrova G., Perenovska P., Strateva T., Mitov |. Sputum investigation in children with chronic
pulmonary diseases. World Asthma and COPD Forum, Dubai, UAE, 26-29 Apr 2008, p 46;

o [lerpora I'., CrpareBa T. [unamuunama kapmuna na MukpobuonocuuHama Giopa npu
nayuenmu ¢ mykosucyuoosa. IX Haunmonamna xoHdpepenius 3a OIJI u nemuatpu ¢
MeXyHapoaHo ydactue, CipHueB Opsr, bearapus, 23-25 maii 2008, ctp.48 (HarpagaeH nocrep
3a aKTyallHOCT).

Hayunusm omuem e npuem cwvc crednume oyenxu no cxairama na Cveéema no meouyumcka
nayka: OT/IHYHA - 3a uzévpuienama Hayunouscreoosamencka oetinocm, BUCOKA - 3a npunoca na
noayyenume pezyamamu 3a ogopmsHe Ha Oucepmayuonnus mpyo;, BHCOKA - 3a mnpunoca ua
peanuzupanama papabomra 8bpxy npoyeca Ha no020moeKama Ha OOKMOPaHma.

2.11. Jorosop Ne 5-71/2006 r. na MY — Codust

HAYYHO HAIIPABJIEHHME: Pak: Ouosnorus, emuneMuonorus, Tepanus. MonekymnsapHa OHoiorus u
regetuka. Hosu metonu

TEMA HA U3CJIEJOBATEJICKUS ITPOEKT: Ouenka Ha WHAMBUAyaTHATA JTHYCTYBCTBHTEITHOCT
MpU NAUUEHTH C KaplMHOM HAa MaTO4yHaTa IIMKWKAa U Ha €HAOMETPUYMa, MOAJIEKAIIN HA JTbUeleUeHUE B
MaJIKUsl Ta3 ¥ KOpeMa, 4pe3 paaualMoOHHO MHIYLIHUPAHU MHUKPOHYKIEYCH B JUMQOIUTH OT nepudepHa
KpbB

HEPUOJ HA PUHAHCOBA IIOJAKPEIIA: 2006 T.
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BOJEILI U3CJELOBATEJI (1IOKTOPAHT):

e JI-p Enuna IletkoBa ExueBa, 3auniciieHa 3a peoBeH IOKTOPAaHT che 3amoBen Ha Pextopa Ne P-
1295/18.11.2004 r., Menuuuucku ¢dakynrer, Knuauuen neHtsp nmo HykieapHa menuuuHa u
npueneuenre, MBAJI “Ilapuna Moanna” EAJl, Kmunuka no Onxorepanus, OTaeieHHe IO
JIpueneuenme, 1527 Codus, yn. bsmo mope 8.

HAYYEH PBKOBOJUTEJI HA BOAEINUA U3CJIIEJOBATEJ (IOKTOPAHT):

o [Ipod. n-p Tarsna [JumurpoBa XamxkueBa, qMH, PproBomuten OTheneHuEe MO TbUEICUCHUE,
YMBAJI “Hapumia Uoanna” EAJl, 1527 Codwus, yn. bsno mope 8.

AJIPEC 3A KOHTAKTH HA BOJELIMS U3CJIENOBATEJ (AOKTOPAHT): Menuuuncku
¢akynrer, Knmangen nentsp no Hykneapaa meqummna u rpdenedenne, MbBAJI “Llapuna Moanna” EAJL,

Knunuka mo onkorepanusi, OtaenceHue no japuenedenue, 1527 Codust, yn. Bsio mope Ne 8, tenedos:
+359 02 9432273

BA3OBA OPTAHM3ALNA 3A HU3NBJIHEHUE HA IPOEKTA: Memuuunckn Qakyonrer,
Knunanuen nentsp mo Hykneapna memunmnaa u spdeneueHue, YMDBAJI “Hapuma Moanna” EA],
Knunuka no onkotepanus, OTIAeIeHHE 10 IFYEIICUCHUE

PE3VYIJITATH:

JIpyenedyeHNeTo Npu OHKOJIOTUYHO OOJHU C MAJIUTHOMM B MQJIKHA Ta3 € CBBP3aHO C MHOXKECTBO
peaknuM Ha HOPMAaJHHTE TBHKAaHH, HE3aBHCUMO OT HENPEKbCHATO MON00pPSBAIIUTE CE€ BHUCOKO-
TEXHOJOIMYHHU MeToau. HeoOxonum e jeceH M AOCTBhIIEH METO 32 PYTHMHHO NPHJIOKEHHE B KIMHUYHATA
MPAKTUKA, KOWTO A2 MO3BOJNM NPEABAPUTEIHO M3CIEIBAaHE HA MHAMBHIYyalTHATa JIbUCUyBCTBUTEIHOCT, C
ey npouIaKTHKa W JICYCHWE NPH CHIHO H3Pa3eHH JTHUYEBH PEaKIUU. MUKPOHYKJICAPHHSAT TECT
OTIpE/IeIIsl YeCTOTaTa Ha MHAYIUPAHH MUKPOHYKJIEYCH B 00Tb4eHH TUMQOIUTH OT nepudepHa KpbB, KaTo
MoKasateal 3a TIEHETHYHO H3pa3eHa HHAMBUAYyaJlHA JIbUYEUYyBCTBUTENHOCT. Pesymrature ot
MUKpoHyKJeapHus: TectT npu 40 Oomxu (23 ¢ kapuMHOM Ha MaTO4yHaTa mwuiika u 17 ¢ KapuWHOM Ha
eHjoMeTpuyMa) mokaspar, ue 21/40 Oomum - 52,5% wumMar MHAyIMpaHa 4YeCTOTa HAJ CpeaHaTa 3a
KOHTpoOJHaTa rpyna - 87,1 knerku ¢ mukponykiaeycu Ha 1000 nmumdorura. CroliHocT Han 87,7 Ki ¢
MH/1000 cpoTBeTcTBa Ha yMepeHa JbuedyBcTBUTENHOCT pu 17 (53%) ot OonmHUTE, pa3sBUi 2 CTENEH
pannu JrpueBH peakimu cnopes cucremMata CTCAE v 3.0. 3a 3akimounTennHa oljeHKa € N30paH CyMapHUSIT
nokasaren 000011IeHa KIMHIYHA JIbUedyBCTBUTEIHOCT. Tol 00eiuHsIBa Hall- BUCOKATa CTENEH Ha BCUUKU
€IHOBPEMEHHH DPEaKUUM Y MAIUEeHT OT CTpaHa Ha JOJIHUTE OTAENM HAa XPAaHOCMMJIATEIHHUS TPaKT,
yporeHuTalHaTa CUCTeMa M Ko)kata. Bepen mHIynMpaHaTa 4ecToTa Ha MUKPOHYKJIEYCH Y TMallUeHTHUTE
HsMa EKCIIECUBHM CTOWHOCTM Ha HWHAYKIUS Ha MHUKPOHYKJIEYCH - HaJ CpelHaTa CTOMHOCT U JiBe
crangapTHy oTkiIoHeHus 129,7 (90,3 + 2 SD; SD - 19,7). YMepeHnuTe BeIMUMHU Ha MUKPOHYKJICAPHUS
TeCT 00pe KOopeiaupar ¢ KIMHUYHHWTE MOKa3aTeld Ha MalMeHTHTe- He ce Habmogasatr 3,4 u 5 creneH
paHHH JbUEBM peakuuu. Hammre pe3ynTatd NOTBBP)KIAaBaT BaJUAHOCTTA M TPHIOKHMOCTTAa Ha
MUKPOHYKJIEAPHHS TECT 3a OLCHKA Ha YMEPEHA U CHUIIHO M3pa3eHa J'bUedyBCTBUTEIHOCT IPH HAlUEHTH C
pak Ha MaTOYHAaTa LIMIKa U €HJOMETpUyMa, pa3BUBAIlM JbUYEBH PEakLUU 10 BpEME U 1O TPH Mecela
cien JedeHHeTo. ThH KaTo KBCHATE JBYEBH YCIOKHEHHS OTpaHM4YaBaT J/J03aTa ¥ CHOTBETHO
e(eKTHBHOCTTA HA JIbUelieueHNEeTo, HAOII0IEHHEeTO Ha KOXOpTara OT MAaIMeHTH MpojJbibkaBa. ToBa e
pasmMpy NPUIOKEHHETO Ha MUKPOHYKJIEApHHsI TECT 3a OLEHKAa Ha KBbCHUTE HEBB3BPATUMH JIBYEBU
YCIJIOKHEHUS, KOUTO CHJIHO BJIOLIABAT KAaueCTBOTO HAa JKMBOTA M BCE OLIE Ca CEPUO3€H IpodieM 3a
CHBPEMEHHUS JIHUETEPaIeBT.

HAYYHU ITYBJIUKALIUUA:

Hpe,Z[CTOI/I H3roTBAHC HA CTaTHUHU 3a HY6J'II/IKaLU/I$I B 61,J1rap01<0 " 1YKJ0 CIIMCAaHUC.
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Hayunusm omuem e npuem cwvc crednume oyenxu no cxairama va Cveéema no meouyuncka
nayka: BUCOKA - 3a uzévpwenama Hayunouscredosamescka oeurnocm;, BUCOKA - 3a npunoca na
noxyyenume pezyamamu 3a ogopmane Ha OucepmayuonHus mpyo;, BUHCOKA - 3a mnpunoca wua
peanuzupanama pazpabomxa 6bpxy npoyeca Ha NoO20MOBKAMaA Ha OOKMOPAHMA.

2.12. Torosop Ne 7-71/2006 r. na MY — Codust
HAYUYHO HAITPABJIEHHUE: Pak: 6monorus, eMuIeMHOIOTHS, TePaITHs

TEMA HA HU3CIEJOBATEJICKUS NPOEKT: IlporHoctnyHa W Tpeacka3Baiia CTOWHOCT Ha
TUMUAWIAT CHHTA3HATa SKCIIPECHS ITPU MAIUCHTH C KOJIOPEKTAICH PaK

MEPHOJ] HA ®UHAHCOBA TOJKPEITA: 2006 T
BOJIEI U3CJIEJOBATEJ (IOKTOPAHT):

e Huxonaii HensnkoB KoseB, 3aunciieH 3a peoBeH IOKTOpAaHT che 3amoBen Ha Pektopa Ne P-
1290/18.11.2004 r., Menuuuucku ¢akynrer, Karenpa no BbrpemHn Oonectd, Knmuuka mno
ractpoenteposorus, MbAJIL ,,Ilapunia Moanua”.

HAYYEH PBKOBOJIUTEJI HA BOAELIUS U3CJIELOBATEJ (IOKTOPAHT):

e Jlon. n-p Jlronmuna TanoBa TaukoBa, 1M, 3aBexpam-ornereHue B KiumHuka 0o
ractpoenteponorus, MBAJI , Ilapunia Moanna”, Codus, yu. bso Mope 8.

AJPEC 3A KOHTAKTH HA BOJAEIIUA U3CJIENOBATEJ (JOKTOPAHT): Knunuka o
ractpoenteponorus, MBAJL ,,I{lapuna Moanna”, Codus, yin. bsmo Mope 8; moOmen: +359 898 8§9471; e-
mail: kolev.dr@gmail.com

BA3OBA OPIrAHM3AIIUA 3A WUM3NBJHEHUE HA MPOEKTA: Codus, Menunuacku
yHHMBepcuTeT, KimHu4YeH HeHThp Mo racTpoeHTeposorus, KiimHuka 1o racTpoeHTepoIorus

PE3VYIJITATH:

[Ipu peTpocrnekTHBHO Tpoy4YBaHe Ha rpyma OT 72 TMalMeHTH C pak Ha KOJOHa, 58 oT TixX
MpeMUHaNKN aJl0BaHTHAa XuMuoTepanus ¢ 5-FU GasupaHa cxema, IMyHOXHCTOXUMHYHO O€ W3CIlIe[BaHa
eKCIlpecusaATa Ha TUMUAMIAT CHHTa3a B TyMOpHaTa ThKaH, W O€ OIleHeHa MPOrHOCTHYHATa |
MpelicKas3Baia pojisi Ha TUMHIWIAT CHHTa3HaTa eKCIPECcHs IO OTHOIIEHHE O0InaTa MPeXUBSEMOCT U
roJsi3aTa OT IIPOBEXKJIAHE HAa aJI0BAHTHA XUMUOTepanus. JlJaHHUTE MMOKa3BaT HAJIUYHME HA CTATUCTUYECKU
3HaUYMMa NPOrHOCTUYHA CTOMHOCT HAa TUMHIWJIAT CUHTA3HATAa EKCIIpecHsi B TyMOpHaTa TbKaH IO
OTHOIIIEHUE Ha 001IaTa MPEXUBIIEMOCT, KATO BUCOKATa EKCIIPECHSI C€ CBHP3Ba C TO-JIOIIA MTPEKUBIEMOCT.
3aBUCHMOCT UMa U MexXy excrpecusata Ha TC u monsara oT IpoBeX/IaHe Ha aJI0BaHTHA XUMHOTEPAIINS
¢ 5-FU Oa3upanu cxemH IpH TAI[MEHTUTE C aBaHCHpaJ paKk Ha KOJoHa, Oe3 Ja ce jJocThra odaue
CTaTUCTHYECKa 3aBUCUMOCT. Bucokata ekcnpecus Ha TC mnpu Te3u HallMEHTH BEPOSITHO € CBBP3aHa C
pe3ucteHTHOCT KbM 5-FU.

HAYYHU ITYBJIUKALIMMU: [Tpencrost
HAYYHMU ITPOSABM: [Ipenrcosr

Hayunuam omuem e npuem cvc creonume oyenxu no cxaiama va Cveema no MeOUyUHcKa
nayxa: BUCOKA - 3a uzevpuwenama nayunousciedogamencka oetinocm;, BUCOKA - 3a npunoca na
noayuenume pesyaimamu 3a ogopmane na oucepmayuonnus mpyo, BUHCOKA - 3a npunoca ha
peanuzupanama papabomra sbpxy npoyeca Ha no020moeKama Ha OOKMOPaHma.
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2.13. Jorosop Ne 12-71/2006 r. ua MY — Codusn

HAYYHO HAITPABJIEHHUE: Cepnedno-cbaoBa cuctemMa. MoekyisipHa OHONOTHS U TeHETHKA

TEMA HA H3CJIEJOBATEJICKHUS IMPOEKT: H3cnensaHe Ha TCHETUYHUTE MOJIUMOPHU3MU
4G/5G B mpomotopuust perron Ha PAI-1 rena u PI*Y/PI*? Ha rema xommpaur Illa cyOeanHMIIATa HA
tpomboruTHus 1Ib/Illa TIMKOMPOTEMHOB perenTop NpH IMAMeHTH ¢ MHOKapAeH WH(APKT W 3IpaBd
KOHTPOJIM B ObJIrapckara MmoiyJianus

INEPNOJ HA ®PUHAHCOBA ITOAKPEIIA: 2006 r.
BOJEILI U3CJELOBATEJI (1I0OKTOPAHT):

e JI-p Anexkcanabp Banepuenu HocukoB, 3auucieH 3a pefoBeH JOKTOPAHT ChC 3alloOBE] Ha
pextopa Ne P-873/ 26.11.2003 1., Menmununcku ¢dakynrer — Codusa, YMBAIJI
“AnexcannpoBcka”’, Kimunnka nmo Kapanonorus, UmyHonornuna nadopatopust kbM KimHHueH
eHTbp 1o anepronorus, Oyn. I'. Coduiicku 1, 1431 Codust.

HAYYHHU PBKOBOJAUTEJIN HA TIOKTOPAHTA:

o Jlou. n-p Credan Benenunos [lenues, nm; Havannuk Ha Knunanka no Kapauonorus, YMBAJI
“AnexcanapoBcka”’, Meautuacku Yuusepcuter — Codust; Temedon: +359 2 923 05 23; e-mail:
svdbg@yahoo.com ;

e IIpod. Mapta IlerpoBa banesa, nmu; Haganauk Ha JlaGopaTtopus no MmyHonorus, Kimnandyen
Hentsp mo Anepronorus, YMBAJI “Anexcannposcka”, Meaunmacku YauBepcuter — Codus,
Ten.: +359 2 9230 543.

AJIIPEC 3A KOHTAKTH HA BOJIELIHUA HU3CJIEAOBATEJI (AOKTOPAHT): YMBAIJI
“Anexcangposcka”’, Kimmanka mo Kapauonorus, IMyHonorndHa tabopatopust KbM KiTnHIYEH TEHTHP 10
aneprosiorus, Oyi. I'. Coduiicku 1, 1431 Codus; Ten: +359 2 9230 353

BA30OBA OPI'AHU3ALUA 3A UBITBJIHEHUE HA ITPOEKTA: [lexkanatr Ha M®.
PE3VYIJIITATH:

[IpoyuBaneTo ce mpoBene npu 94 mammeHta ¢ MuokapjeH uHGapkT u 120 3aApaBU KOHTPOJIH.
Ianuenture 6sxa renotunupann 3a 4G/5G momumopdusma Ha rema kommpami PAI-1, m PI*Y/PIA?
nomuMmopduzma Ha reHa koampan] Illa cybenununara ma GP 1Ib/Illa peuentopa. Craructuyeckusr
aHanu3 Oelle M3BBPIICH MO METOAA XM-KBajapar. Y CTaHOBUXME TEHICHLHMS 3a I0-BHCOKAa YECTOTa Ha
resorunute 4G/4G, PI*?/PI* u anen 4G, Ge3 TS 1a HOCTHra CTAaTHCTHYECKA 3HAYMMOCT. BB3MOXKHO e,
rerorunute 4G/4G, PI?/PI* u anenst 4G na ca Hacnenctsen dakTop 3a puck nmpu MU B Gwirapckata
nomynanusa. Heo6xoaumu ca mo-rojieMu Npoy4BaHUsi, KOUTO A3 HOTBBPAAT WIM OTXBBPIIAT HOITY4YEHUTE
MPeIBAPUTEITHH PE3yITaTH.

HAYYHU ITPOSIBU:

o Nossikoff A., et al. 4G/5G polymorphism in the promoter region of the PAI-1 gene in patients
with myocardial infarction in Bulgaria — a pilot case-control study. 7" Balkan Meeting of Human
Genetics, Poster Session, Scopie, FYROM, 31 August — 2 September, Balkan Journal of Medical
Genetics, 2006, vol 3-4, p. 110. JocTeiieH upes:
http://www.bjmg.edu.mk/record.asp?recordid=222 .

Hayunuam omuem e npuem cvc creonume oyenxu no cxaiama wa Cveema no MeOUYUHCKa
nayxa: [JOBPA - 3a usevpuwenama uayynouscieoosamencka oeunocm, BUCOKA - 3a npumoca na
noayuenume pesyimamu 3a ogopmsane Ha oucepmayuonnus mpyo;, 3AJOBOJIHTEI/IHA - 3a npunoca
HA peanu3upanama papabomea 8bpxy npoyeca Ha no020moeKama Ha OOKMOPaHma.
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2.14. Jorosop Ne 12-71/2007 r. ua MY — Codus
HAYYHO HAIIPABJIEHHUE: CbpaeuHo-cb0Ba cuctemMa

TEMA HA HM3CIEIJOBATEJCKUSA ITPOEKT: Bb3MoXHOCTH 3a OIlCHKa Ha KOpOHapHaTa
aTepocKiepo3a uYpe3 KPHBOTOK-MEIMHpAaHA Ba3oJuiaTalds Ha OpaxwanHaTa apTepust W JeOenrHa
WHTUMa-Meusl Ha 00I1aTa KapoTUIHA apTePHs

INEPNOJ HA ®PUHAHCOBA IIOAKPEIIA: 2007 r.
BOJEILI U3CJELOBATEJI (1I0OKTOPAHT):

e JI-p Ana UpaitnoBa CumoBa, 3a4uCIIeHa 32 PEAOBEH NOKTOPAHT ChC 3amoBej Ha pektopa No P-
279/23.03.2006 r.; Meaunuuncku Paxynrer — Codus, Kareapa mo Berpemnn 6onectn, YMBAJI
“Anexcanapocka”, Kimuanka no Kapauonorus.

HAYYEH PBKOBOJHUTEJ HA BOAEIIUA NU3CJIEJOBATEJI (1IOKTOPAHT):

o Jlou. n-p Credpan BecenmunoB [enues, aMm; Kiwmnuka mno Kapauonorus, YMBAJI
“AnekcanapoBcka”’, Menunuacku YHauepcuteT — Codus

AJIPEC 3A KOHTAKTHU HA BOJEIUA HU3CJIEAOBATEJ (AOKTOPAHT): Meauuuacku
Qaxynret — Codusi, YMBAJI “Anexcanaporcka’, Knmuauka no Kapauomnorus, 0yn. ['eopru Codwuiicku 1,
Cocdmus 1431, Ten.: +359 2 923 03 53; Mob6unen: +359 887 098 940

BA30BA OPTAHU3ALNS 3A U3ITBJIHEHUE HA ITPOEKTA: Menununacku ®@akynrer — Codus,
Karenpa Brrpemnu bonectu, YMBAJI “AnexcangpoBcka”, Knunuka no Kapauonorus

PE3VYIJITATH:

B mpoekra yuactBaxa 210 mamueHTH, pas3/eleHd B IET IPYNH B 3aBHCHUMOCT OT CTEMEHTa Ha
m3sBa Ha WBC. Tlpu Bcuuku manueHTH Oe€lie MPOBEASHO H3CJCIBaHE Ha KPbBOTOK-MEIUHpaHaTa
Bazommnatanus (KMBJI) Ha Opaxumamnarta aprepus u nebenuHa uHTnMa-menus (MMJ[) Ha oOmiara
kapotunHa aptepus, 157 (74,8%) oT manuentute OsiXxa TOJIOKEHM Ha KOpOHapHa apTepuorpadus
(KAT).

[NanmenTure cbe curandukaTan (> 50%) cTeHO3M HAa OHE €IUH ENUKapAEeH KOPOHApeH chba 0sxa
¢ mo-aucku croiiHoctn Ha KMBJI u mo-Bucoku croiiHoctn Ha MJ] B cpaBHeHHWe ¢ marpieHTuTe 0e3
curu(ukanTHu KopoHapuu creno3n — KMBJI (%): 2.70 £ 2.69 u 8.12 + 5.09, cworBeTHO, p < 0.001;
UMJI (mm): 0.878 £ 0.169 u 0.761 £ 0.161 cvorBetHO, p < 0.001. Mexnay croitHocTure Ha KMBJI n
HUMJI ce ycraHoBu cnabo m3pa3eHa 0OpaTHO MPOMOPIMOHATHA 3aBHCUMOCT (KOpENaIllioHEeH KOSPUIIHEeHT
-0.255, p < 0.001), kosiTo 00aye ryOu CBOSITA CTATHCTUYECKA 3HAYMMOCT MPH MOATPYIIOB aHAIU3 U CJIE]
OTYHTaHE HAIMYMETO Ha 3HAYMMa KOpOHApHa aTepockKiiepo3a, Opol 3acerHaTH eMuKapJHH KOPOHAPHU
ChJIOBE M MPOLEHT CTEHO3a Ha KopoHapHuTe aprepuu. llpm amamm3 ma ROC (receiver operator
characteristics) kpuBuTe ce ycraHoBH, e croiiHoctu 3a KMBJI < 4.4% mnoka3Bat 74% 4yBCTBHUTEIHOCT,
73% cnemuduunoct, 89.2% mosutuBHa mnpenckasBama croiHocT (IIIIC) m 48.3% HeratuBHa
npenckazBama croiiHoct (HIIC), a croitHoctn 32 MMJ] > 0.8mm moka3sat uyBcTBUTENHOCT 71%,
cneuuguanoct 67%, IIIC 86.6% u HIIC 43.5% 3a HanumuueTro Ha aHrHOrpad)CKH 3HaYMMa KOpOHApHA
aTepOoCKIIepo3a.

HAYYHHU IIYBJIMKALIUUA:

Janenu 3a meyar:
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e Simova l., Denchev S. Vascular functional and structural impairment in patients with different
degree of coronary artery disease development. J Clin Ultrasound.

Onobpenn 3a nevyar:

o Cumosna ., [lenueB C. Kpwesomok-meouupana éazoouramayus u 0ebeiuna uHmuma-meous Ha
Kapomuonume apmepuu npu NAYUeHmuy ¢ pasiuyHa Cmenel Ha u3siea Ha UcXeMuyna 6oaecm Ha
copyemo. Menurado, 2008.

ITox neuar:

e Simova |, Nossikov A., Denchev S. Interobserver and Intraobserver Variability of Flow-
Mediated Vasodilatation of the Brachial Artery. Echocardiography, 2007, (OnlineEarly Articles)
doi: 10.1111/j.1540-8175.2007.00552.x.

HAYYHH ITPOSIBU:

e Simova ., et al. Endothelial dysfunction in patients with different degrees of coronary artery
stenosis with or without diabetes mellitus. At the 7" International Congress on Coronary Artery
Disease — from Prevention to Intervention, Venice, Italy, 7 — 10.10.2007; 66.

Hayunusm omuem e npuem cwvc crednume oyenxku no ckarama na Cveema no MeOuyuHcKa
nayka: OT/IHYHA - 3a uzévpuienama Hayunousciedosamencka oetinocm, BUCOKA - 3a npunoca na
noayyenume pezyamamu 3a ogopmaHe Ha Oucepmayuonnus mpyo;, BUHCOKA - 3a npunoca wua
peanuzupanama papabomra gbpxy npoyeca Ha no020moeKkama Ha OOKMopaHma.

2.15. lorosop Ne 9-J1/2006 r. na MY — Codus
HAYYHO HAITPABJIEHUE: EHnokpuHHH XKI1€3U

TEMA HA M3CJIEJOBATEJICKUS ITPOEKT: CpaBHUTENHO NpOyYBaHE HA CHOTHOIIEHUETO
IJIOCTEPOH/PEHUH, MPEIEHEHO Ype3 JIBa MOJX0/a, 38 CKPUHHUHT HAa ITbPBHYEH alJIOCTEPOHU3BM Cpell
0O0JIHM C apTepHUaIHa XUIIEPTOHUS ¥ HAJ0BOPEUHH aJICHOMHU

NMEPUOJ] HA ®UHAHCOBA MOJIKPEMA: 2006 .
BOJIEI] U3CJIEJTOBATEJ (JIOKTOPAHT):

e Jl-p Noanna AnekcannpoBa Marpo3oBa, 3admciieHa 332 PEIOBEH JOKTOPaHT ChC 3amoBen Ha
Pextopa Ne P-519/20.06.2005 r., Memunuucku ®Pakynrer, Kareapa EHmIOKpHUHOIOTHS,
YHuuBepcutercka bonnuia 3a AktuBHO Jleuenune no Enpokpunonorus “Axazn. Uean Ilenues”,
Knunanuen Hentsp no Ennoxkpunosnorus u I'eponTonorusi.

HAYYEH PbKOBOJUTEJ HA BOJELUSI U3CJEJOBATEJ (IOKTOPAHT):

e JIpod. Cabuna 3axapueBa 3axapueBa, AMH, [dupextop Ha YCBAJIE “Axan. MBan Ilenues”,
Codwus, yn. lamsa ['pyes 6-8.

AJIPEC 3A KOHTAKTHU HA BOJIEIIUSI U3CJIEJIOBATEJ (JIOKTOPAHT): YCBAIJIE,
KinuudeH HeHTsp 1Mo eHI0KpHHOIOrus U repourosiorusi, Codus, yi. Jlamsau ['pyes 6-8, Ten.: +359 2 987
72 01, B. 239

BA30BA OPI'AHM3ALMA 3A UBINTBJIHEHUE HA TPOEKTA: Meauuuncku ®akynret, Karenpa
Ennoxpunomnorus, YHuBepcutercka bomuuiia 3a AktuHO Jleuenue mo Exnmokpunonorus “Axan. Mean
[lenues”, Knuanuen Llentsp no Expokpunronorus u I'epoHTOmOrHsS

PE3VYIJIITATH:
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B mocnegnuTe TOAMHM Cce YCTaHOBHM, Y€ MHPBUYHUAT angoctepoHusbM (IIA) e Haii-uecTara
CH/IOKPUHHA XUICPTOHUSA, KOATO oOXxBama 5-15% OT XWUIIepTOHUIIMTE, U KAaTO ChBPEMEHEH METOi 3a
ckpunuHr Ha [IA ce yTBBpAM OIpeneisiHETO Ha CHOTHOIICHUETO aijgoctepoH/penuH. llenra Ha
HACTOSIIETO U3CNe/BaHe Oc Ja ce CPaBHU ChOTHOIIICHUETO alJIOCTEPOH/PEHHH Ype3 MPHUJIaraHeTo Ha JiBa
rmoAxo/a - M3MepBaHe Ha Tura3MeHa peHrnHoBa akTUBHOCT (IIPA) u Ha akTuBeH penuH (AP).

bsaxa wscneapanm 101 maumentn ¢ aprepuanHa xunepToHus (94 OomHM ¢ eceHIMaNHA
xunepronus (EX), 7 6oman ¢ I1TA) u 20 3xpaBu koHTponu. Bucoka xopemarmus mexay AP u [IPA ce
YCTaHOBH cpej o0Iara Tpyra HMalueHTH ¢ aprepuanHa xumepTonus (r = 0,942, p< 0, 001), mootaemHO
npu rpynata ¢ EX (r = 0,946, p< 0, 001) u ¢ [1A (r = 0,945, p<0, 0010) u npu 3apaBuTe KOHTPOIH (1=
0,858, p<0,001). Bucoka kopenamusi MEXIy CHOTHOIICHHETO aIoCTepoH/AP M ChOTHOIIEHUETO
anmoctepon/[IPA ce Hamepu cpexn obmaTa rpyma manueHTy ¢ aprepuaiHa xunepronus (r = 0, 853, p<
0,001), xakto u mpu nauuentute ¢ EX (r = 0,78, p< 0, 001), c I1A (r=0, 951, p<0, 001) u npu 3npaBute
koHTponu (r = 0,637, p< 0,001). PesynraTute oT HameTo Npoy4yBaHe YCTaHOBSBAT, Y€ 3a ONPEACTSIHETO
Ha CBHOTHOIIIEHHETO aJIOCTEPOH/pEeHHH MOXe Oa ce wu3non3Ba kakrto [IPA, taka m AP, cmopen
KOHKPETHHUTE HY>KIH U Bb3MOKHOCTHTE Ha CbOTBETHATA JIAOOPATOPHSL.

HAYYHU ITYBJIUKALUU:

e MarpozoBa U., 3axapueBa C., KupumoB I'., KamunoB K., XpucroB B. Cwomnowenuemo
ano0oCmepon/peHur npu CKPUHUHEA 3a NbP8UYEH AN0OCMEPOHUZbM - HIA3MEHd DPEeHUHO8A
axkmugHocm unu akmueer penun? Exnokpunonorus, 2007, nox nevar.

HAYYHU ITPOSIBU:

IIpeacTosinio npeacTaBsiHe:

e Marpososa M., 3axapuesa C., Kupunos I'., Kamunos K. Cvommuowenuemo ardocmepon/penun
npu CKpUHUHea 3a NbpPeUYeH Ai00CMEPOHU3bM - NIASMEHA PEHUHOBA AKMUBHOCH UNU AKMUGEH
penun? 11-tn HarpioHaieH CUMIIO3UYM I10 €HIOKPHHOJIOTHS “‘MeTaboIUTHH, ChPACUYHO-ChIOBU
W KOCTHH HapylIeHWs MpH 3a0oisiBaHUsl Ha XUmodusa, HagOBOpeUYHHM W TOHAJHU JKJIE3n”,
ITnosnus, 25-27.10. 2007.

Hayunuam omuem e npuem cvc creonume oyenxu no ckaiama wa Cveema no MeOUYUHCKA
nayka: OT/IHYHA - 3a uzévpuienama Hayunouscredosamencka oetinocm, BUCOKA - 3a npunoca na
nonyyenume pezyamamu 3a ogopmsHe Ha Oucepmayuonnus mpyo;, BHCOKA - 3a mpunoca ua
peanuzupanama papabomxa 8bpxy npoyeca Ha no020moeKama Ha OOKMOPaHma.

2.16. JloroBop Ne 9-71/2007 r. na MY — Codus
HAYYHO HANIPABJIEHUE: Exnoxpunan xie3n. Chp/IeYHO-CHI0BA CUCTEMA

TEMA HA U3CJIEJOBATEJICKUS TPOEKT: OxucnuteneH cTpec Mpy NpeauadeTHH ChCTOSHUS —
OIIpe/IeIIsIHE HA CEPYMHUTE HUBA HA MUEJIOIEPOKCHIa3a

HEPUOJ HA PUHAHCOBA IIOJAKPEIIA: 2007 1.
BOJEII U3CJIEJOBATEJ (1I0KTOPAHT):

e JI-p Hesena SlukoBa YakbspoBa, 3a4rcCiICHa 3a PEIOBEH JOKTOPAHT Che 3amoBes Ha Pexktopa Ne P-
279/13.03.2006 r.; Meaunuucku dakyarer, Knuanyen nuentsp no Enpoxpunonorus, Y CBAJIE
“Axan. Us. [lenuen”, Knuanka o {uaberonorusi.

HAYYEH PBKOBOJUTEJ HA BOAEIUA NU3CJIIEJOBATEJ (JIOKTOPAHT):
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e Jlon. m-p LlBeranmua MBanoBa Tamkoma, nM; YCBAJIE “Axan. UBan IlenueB”, Knuaunka mo
Jwnaberonorus.

AJPEC 3A KOHTAKTU HA BOJEIIUSA U3CJIEJOBATEJ (IOKTOPAHT): 1303 Codus, ym.
Hamsn I'pyes 6, YCBAIJIE “Axan. Usan Ilenuen”, Kimuuka o Jluadetonorus; Ten.: +359 2 987 72 01

BA3OBA OPTAHM3AIINA 3A H3NBJHEHUE HA TIIPOEKTA: Meaunudcku Dakynrer,
Kimmanaen Lentsp mo Ermokpunonorns, Y CBAJIE “Axkan. Wsan IlerueB”, Kimanka mo Jlmaberomorus

PE3VYIITATH:

B n3cnenoBaTenckus MpOEKT Ce U3CIENBA ChPIACYHO-CHAOBHAT PUCK IIPH PANIMYMHA KaTErOPHH
Ha TIIFOKO3€H TOJIepaHC - HopMalleH Tiroko3eH Tonepanc (Hopml T), HoBooTkpuT 3axapeH amader (/1) u
npenuader - Hapymena riaukemusi Ha raagHo (HIT) m mapymen rmokosen tonepanc (HI'T), kato 3a
uesnta Oe IpoBeJeH OpalieH TIII0K030-ToJiepaHceH TecT U ce u3cneasaxa hsCRP u nmununen npodun Ha
[JIaJHO U cepyMHa muenonepokcuaasa Ha 0 MuH 1 120 MUH B X04a Ha TecTa. YCTAHOBHUXA CE 3HAYUMO
MO-BUCOKM HUBA HAa cepyMHaTa Muemnonepokcuaasa Ha 0 muH u 120 MuUH B Tpymnara che 3axapeH auader
cupsamo rpynute ¢ HopmI' T u HIT, npu nunca Ha 3Ha4MMM pa3iudMsi B U3CIEABAHUS MapKep MEXKIY
rpynute cbe 3axapeH nuader u HI'T kakTo Ha rimagHO, Taka u cieq oopemensBane. OT IMOKazaTeNnnuTe Ha
JUNAOHKSA TPOGWIT HA-3HAYMMH Pa3IHUYUs MEXKAY OTACTHUTE KAaTErOpHM Ha TJIIOKO3ECH TOJIEpaHC ce
yCTaHOBHUXA I0-OTHOIIECHHWE HA TPUIIIMLIEPUIUTE, KOUTO ca 3HAUYMMO MO-BUcCOKH B rpynute ¢ HI'T u
HOBOOTKPHT 3axapeH amaber B cpaBHeHwe c rpymara ¢ Hopml'T, moxato mexnay rpymute ¢ HIT u
HopMmI'T nuncBa 3HauMma pasziuka B H3cieABaHUs IMoKaszaTesl. OT H3CIEeNBAHUTE MapKepu 3HAYMMU
pasnuuns Mexay asere rpynu ¢ npeauadber — HI'T u HI'T, ce ycraHoBMXa €IWHCTBEHO B HUBOTO Ha
TPUIIIMIEpUANTE, KoeTo € mo-sucoko npu HI'T. Mscnenaneto Ha hsCRP He mokasza 3HauMMU pa3nuku
MEXAY OTAEITHWUTE IPYINH C pa3INyYeH TIIOKO3€H TOIEpPaHC.

HAYYHU ITYBJIUKALUUA:

e Yakwpoa H., Tankora LB., Jlazapora M. u np. Xapaxkmepucmuxa Ha JunuoOHus npogui npu
npeouabem — HapyuileHa 2IuKemMus Ha 21a0HO U HapyueH 2noKo3eH moepanc. EHI0KpUHOIOT U
2008, T. XII, 4, 203-210;

e UakwpoBa H, TamkoBa lIB., AtamacoBa WU. u ap. Oxuciumenen cmpec npu npeduabem —
onpedensne Ha cepymnama muenonepoxcuoasa. Eunoxpunonorust 2008 — najzieHa 3a peneH3us u
nevar.

HAYYHU ITPOSIBU:

o Tankosa LIB., YaxbpoBa H., AtnacoBa U. Cepymunama muenonepoxcuoasa kamo mapkep 3a
OKUCTIemenen cmpec npu pasiudhy Kame2opuu Ha 2niokozen moneparnc. 44™ Topumna Cpemnia
Ha EBporneiickara Aconuanus 3a M3yuyaBane na [uabera, Pum, Uranusa 1-7 Cenremspu 2008.
INopaneHo pe3roMe 3a ydacTHeE C I1OCTED, PUIIOKEHO IOTBBPAKACHUE 3a IIPUETO PE3IOME.

Hayunuam omuem e npuem cvc cneonume oyenxu no ckaiama va Cveema no MeOUYUHCKA
nayka: BUCOKA - 3a uzsévpuwenama nayunouscreoogamencka oetinocm; BUCOKA - 3a npunoca ua
noayuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo, BUHCOKA - 3a npunoca ha
peanuzupanama paspabomka bpxy npoyeca Ha N0020Mo8Kama Ha OOKMOpPaHma.

2.17. Jlorosop Ne 2-J1/2007 r. Ha MY — Codmus
HAYYHO HAIIPABJIEHUE: EngoxkpuHan XKIte3n
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TEMA HA U3CJIEJOBATEJICKUSA ITPOEKT: YecroTa Ha METaOOJIUTHUS CHHIAPOM M M3CJICIBAHE
Ha 8-u30 mpoctariaHauH (2anda kKaTo Mapkep 3a OKCHUIATUBEH CTPEC CPell MALUCHTH C ITbPBUYCH
IJIOCTEPOHU3BM U SCEHITMATHA XUTICPTOHUS

MMEPUOJ] HA ®UHAHCOBA TTIOJKPEIA: 2007 r.
BOJIEI U3CJIEJJOBATEJ (IOKTOPAHT):

e JI-p Moanna AnexcamapoBa Marpo3oBa, 3auMclIeHa 32 PEJOBEH IOKTOPAHT ChC 3amoBed Ha
Pextopa Ne P-519/20.06.2005 r., Menmuumuckun @akynrer, Kareapa Enmoxpunonorus,
YHuBepcutercka bomanma 3a AxktuBHO Jledenne mo Emmokpunomorus “Axazn. Wsan Ilenden”,
Knunnuen LHentsp no Engokpunonorus u I'epontosnorus.

HAYYEH PBKOBOAUTEJ HA BOAELIUA U3CJEJOBATEJ (1OKTOPAHT):

o [Ipod. n-p Cabuna 3axapuera 3axapuepa, amH; Jupektop Ha YCBAJIE “Axkan. Mean Ilenuer”,
1303 Codus, yi. Jlamsn I'pyes 6-8.

AJPEC 3A KOHTAKTHU HA BOAEIUSA U3CIEJOBATEJ (IOKTOPAHT): YCFAJIE “Axan.
WBan [lenuer”, KimnuHuueH NEeHTHP M0 eHAOKpUHONOTHA U reponTonorus, 1303 Codus, yn. Jamsu ['pyes
6-8, Ten.: +359 987 72 01, B. 239

BA30OBA OPTAHMU3ALMA 3A UBIIBJIJHEHUE HA ITPOEKTA Menununcku ®axynrer, Karenpa
Enpokpunonorusi, YHuBepcutercka bonnuna 3a AktuBHO Jleuenue no Enpokpunonorus “Akan. Ban
[lenues”, Knunuuen Llentsp no Exnokpunonorus u I'eponTonorus

PE3VYIJITATH:

Y600. Cnopen mocnemnute mpoydyBaHUS THpBUYHHAT anmocrepoHn3bM (I1A) e Haili-uectaTa
CHJOKPUHHO 00YyCIIOBEHa XUIIEPTOHUs, BKIIOUBama okono 5-10 % or xuneproHunuTe. YBeIUdeHaTa
yecrora Ha [TA o0ycnaBs M3cieqBaHETO Ha CHPACYHO-CHIIOBH PUCKOBU (PaKTOPHU KAaTO HapyIICHHUS BHB
BBIUICXHpATHATA W JIMNUAHAaTa OOMsiHa, MeraboiuTHus cuHapoM (MC) U Mapkepu 3a €HIOTEIHA
TcQYHKIMS KaTO pa3TBOPUMUS TITUKOMPOTEUH TPOMOOMO/TYITUH.

I]en. llenta Ha HACTOSAIIETO MPOyYBaHE O€ J1a Ce CPABHAT IMOKA3aTEIIMTE HA BBHIJICXUIPATHUS U
JUNUIHAS MeTa0oIM3bM, YeCcToTaTa Ha METaOONWTHHS CHHIPOM W HHBaTa Ha TPOMOOMOMIYIHH CpeJ
naruedTn ¢ [1A u nanentu ¢ ecennmanya xuneproans (EX).

Hayuenmu u memoou. 3a OCHIIECTSIBAHE HA MPOYYBAHETO OsXxa M3MOJI3BAHU JJaHHU Ha 34 OOJIHU C
ITA 1 102 cpoTBeTHH 110 1101 ¥ BB3pacT OomHu ¢ EX.

Pezynmamu. He ce ycTaHOBM CTaTHCTHUYECKH 3HAa4YMMa pa3jivKa MO OTHOLICHHWE HA HMBATa Ha
KpbBHATa 3axap Ha TiajnHo, ooums u HDL- xonectepon, Tpuriuuepuante, yectorara Ha MC u HUBaTa
Ha TpomMOomoaynH Mexay [1A u EX.

H3600u. PezynraTuTe OT HAIIETO MPOYYBAaHE HE MOTBHPIKIABAT BIIOLIABAHE HA BBITICXUIPATHUS U
JUIMUTHAS MeTa00IM3bM U Pa3BUTHETO HA €HIOTENIHA AUCYHKIUS Mpu manueHTu ¢ [1A B cpaBHeHHE ¢
o6oman ¢ EX. HeoOxomumu ca JOMBIHUTENHW KIWMHUYHE TPOYYBAHWS C H3IOJN3BAHETO HAa TIO-
gyBcTBUTeNIHU moka3zaTenn (HOMA-unnekc, PW) 3a ussicHABaHE yBENMYEHUs ChPIACYHO-CHIOB PUCK
npu 6osnute ¢ [1A.

HAYYHHU IIYBJIMKALIUUA:
e B MomeHTa ce moAroTBs MyOIHMKaIys BbPXy TeMaTa Ha HaCTOSIIETO NMPOyYBaHe.
HAYYHMU ITPOSIBU:

Yact ot PEIYITATUTEC HAa HACTOALINA ITPOCKT 0s1xa U3MOJI3BaHU 32 U3TOTBSIHETO HA CJICOHUS IMOCTEP:
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e Matrozova J., Steichen O., Kirilov G., Zacharieva S. The prevalence of glucose and lipid
metabolism disorders in primary aldosteronism and essential hypertension — a cross sectional
study. Hypertension 2008 Conference, Berlin, Germany, 13-19 June 2008. Journal of
Hypertension 2008, Vol. 26 (suppl 1); S78.

Kvm momenma pezynmamume ne ca ouenenu om CMH.

2.18. loroBop Ne 2-71/2006 r. Ha MY — Codus
HAYYHO HAITPABJIEHHUE: bonka. AHeCTe3HOIOTHS U peaHUMATIHS

TEMA HA U3CJEJOBATEJICKHUS ITPOEKT: EbekTrnBHN METOIH 32 MOHUTOPHPAHE ITHIOOIMHA
Ha aHECTE3Ms: KIIMHUYHO MPIJIOKEHUE K MKOHOMUYECKO TIpenMyiecTBo. KoMmdopTt Ha namnueHTa

MEPUOJ HA ®UHAHCOBA TTOJKPEIIA: 2006 r.
BOJIEIL] M3CJIEJOBATEJ (IOKTOPAHT):

e JI-p leran HuxomnoB ®uiuIoB, 3a4uciIeH 3a PeIOBEH JOKTOPAHT che 3amoBea Ha Pextopa Ne.
P-1284/18.11.2004 r.; Meauuuncku ¢akynrer, Kareapa mo AHecTe3HOJOTHS U HHTCH3HBHO
neuenue, CBAJIAT “Maituun Jlom” EAJL, IV-to KAWUJIL, ya. 3apase 2, 1431 Codusi.

HAYYEH PBbKOBOJHUTEJI HA BOAEINUA NU3CJIELOBATEJ (1IOKTOPAHT)

e [Ipod. n-p Usan Jloruer CmunoB, AMH.

AJIPEC 3A KOHTAKTHU HA BOJIEIIUSA U3CJIEAOBATEJ (AOKTOPAHT): CBAJIAT
“Maitunn JJom™ EAJL, IV-to KAWJIL, yn. 3npage 2, 1431Codus; tenedonu: ci. 359 2 9172 251; moOueH
+359 889 401 999; e-mail: drfilipov@abv.bg

BA30OBA OPI'AHU3AILINA 3A USIIBJIHEHUE HA IMPOEKTA Memunuacku dakynrer, Karenpa
o Anecre3unosorus u nHTeH3uBHO Jedenne, CbAJIATD “Maituun Jlom™ EAJl, IV-to KAWJIL, yin. 3apase
2, 1431 Codus

PE3VYIJIITATH:

[IpobnembT 32 MHTpaomepaTuBHATa OYJHOCT HAIlyMsiBa OT HSKOJKO T'OJHMHH, C TOSBUIINATE Ce
OIJIAKBAHUS W TIATEHU 00e3mieTeHus. Tol OM MOTBI /Ia OCTaBH TPAHU IICUXOJIOTHYECKH TTOCIIEICTBUS Y
mnuHocTTa. [lopakaa ce HeoOXOAMMOCT OT KOJMYECTBEHA OLEHKA Ha ABIOOYMHATa HAa aHECTE3MATa,
KOETO C€ OKa3Ba MHOIO IPOTHBOPEYMB U TpeAu3BUKaTeleH BbOpoc. C BBBEKIAAHE HAa HOBH
(dapmMakonoruyHu KiacoBe (0COOCHO MMOPETAKCAHTH) AaHECTETHIM C€ OKa3Ba TPYAHO Jia C€ OLECHU
nbia0ounHaTa Ha aHecte3usita. CTaHAAPTHUTE METOIM 3a OLIEHKA Ha AbJI0OOYMHATA Ce OKa3BaT HE BUHATU
JIOCTOBEPHH, U ce pa3paboTBaT MeTroau ocHoBaBauu ce Ha EEI- curHama u oueHka Ha KOpTHKagHATa
AKTUBHOCT (TaKMBa ca OMCIIEKTPAIHUS aHAJIN3 U €BOKMPAHUTE TOTEHITHAIIH).

B HacTOsAIOTO NpOyYBaHE CpaBHSBAME JIBE TPYNM OT MALUEHTKHU IPH IJIAHOBA T'MHEKOJIOIMYHA
XUPYPrusi: KOHTPOJIHA, MPH KOSNTO C€ Cclelu ABIOOYMHA Ha aHECTE3Hs MOCPEIICTBOM KIACHYECKUTE
MEeTO/I(XeMOIMHAMIKA, KIMHWKA) M Jpyra rpyna B KOSTO C€ M3MOJ3BAT CIYyXOBH €BOKHUPAHU
[IOTEHIUAJIH.

JBere rpynu UMaT CXOQHH AeMOrpad)CKU AaHHHU U paslpeielieHHe Ha MapaMeTpuTe B TPYIUTE;
[0 BpEeME Ha OlepanusTa ceé MOHMTOpPHpAT NpHU3HALK OT CTpaHa Ha BereTaTHBHATa HEpHA CHCTEMa,
XEMOJIMHAMUKA, JINXATeJIeH MOHUTOPHHT, H JJAHHUTE OT HEBPOJIOTUYHUS MOHUTOPHUHT. [Ipu chOyxnaHe
ce OIICHsIBa BPEMETO Ha OTBapsiHE HAa OYU M CTEICHTA HA Bh3CTAHOBSBAHE HA Ch3HAHHMETO Ype3 CKallaTa Ha
Aldrete&Kroulik. [TatimeHTHTE OT ABETE TPYIH [TOKA3BAT XEMOJAMHAMUYHA CTAOMIHOCT HHTPAOTIEPATHBHO
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0e3 mpr3HAIM OT CTpaHa Ha BereTaTHMBHATA HEPBHA CHCTeMa. HsiMa CTaTHCTHYECKH 3HaYMMa pasjiiKa B
CTEIIEHTAa HA BB3CTAHOBSIBAHE, BpEME Ha OTBAapsSHE HAa OYM, W KOHCYMallUsATa Ha AaHECTETHK.
[IpoMennuBuTE € HOPMAIHO pa3NpeAesieHHe ca HU3CcieNBaHW ¢ mnomomra Ha t- CTIOAeHT TecT, a
OCTaHAIIUTE- TIIOCPEACTBOM HemapameTpudHun wmerogu (Mam - VYwurHum). Hopmamdoctra Ha
pasIpeneneHrneTo e u3cieBaHa mocpeacTBoM TectoBere Ha Komvoropos - CMUPHOB.

Ot0ens3axMe pa3nrka B CTEIIEHTa Ha 3aJJOBOJICTBO - ABE OT MallMEHTKUTE OT KOHTPOJIHATA Irpyna
0TOEeNIs13BaT HEONPEIEIEHU CIIOMEHU, KOUTO MIPH MO-TOYHO PA3IUTBAHE CE€ OTHACST 10 KPUTHUYCH MOMEHT
[I0 BpeMe Ha OIepaluAra, CBbp3aH C HaMalsBaHE IOJABAHETO HA AHECTETHK MOpPaiu I0-3HAYMMa
XeMoparus (B eAMHUS CIIydail), M O4akBaHe pe3yiTaT oT repup (B ApyrHsi).

ToBa TpsAOBa fna HM HaBele Ha MHCHITA 3a MNPEOLEHKA HAa METOOUTE 3a MOHHTOpPHpaHE
IbI00YMHATA HA aHECTE3WATa, U J1a Ce HaJsIBaMe 4e Te I HABIA3aT IOBEYE B €XKECIHEBHATA IPaKTHKA, U
0co0EHO 3a PUCKOBUTE XHUPYPruH, Mpu Kouto yecrtoraTta Ha BIIBA e Haii-Bucoka. Moxe u na ce
PEOCMUCIIA MSICTOTO HA €BOKUPAHUTE IOTEHIUAIN B aHECTE3UATA, Thil KATO CIOPE] HIKOM CKOPOLIHU
mpoy4BaHusi, Te€ OMxa MOIJM Aa HM JNaAaT WHpOpMalus He caMoO 3a CTEleHTa Ha CbH, HO M 3a
B3aMMOOTHOILICHUE aHECTE3Ms- aHANre3us- aHTHHOLMLENLUSA, KOETO € TBBpIE NPEAU3BUKATEIHO 32
CBbBPEMEHHUS aHECTE3UOJIOT.

HAYYHH ITPOSIBU:

EnHa yacT ot pesynrartute e OBJaT WU3MOJI3BAHM 32 MPEACTOAIIO M3II0KCHUE HAa HAIIMOHATHUS
KOHT'PEC 110 aHECTE3UOJIOTHS M MHTEH3UBHO JieueHue okroMBpu 2007 B HeceObp.

Hayunuam omuem e npuem cvc crneonume oyenku no ckanama na Cveema no mMeouyuncka
nayka: JIOBPA - 3a uzgvpuienama Hayyrouzciedosamencka Oetnocm; BUCOKA - 3a npumoca na
nonyuenume pesyaimamu 3a ogopmane Ha Oucepmayuonnus mpyo, /JOBPA - 3a npunoca Ha
peanusupanama pazpaboma 8bpxXy npoyeca Ha noo20moeKama Ha 00KMopanma.

2.19. Jlorosop Ne 1-]1/2007 r. na MY — Codus
HAYYHO HAIIPABJIEHHUE: Undexknun. Mukpobuonorus

TEMA HA U3CJIEAOBATEJICKUSA ITPOEKT: I'enotunusupane npu HBV. M3cnenBane BnustHuETO
Ha oTaenHuTe reHotunose HBV BbpXy KIMHUYHUTE OCOOEHOCTH M M3X0Aa IPU OCTHP BUPYCEH XENaTUT

MEPUO/] HA ®UHAHCOBA TOJIKPEIIA: 2007 .
BOJIEIL] U3CJIEJJOBATEJI (JIOKTOPAHT):

e JI-p HAumursp Tomopo CTpallMMHUpOB, 3a4UCIIEH 3a PENOBEH INOKTOPAHT CBhC 3amoBe] Ha
PexTopa Ne P-229/02.03.2006 r.; Memuuuucku dakysret, Kareapa no Mubekunosuu 6omecty,
napasutosorus u tponudecka menununa, CbAJIUIIB “Ilpod. MBan Kupos”.

HAYYEH PBKOBOJAUTEJ HA BOAEIIUSA N3CIEJOBATEJ (IOKTOPAHT):
e Jlou. n-p Tatsna IlerpoBa Uepsensikosa, nmu; CBAJIUIIB “Ilpod. UB. Kupos”.

AJIPEC 3A KOHTAKTU HA BOJIELUSI U3CJIEJOBATEJ (JIOKTOPAHT): Codus, Oyn.
Axap. Us. Es. I'emioB 17, Mobuien: +359 878 107 627

BA30OBA OPI'AHU3AIIUA 3A UBITBJIHEHUE HA ITPOEKTA: Meaumuacku ®@akynrer, Katenpa
1o MHQEKIMO3HH OOJIECTH, TTapa3uTosiorus u Tponudecka meauinHa, CBAJIUIIB “TIpod. M. Kupor”

PE3VYIJIITATH:
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B nuteparypara Bce moBeue ce OUCKYTHpPa AOKOJKO reHorunosere Ha HBV umar oTHOmeHue
KBbM TEXECTTa W M3XOAa Ha 3a00JIIBaHETO MpU OCThp BUpyceH xematuT B. ToBa ¢ BB3mamuTenHO
3a00NiiBaHe Ha 4YepHUSA JApo0, YMATO KIWHUYHA W35SBA Baphpa IIUPOKO — OT ACUMITOMATHYHH,
AHUKTEpUIHH (OPMHU 110 pa3BUTHE Ha (PyIMHHAHTEH XEMaTUT W OCTpa YepHOApOOHA HEIO0CTaTHUHOCT.
Hamero mpoydyBane BKIIIOYBa M3cienBaHe Ha TeHoturnoere Ha HBV mpu 23 - Ma mamueHTd ¢ OCThp
Bupycen xenatut B mocpernctBom INNO LiPA HBV DNA Genotyping assay. [lpu wuscrneaBHute
MarueHTn 3a00JIABaHeTO MPOTHYA B JIeKa, CpPeTHOTe)XKKa M Texkka ¢opma. lllectHamecer oT Tiax ca ¢
reHorun D, mBama ¢ reHOTHI A, a TIpH ITeTUMa TEHOTHUIIOBETE ca CMeceHH (Tpuma ca ¢ renoTunose D+E,
u o enuH D+F u D+A). OcHoBHaTa 4acT OT MalMEHTHUTE ¢ npeodiagaBamus reHoTun D o3npasssat (13
IyIH), a 3 cTaBaT XpOHUYHU HOCHUTEIH. ENMH OT MalMEeHTUTE C TeHOTHN A 03/1paBsBa, a ¢IWH CTaBa
XpoHHUYeH HocuTenl. J[Bama ot mamuentute ¢ reHotunn D+E o3mpaBsiBar, a eguH ocTaBa XpOHUYEH
Hocuten. [lanmueHTsT ¢ reHoTHI D+A CcTaBa XpOHMYEH HOCHUTEN, a MpH TalueHra ¢ reHotun D+F ce
Ha0JII0/1aBa 0CTpa YSPHOIPOOHA HEAOCTATHYHOCT 1 exitus letalis. [Tpu maruenture ¢ reHorun D morat na
ce HaOmoJaBaT BCHYKH (DOpMH Ha MPOTHYaHE HAa WH(EKIUS KAaTO €BONIONUATA € MpeodiiajgaBaiio C
03/IpaBsiBaHE, HO MPHU MAaIbK IMPOLEHT OT OONHHTE ce HaOmomaBa mepcucthupaHe Ha HBsAg wa 6-us
Mecell cliel Xocnuranuzanusita. [Ipu cMeceHuTe TeHOTUIIOBE MOJKE J1a ce HaOIro/1aBa KakTo O3/paBsiBaHe,
Taka ChIO U XPOHU(PHUIIUPAHE U TIO-PSAIKO pa3BUTHE HA (DyIMUHAHTEH XETATHT.

Hamero mpoyuBane mokasa, 4e NpeIOMHUHHUPAILUAT T'€HOTUI IPU H3CICIBAHUTE MALMEHTH C
octbp BHpyceH xematuT B B Bbwarapus e D. Hudekumsata ¢ reHotun D He moBmusiBa xoia Ha
3abomsiBaneTo. Jlomyckame, de KOMOWHAIMATA OT TEHOTUIIOBETE MOXKE Ja HMa OTHOIICHHE KbM
¢hymmunanTHO potrdane Ha HBV mubeknmsara n keM TexxecTTa Ha 3abomsiBanero. HeoOxogmmu ca 1o
HaTaThUIHY NIPOYYBAHUS Ha IO ToJIsiM OpOoH MaIleHTH.

HAYYHU ITYBJIUKALUUA:

e CrpamumupoB [l. Brusuue na eenomunogeme nHa xenamumuus B — eupyc 6bpxy KIUHUYHOMO
npomuuate, uzxooa u npoerosama npu B — xenamum. CvBp. Megummaa LVIIL, 2007, Ne 2, 66 —
73.

Hayynusm omuem e npuem cwvc cnednume oyenku no cxkairama na Cveema no meouyuncka
nayka: BUCOKA - 3a uzgvpuwienama Hayunouscredosamesncka oeunocm;, BUCOKA - 3a npunoca na
nonyuenume pesyaimamu 3a ogopmane Ha Oucepmayuonnus mpyo;, BUCOKA - 3a npunoca na
peanusupanama pazpaboma 8bPpxXy npoyeca Ha noo20moeKkama Ha 00KMopanma.

2.20. JTorosop Ne 13-71/2007 r. na MY — Codusn
HAYYHO HAIIPABJIEHHE: Jlercka cToMaToi0THs

TEMA HA WU3CJIEJOBATEJICKHUA ITPOEKT: Pa3paboTBane Ha eKCHepTHa KOMIIOTHPHA
[IporpamMa 3a OLIEHsIBaHE Ha OPaJIHOTO 3/[paBe Ha JelaTa

HEPUOJ HA ®PUHAHCOBA IIOJAKPEIIA: 2007 T.
BOJEII U3CJIEJOBATEJI (10KTOPAHT):

o Kpemena IOpuesa HukomnoBa — BepinHkoBa, 3a4uciieHa 3a peIoBeH JOKTOPAHT ChC 3aroBes Ha
Pextopa Ne P-288/24.03.2006 r.; Kareapa mo Jlercka neHrtanna MeauiuHa, Dakyiarer 1o
Henranna meauiunaa, MY - Codus, oyn. Cs. I'. Codumiicku 1, 1431 Codusi.

HAYYEH PBKOBOJAUTEJ HA BOAELIMA U3CJEJOBATEJ (1OKTOPAHT):
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e Jlom. n-p Pocuma Nnmesa Kabakumea, mm; Katenpa mo Jlercka nenranna menummaa, akynrer
o [lenramua mequmnuaa, MY - Codus, 6ymn. Cs. I'. Codwuiickn 1.

AJIPEC 3A KOHTAKTHU HA BOJEIUA U3CJIEJAOBATEJ (AOKTOPAHT): Karegpa mo
Jetcka nentanna MenuiuHa, @akynrteT mo aeHtanHa meaunuia, MY - Codus, 6yn. Ce. I'. Coduiicku 1,
eT. 6, kab. 611; Ten.: +359 2 953 34 69

BA3OBA OPTAHM3AIIUA 3A UBIIBJHEHHUE HA IIPOEKTA: Karenpa mo Jlercka meHTamHa
Menuimaa, ®akynrer no Jlenranna meaununa, MY — Codust

PE3YJITATM:

PazpaboTnxMe KOMMIOThpHA NporpaMa 3a OICHKA Ha OpAJHOTO 37paBe Ha Jena, 4pe3
n3uucisaBane Ha “MHuekc 3a orneHka Ha jaercko opaiHo 3apae” (MOJ103). Cr3ganeHaTa KOMIIOTHPHA
mporpaMa ¢ HammcaHa C IOMOINTa Ha e3ukKa 3a nporpamupane MicroSoft Visual C++ v. 8. 3a
v3uepTaBaHe HA CHEIMaJHUTE elleMeHTH € m3noi3BaH rpaduunus e3mk Open Graphical Language. 3a
edexTuBHATa paboTa Ha IIporpamara ¢ pa3paboTeH crenuain3upan GopMaT Ha JaHHUTE.

Cp3aaneHara KOMIIOTBPHA MPOrpaMa € mbpBaTa MOJICpPHA €IEKTPOHHA CUCTEMA 3a OLICHSBAaHE Ha
opajHOTO 37apaBe Ha jenara B bwirapusa. CodTyepbT € BHCOKOTEXHOJOTHYECH IPOAYKT, W3pa3 Ha
CEpHO3HO HAyYHO THPCEHE 32 HAW-IIBIHO M KOMIIETEHTHO CHOWpaHe Ha aHAMHECTHYHA M KIMHWYHA
nHpOpMaLUs XapaKTepusupalla OpalHOTO 3ApaBe Ha Jenara. Cb3maaeHara MporpaMa Iojromara
B3€MaHETO Ha KIMHUYHM DPEIICHHs OT KIMHHIMCTA, KaTO HE CaMO JOKYMEHTHpa OpajlHHs CTaTyC Ha
MalnMeHTa, HO W HWACHTH(HUIMpPA TOYHWUTE NPUYMHHU, MOPAaAd KOMTO MAMEHTHT € 3aryOms TOYKH OT
KOMITOHEHTUTE XapakTepuzupaimy opanHoto 3xapase ype3 MOJO3. Ilo To3n HauMH mporpamara € B
CBhCTOSTHUE Jla TeHepupa JiedeOeH IulaH, cboOpaseH ¢ mpuoputerute. Upes m3uucnsBane Ha MOJ03
Ipe/in U cJIel JISYUSHUETO MporpamMara Mo3BOJIsIBa Ja e TOKYMEHTHpA BCSKa MPOMSHA B OPATHOTO 37paBe
W TI0 TO3W HAYMH J1a c€ OLICHH e(peKTHBHOCTTA U €(PUKACHOCTTA Ha OKa3aHaTa JEHTAIHA IIOMOIII.

HAYYHU IIYBJIUKALUUA:

e HuxomoBa — BwpmmakoBa K. [lenmanna ungpopmamuxa. [lpunosicenue nma xomnrompume 6
Oenmannama meduyuna. ChBpeMEHHA CTOMATOJOTHs. (TIO]] I1evar);

¢ Nikolova — Varlinkova K., Kabaktchieva R.Oral health status assessment indicators in a child
dental patient. Journal of IMAB - Annual Proceeding (Scientific Papers), 2008, book 2, 61-66.
Available at: www.journal-imab-bg.org

HAYYHH ITPOSIBU:

e HuxkomnoBa — BwepnunkoBa K., KabakuneBa P. Hnouxamopu 3a oyenka Ha opanuwus cmamyc Ha
deme — nayuenm. JIlHM Ha MeauuuHCKarta Hayka. Hayuna cecust ,,ChbBpeMEHHH TEHICHLUH B
npo(UIaKTUKATa U JICUSHUETO HA OpaTHUTE 3a00JIsIBaHUS MPH Jera U Bb3pacTau”. [lnosnus, 30
oktomBpH 2008, c0. pes., ctp. 10.

Hayunuam omuem e npuem cvc caeonume oyenxku no ckarama Ha Cveema no mMeouyuHcka
nayxa: OT/IHYHA - 3a usevpuenama nayunouscieoogamencka oetinocm, BUCOKA - 3a npunoca na
noayuenume pesyaimamu 3a ogopmane Ha oucepmayuonnus mpyo, BUHCOKA - 3a npunoca ha
peanuzupanama pazpabomra 6bpxy npoyeca Ha N0O20Mo8Kama Ha QOKMOPaAHma.


http://www.journal-imab-bg.org/
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1. Competitions “Young researcher’ 2006” and
“Young researcher’ 2007”
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1.1. Contract No. 3-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior

TITLE OF THE RESEARCH PROJECT: Effects of kyotorphin and D-kyotorphin on cold stress-
induced analgesia

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST:

e Elena Borisova Dzambazova.
RESEARCH TEAM (Director of Studies):

e Acoss. Prof. Adriana Bocheva, MD, PhD.

ADDRESS OF THE LEADING SCIENTIST: Department of pathophysiology, Faculty of Medicine,
Medical University, 1431 Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Medical University of Sofia
RESULTS (abstract):

Kyotorphin (Kyo) is a dipeptide neurotransmitter/neuromodulator. The highest levels were found
in areas closely associated with the pain regulatory system. D-Kyotorphin (D-Kyo) is a synthetic
analogue of Kyo, stable enzymatically in the brain. Both peptides bind to a specific receptor and induced
Met-enkephalin release. According literature data Leu-Arg is a potent, pure synthetic antagonist of the
kyotorphin receptor.

It is known that endogenous opioid peptides, released during stress, produce stress-induced
analgesia (SIA). It can be resolved into an opioid, when it is antagonized by naloxone, but also a non-
opioid component. Stress model, such as cold exposure can cause cold stress-induced analgesia (CSIA).

The aim of the present project was to examine the effects of Kyo and D-Kyo on 1 hour CSIA in
rats and involvement of Leu-Arg in these effects.

The experiments were carried out on male Wistar rats (180-200g). Paw-pressure and hot-plate
tests were used for measurement of analgesia after cold stress (CS) model (4°C for 1h).

Kyo, D-Kyo (both at a dose 1 mg/kg, i.p.) and Leu-Arg (1 mg/kg, i.p.) inhibited 1h CSIA.
Naloxone (1mg/kg, i.p.) reduced significantly their effects, which suggest the involvement of the
opioidergic system. Leu-Arg injected before peptides influenced in different way their effects.

SCIENTIFIC PUBLICATIONS:

o Djambazova E., Nocheva H., Bocheva A. Effects of kyotorphin and D-kyotorphin on cold stress-
induced analgesia in rats. Coll. Symp. Ser., 9, 2007, 37-39;

e Dzambazova E., Bocheva A. Is Leu-Arg influences the effects of kyotorphin and D-kyotorphin
after two models of stress-induced analgesia? Trakia Journal of Sciences, 2008 (in press).

SCIENTIFIC PRESENTATIONS:

¢ Djambazova E., Nocheva H., Bocheva A. Effects of kyotorphin and D-kyotorphin on cold stress-
induced analgesia in rats. National Scientific Conference with International Participation
Biologically Active Peptides X, Prague, Czech Republic, April 11 — 13, 2007,
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o Dzambazova E., Nocheva H., Bocheva A. Influence of Leu-Arg on nociceptive effects of Kyo and
D-Kyo after cold stress. Jubilee Scientific Conference 25 Years Medical Faculty, Stara Zagora,
Bulgaria, September 27-29, 2007.

1.2. Contract No. 8-D/2007 — Medical University of Sofia
SCIENTIFIC DIRECTION: Molecular Biology and Genetics

TITLE OF THE RESEARCH PROJECT: Association study of CHEK2 variants 1157T and 1100delC
in colorectal and endometrial cancer patients from Bulgaria

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Darina Konstantinova
RESEARCH TEAM (Director of Studies): Prof. Vanyo Mitev, MD, PhD, DSc

ADDRESS OF THE LEADING SCIENTIST: 2 Zdrave Str., 1431 Sofia, Medical Faculty, Department
of Chemistry and Biochemistry

ORGANIZATION OF PROJECT IMPLEMENT: Medical University — Sofia, Department of
Chemistry and Biochemistry, Molecular Medicine Center

RESULTS (abstract):

In the Industrialized World, endometrial cancer (EC) is the most common malignancy of the
female reproductive system and colorectal cancer (CC) is a leading cause of death. Similarly to other
common diseases, gene variations are believed to be able to alter individual’s predisposition towards
developing the disease.

The CHEK2 gene encodes a tumor suppressor that takes part in various cell processes, among
which: cell cycle regulation, DNA repair and apoptosis. The polymorphic variant 1le157Thr in exon 3 of
the gene has been demonstrated to enhance the risk of several types of cancer (among which colorectal
and breast) in North European populations and at the same time to reduce the risk for developing upper
aerodigestive cancer.

We have genotyped 722 population controls and have established a population frequency of
2.53%.

To study the significance of CHEK2 1157T for EC, we have genotyped 268 EC patients and 449
female population controls. We found carriers of 1157T more often among female controls than we did
among patients (2.45% vs. 1.75%), but the difference was not statistically significant. Case-only analysis
revealed that the variant is overrepresented in patients diagnosed at 75 or more years of age (9.09%, p =
0.05). Tumors of 1157T carriers showed endometrioid, clear cell, and mucinous morphology, which
suggested that the variant may not be restricted to a certain histotype of the disease.

This study is the first to explore the association between germline CHEK2 1157T and endometrial
cancer. It suggests the need for further large scale evaluation of the role this variant plays in endometrial
carcinogenesis.

We have also genotyped 299 CC patients. The polymorphism frequency among them (2.62%) did
not differ from that of healthy controls (2.53%). Given the low population frequency of this
polymorphism and the lack of association, we conclude that it is not relevant for risk estimation in
Bulgarian population.
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We have also performed a pilot study for the significance of 1100delC among CC patients and
controls, but have not detected this mutation.

SCIENTIFIC PUBLICATIONS:

e Konstantinova D., et al. CHEK2 1157T and endometrial cancer. DNA Cell Biol., 2008, Oct. 6,
Ahead of print.

SCIENTIFIC PRESENTATIONS:

e Konstantinova D, et al. CHEK?2 is not associated with an increased risk of endometrial cancer in
Bulgarian patients. European Journal of Cancer Supplements, vol. 6, No 9, July 2008.

1.3. Contract No. 15-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Molecular Biology and Genetics

TITLE OF THE RESEARCH PROJECT: Molecular — genetical analysis of SCN1A gene and
phenotype — genotype correlations in the patients with generalized epilepsy with febrile seizure plus
(GEFS+)

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Iglika Todorova Yordanova
RESEARCH TEAM (Director of Studies): Prof. Ivo Marinov Kremensky, MD, DSc

ADDRESS OF THE LEADING SCIENTIST: National Genetic Laboratory, University Hospital of
Obstetrics and Gynecology, 2 Zdrave Str., 1431 Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: National Genetic Laboratory, University Hospital
of Obstetrics and Gynecology, 2 Zdrave Str., 1431 Sofia, Bulgaria

RESULTS (abstract):

We performed a mutation analysis of SCN1A in 29 patients with GEFS+, 9 with SMEI and 32
with other types of infantile epilepsy. We identified 8 disease-causing mutations. Tree GEFS+ patients
carried a missense mutation. The mutations Gly410Val and Arg859His were found in all affected member
in the families. The mutation Phe218Leu was transmitted from the non-affected father to his two affected
children with GEFS+. Two missense (p.Phel7071le and p.Leu1309Phe), and all truncating mutations
(p.11e1039delA, p.Ser1546delA, IVS17+2T — A) were found in SMEI patients, consistent with the
severity of the epilepsy phenotype. The missense mutation Leul309Phe was found in two affected
brothers with SMEI&MAE belonging to a family with an epilepsy history. In our sample, a mutation was
identified in 21% of patients with GEFS+ or SMEI, and none in the other epilepsy patients. This nicely
illustrates that GEFS+ and SMEI are part of a continuous spectrum of fever associated epilepsy
phenotypes caused by mutations in SCN1A. All mutations were absent from 60 control individuals and
they had not been reported in the literature. This is the first large scale study of SCN1A gene analysis in
Bulgarian epilepsy patients.

SCIENTIFIC PUBLICATIONS:

e Abstract title: “Mutation analysis of the SCN1A gene and genotype-phenotype correlations in
Bulgarian epilepsy patients”. Published in European Jurnal of Human Genetics, vol. 16, Suppl. 2,
p. 278.
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SCIENTIFIC PRESENTATIONS:

e Yordanova l., et al. Mutations analysis of the SCN1A gene in Bulgarian epilepsy patients. ESF
Research Conference on Rare Diseases, Sant Feliu de Guixols, Spain, (8.03-12.03.2008);

e Yordanova l., et al. Mutation analysis of the SCN1A gene and genotype-phenotype correlations in
Bulgarian epilepsy patients. European Human Genetics Conference 2008, Barcelona, Spain
(31.05-03.06.2008).

1.4. Contract No. 1-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: HPLC determination of amino acids and polyamines levels
in aqueous humor of patients with pseudoexfoliation syndrome and pseudoexfoliation glaucoma

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:
e Lyudmila Vladimirova Mateva, PhD student.
RESEARCH TEAM (Director of Studies):
e Prof.Vanio Ivanov Mitev, MD, PhD, DSc.

ADDRESS OF THE LEADING SCIENTIST: MU, MF — Department of Chemistry and Biochemistry,
2 Zdrave Str., 1431 Sofia

ORGANIZATION OF PROJECT IMPLEMENT: MF-Department of Chemistry and Biochemistry, 2
Zdrave Str., 1431 Sofia

RESULTS:

Our purpose was to investigate amino acids concentration in aqueous humor of 25 patients with
pseudoexfoliation syndrome (PES) and 11 controls. 10 of the patients with PES had secondary open angle
glaucoma (PEG). All analyses are carried out after derivatization with  N-(9-
fluorenylmethoxycarbonyloxy) succinimide (Fmoc-OSu). Before derivatization samples were reduced
using aqueous TCEP.HCI and then free thiol groups of cysteine and homocysteine were alkylated with
acrylamide. Despite large inter-individual variations, we observed elevated asparagine, cysteine,
homocysteine and significantly decreased leucine levels in the aqueous humor of the patients of both PES
and PEG groups in comparison with control subjects. The amino acid (asparagine, cysteine, leucine and
homocysteine) composition of aqueous humor in PES and PEG may help to understand patogenesis of the
disease.

We observed elevated putrescine, spermine and decreased spermidine levels in the aqueous
humor of the patients of both PES and PEG groups.

SCIENTIFIC PRESENTATIONS:

e Congress of the European Society of Ophtalmology, June 09-June 12, 2007, Vienna, Austria.
Free amino acid levels in aqueous humor of patients with pseudoexfoliation syndrome and
pseudoexfoliation glaucoma.

Summary
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Purpose: To determine amino acids levels in agueous humor of patients with pseudoexfoliation
syndrome, with and without glaucoma, and to compare with control subjects.

Methods: Ten patients with pseudoexfoliation syndrome (PES), 10 patients with
pseudoexfoliation glaucoma (PEG), and 11 patients with cataract as control group were enrolled in the
study. All groups were matched by age, gender and concurrent diagnosis of systemic hypertension.
Agueous humor samples were collected from all patients during cataract surgery. Total levels of free
amino acids (asparagine, glutamine, serine, aspartic acid, glutamic acid, threonine, cysteine,
homocysteine, glycine, alanine, methionine, valine, phenylalanine, isoleucine, leucine, ornitine, and
lysine) were measured by high-performance liquid chromatography.

Results: Different amounts of all investigated amino acids were detected in all groups, except of
homocysteine which was not detected in the control group. Very low levels of this amino acid were found
in both PES and PEG samples. Despite large inter-individual variations, we observed significantly
elevated asparagine and cysteine levels in the aqueous humor of the patients of both PES and PEG groups
(P < 0.01). Leucine level was about four times lower in PES and PEG groups (P< 0.01), compared to
controls. The levels of other analyzed amino acids had no significant differences in aqueous humor of
studied groups.

Conclusions: Leucine, asparagines, cysteine, and especially homocysteine may play a role in
pseudoexfoliation syndrome and pseudoexfoliation glaucoma.

1.5. Contract No. 10-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Kidneys and Urinary Tract

TITLE OF THE RESEARCH PROJECT: Participation of nitric oxide and renal nerves in the
regulation of kidney function after unilateral nephrectomy in Wistar rats

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:

e Tsveta Veselinova Ivanova.
RESEARCH TEAM (Director of Studies):

e Prof. Radoslav Alexandrov Girchev, MD, DSc.

ADDRESS OF THE LEADING SCIENTIST: Department of Physiology, Medical University, Sofia, 2
Zdrave Str., 1431 Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Haemodynamics and kidney’ function Laboratory,
Department of Physiology, Medical Faculty, Medical University — Sofia

RESULTS:

The role of nitric oxide (NO) and renal nerves on kidney excretory function was examined by
inhibiting NO Synthase (NOSI) using 10 mg/kg N®nitro-L-arginine methyl ester (L-NAME)
i.v.application.

Experiments were carried out on conscious Wistar rats with intact renal nerves, 8 days after
bilateral renal denervation, 8 days after unilateral nephrectomy (UN) and 8 days after simultaneous
unilateral nephrectomy and contralateral renal denervation.
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NOSI increased urine flow rate, however, it decreased urine osmolality without influencing
osmolyte excretion in unilaterally nephrectomized animals. It also caused a more intensive increase in
sodium, chloride and calcium excretion in the UN group. The absence of renal nerves on the remnant
kidney led to an enhancement in urine osmolality and phosphate excretion and to a decrement in sodium
and magnesium excretion. Renal nerves influenced the regulation of plasma renin activity (PRA). After
their removal PRA decreased. UN did not change PRA, however, NO participates in its maintenance.

The effects of NO are mediated by renal nerves both in intact and unilaterally nephrectomized
Wistar rats. NO plays an essential role in the compensatory processes occurring in the kidney after UN.
The role of NO in the maintenance of the electrolyte homeostasis is more pronounces after UN.

SCIENTIFIC PUBLICATIONS:

e Ivanova T., Markova P., Girchev R. Changes in the Kidney Excretory Function and Plasma
Renin Activity after Unilateral Nephrectomy and Nitric Oxide Synthase Inhibition. Comptes
rendus de I’ Academie bulgare des Science, Vol. 60, No 2, 195-200, 2007;

e lvanova T., Markova P., Girchev R. Participation of Renal Nerves in the Regulation of Kidney
Excretory Function Changed after Unilateral Nephrectomy. Comptes rendus de 1’Academie
bulgare des Science, Vol. 60, No 3, 327-332, 2007;

e lvanova T., llieva G., Tolekova A., Chakalov l. Plasma renin activity after unilateral
nephrectomy and nitric oxide synthase inhibition in rats. Trakia Journal of Sciences - in press.

SCIENTIFIC PRESENTATIONS:

e Chakalov I., Ivanova T. Blood pressure and renal excretory function after unilateral nephrectomy
and nitric oxide synthase inhibition. 29th International Scientific Medical Congress for Students
and Young Doctors. Ohrid, Macedonia. 29 May — 1 June, 2006;

e lIvanova T., Chakalov I. Blood pressure, calcium, magnesium and phosphate excretions after
unilateral nephrectomy and NOSI. 5th Medical Scientific Conference for Students and Young
Doctors. Pleven, Bulgaria. 19th — 21st October, 2006;

e lvanova T., Tolekova A., llieva G., Chakalov I. Plasma renin activity after unilateral
nephrectomy and nitric oxide synthase inhibition in rats. First Scientific Conference for Students
and PhD with International Participation. Stara Zagora, Bulgaria. 10-12 November 2006.

1.6. Contract No. 11-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Kidneys and Urinary Tract

TITLE OF THE RESEARCH PROJECT: Participation of nitric oxide and renal nerves in the
regulation of kidney function after unilateral nephrectomy in spontaneously hypertensive rats

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST:

e Tsveta Veselinova Ivanova.
RESEARCH TEAM (Director of Studies):
e Prof. Radoslav Alexandrov Girchev, MD, DSc.
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ADDRESS OF THE LEADING SCIENTIST: Department of Physiology, Medical University — Sofia,
2 Zdrave Str., 1431 Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Haemodynamics and kidney’ function Laboratory,
Department of Physiology, Medical Faculty, Medical University — Sofia

RESULTS (abstract):

The participation of nitric oxide (NO) and renal nerves in the renal excretory function after
unilateral nephrectomy was investigated by NO synthase inhibition (NOSI), through intravenous
application of 10 mg/kg N nitro-L-arginine methyl ester (L-NAME).

The experiments were performed on conscious male spontaneously hypertensive rats (SHR) 8
days after sham operation, 8 days after bilateral renal denervation, 8 days after unilateral nephrectomy
(UN) and 8 days after concomitant UN and contralateral renal denervation.

NOSI caused an increase of urine flow rate in all investigated groups. L-NAME lead to a more
pronounced increase of sodium, chloride and calcium excretion in the sham-operated SHR compared to
the rats that underwent UN. The absence of renal nerves of the remnant kidney resulted in increase of
urine osmolality, calcium and phosphate excretion, however, it decreased urine flow rate. Renal nerves
are not involved in the regulation of plasma renin activity. In SHR UN leads to a decrease in plasma renin
activity, however, NO participates in its maintenance.

The effects of NO are partly mediated through renal nerves in intact and unilaterally
nephrectomized SHR. The role of NO in unilaterally nephrectomized SHR is less pronounced in the
maintenance of renal electrolyte homeostasis compared to sham-operated SHR.

SCIENTIFIC PUBLICATIONS:

e lvanova T., Markova P., Girchev R. Plasma rennin activity in spontaneously hypertensive rats:
role of unilateral nephrectomy and renal nerves. Comptes rendus de 1’Academie bulgare des
Science, Vol. 61, No 3, 401-406, 2008;

e lvanova T., et al. The role of renal nerves and renal mass reduction on calcium, magnesium and
phosphate urinary excretion. Acta Medica Bulgarica, Vol. XXXIV, No 2, 26-31, 2007;

e lvanova T., Markova P., Girchev R. Nitric Oxide in the Regulation of Blood Pressure and
Urinary Sodium and Chloride Excretion after Unilateral Nephrectomy in Spontaneously
Hypertensive Rats. Comptes rendus de 1’Academie bulgare des Science, Vol. 60, No 11, 1209-
1214, 2007.

SCIENTIFIC PRESENTATIONS:

e lvanova T., Chakalov I., Lutov G. Renal magnesium and phosphate excretion in unilaterally
nephrectomized spontaneously hypertensive rats after NO-synthase inhibition. IX Haronanen
Konrpec na bbirapckoro pyxkectBo mo Pusmonormunu Haykw, 9 - 11 HoemBpm 2007,
bnaroesrpazp ctp. 30;

e Ivanova T., Chakalov I. Sodium and water excretion after unilateral nephrectomy in
spontaneously hypertensive rats. IO6uneitna nayuna kougepennus, 27-29 Cenrtempu 2007,
Crapa 3aropa;

e llBanosa lIB., Mapkoga II., Yakanos U. Ilrasmena penunosa axmueHocm, 600HA U HAmMpuesa
eKcKpeyusi cned eOHOCMPAaHHA Heppekmomusi y CHOHMAaHHO-XunepmensusHu nivxoge. VIII
Hanmonanen konrpec no knuan4Ha nadoparopus, 20-22 Cenremspu 2007, bopoger, ctp. 86.
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1.7. Contract No. 4-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: Dissemination of antimicrobial resistant strains
Streptococcus pneumoniae — significant cause of community-acquired infections for 2006-2007 year;
serotype distribution and identification of molecular mechanisms of erythromycin-resistant pneumococci

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST:

e Alexandra Sashova Alexandrova, molecular biologist.
RESEARCH TEAM (Director of Studies):

e Assoc. Prof. Lena Petrova Setchanova, MD, PhD.

ADDRESS OF THE LEADING SCIENTIST: 1431 Sofia, 2 Zdrave Str., Department of Microbiology,
Medical Faculty

ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Medical University-Sofia,
Department of Microbiology

RESULTS (abstract):

In the years 2006 — 2008 from four University Hospitals in Bulgaria were collected 321 clinical
isolates Streptococcus pneumoniae — 33 samples from blood and cerebrospinal fluid (10.3%) and 288
miscellaneous respiratory samples (89.7%). They were studied to determine their susceptibility to
antimicrobials by the means of MIC testing, the mechanisms of macrolide resistance, as well as their
phenotypic and genotypic characteristics and serotype distribution. We observed higher infection rates of
pneumococci (68.5%) in children populations.

The results of disk diffusion susceptibility testing were: 52% Penicillin-nonsusceptible
pneumococci of all 321 pneumococci, Erythromycin resistance were found in 97 strains (30.2%) and 66
strains were Clindamycin resistant (20.6%). The multidrug resistant strains were 38.6%.

We determined the antimicrobial susceptibility of 186 clinical isolates by MIC testing: 46.8%
were penicillin-nonsusceptible (28.5% penicillin-intermediate and 18.3% penicillin resistant strains).
Erythromycin resistance was found in 30.1% of the isolates, 20.4% were Clindamycin resistant. The
susceptibilities to other antimicrobials were: amoxicillin (95.7%), amoxicillin-clavulanic acid (95.7%),
cefuroxime sodium (73.1%), cefotaxime (93%; all the rest 7% were intermediately resistant),
chloramphenicol (89.2%), tetracycline (67.2%), ciprofloxacin (93%), trimethoprim-sulfamethoxazole
(45.7%), rifampin (100%), and vancomycin (100%).

We examined the prevalence of erythromycin ribosome methylase macrolide resistance
mechanism than macrolide efflux compared to isolates collected in 2001-2005. Among 97 erythromycin-
resistant S. pneumoniae isolates, strains harbouring erm(B) genes (h = 64; 66%) were found to be
predominant over strains with mef(A)/mef(E) genes (n = 27; 27.8%). Six isolates (6.2%) carried both
erm(B) and mef(A)/mef(E) genes. In total 70 ermB-positive strains were associated with MLS phenotype,
27 were M-type isolates, carrying the mef gene.

In order to discriminate mefA and mefE genes, which encodes a drug efflux pump, was performed
PCR-RFLP for 33 strains. All tested strains owned mefE gene.
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The most commonly serotype (or serogroup) identified in the study were 19, 6 and 14 — (91%) of
55 erythromycin-resistant strains.

SCIENTIFIC PUBLICATIONS:

e AmnekcanmpoBa A., CedanoBa JI. Monexynapno - 6uonocuunu memoou 3a enuoemuosoSudHo
munupawne u u3Ccie08ane Ha anmubuomuyHama pesucmenmuocm Ha Streptococcus pneumoniae.
(ITox mmegar);

o Alexandrova A., et al. Antimicrobial susceptibility and macrolide-resistance mechanisms among
clinical isolates of Streptococcus pneumoniae in Bulgaria, 2006-2007;

e XVIII European Congress of Clinical Microbiology and Infectious Diseases (ECCMID).
Barcelona, Spain 19-22 April 2008 VVolume 14, supplement No 7, [R2306].

SCIENTIFIC PRESENTATIONS:

e AnekcaHgpoBa A. U 1ap. AHMUMUKPOOHA YYBCMBUMENHOCH U MEXAHUMU HA MAKpOIUOHA
pesucmenmnocm Ha kiunuyny uzonamu Streptococus pneumoniae: 2006 — 2007,

e Coopuux wnayunu mpyoose. V| Hanumonanen Konrpec mo Kinunuuna MukpoOuosiorus u
Wudexromorns Ha bearapckara Acormarus Ha Mukpoouomosure. [lnosnus, 3-6 Ampmr 2008
r., cTp. 193.

1.8. Contract No. 7-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pharmacology and Toxicology. BAS and Drugs

TITLE OF THE RESEARCH PROJECT: Effect of glucose and insulin on the hypothalamic regulation
of experimental obesity

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Teodora Handjieva — Darlenska, MD
RESEARCH TEAM (Director of Studies): Prof. Nadka Boyadjieva, MD, PhD, DSc

ADDRESS OF THE LEADING SCIENTIST: 2 Zdrave Str., 1431 Sofia, Department of Pharmacology
and toxicology, Medical Faculty, Medical University, Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Department of Pharmacology and toxicology,
Medical Faculty, Medical University, Sofia, Bulgaria

RESULTS (abstract):

The experimental nutritional model of obesity plays an important role in the investigation of the
relationship between the environmental and genetic factors in the development of obesity. This model
leads to significant changes in the body weight, as well as in the metabolic parameters. The high-fat diet
stimulates the lypogenesis and, thus the increase in the leptin synthesis from the adipose tissue. The
increased body weight positively correlates with high serum leptin levels in experimental animals in
comparison with the control group. Leptin, insulin and glucose are strong inhibitors of appetite and play
an important role in the long-term regulation of energy homeostasis. The infusion of insulin and glucose
in the third ventricle inhibits the hypothalamic expression of leptin. Moreover, this results into the
inhibition of the anorectic effect of leptin.

SCIENTIFIC PUBLICATIONS:
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e Handjieva-Darlenska T., Tahsev R., Bojilova A., Boyadjieva N. Effect of insulin and glucose on
hypothalamic and plasma leptin. Cerrahphasa Medical Review.
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2

Medico-clinical area
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2.1. Contract No. 3-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Skin. Surgery

TITLE OF THE RESEARCH PROJECT: Surgical treatment of Basal cell and Squamous cell
carcinoma. Evaluation of minimal surgical margins of 3 mm after photodynamic diagnosis of the tumor
borders

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:

e Svetlana Stoyanova Kavaklieva, PhD student.
RESEARCH TEAM (Director of Studies):

e Prof. Nikolay Konstantinov Tsankov, MD, PhD, DSc.

ADDRESS OF THE LEADING SCIENTIST: Department of Dermatology and Venereology, 1 Georgy
Sofiyski Str., 1431 Sofia

ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Department of Dermatology and
Venereology, University Hospital ‘Alexandrovska’

RESULTS:

The aim of this study was to evaluate the effectiveness of minimal surgical margins of 3 mm after
photodynamic diagnosis of the tumor borders.

105 patients were enrolled in the trial. They underwent surgical excision of the tumor with 3 mm
healthy tissue. 45 of them had photodynamic diagnosis prior to the operation. The resection margins of
the tumors were histologically evaluated.

Of the 105 patients 56.2% were man (n=59) and 43.8% women (n=46) aged between 27 and 91
years, mean 69 years. In the group of patients with photodynamic diagnosis negative margins were found
in 93.3% (n=42) patients and positive margins were detected in 6.7% (n=3). In the group without
photodynamic diagnosis 91.7% (n=55) had negative histological margins and 8.3% (n=5) were found
positive. The difference had no statistical significance — p >0.05. Regarding the clinical variant of BCC
only ulcerative one had positive histological margins following photodynamic diagnosis and the
difference had statistical significance — p<0.05.

In conclusion photodynamic diagnosis is not a safe method of determining the tumor margins
only in the ulcerated non melanoma skin cancer. Further evaluation of the effectiveness of photodynamic
diagnosis is needed. The study design requires excluding of ulcerated form of BCCs.

2.2. Contract No. 5-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Skin. New Methods. Environment: General and Occupational Factors

TITLE OF THE RESEARCH PROJECT: Occupational allergic contact dermatitis to cosmetics.
Clinical and experimental studies on the role of skin irritant threshold in the contact hypersensitivity

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Razvigor Borislavov Darlenski, MD
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RESEARCH TEAM (Director of Studies): Professor Nikolai Tsankov, MD, PhD, DSc
ADDRESS OF THE LEADING SCIENTIST: 1 Georgi Sofiiski Blvd., 1431 Sofia

ORGANIZATION OF PROJECT IMPLEMENT: Department of Dermatology and Venereology,
Faculty of Medicine, Medical University — Sofia

RESULTS (abstract):

Professional cosmeticians are at high risk for developing occupational allergic contact dermatitis.
A key role in the allergic sensitization plays the epidermal barrier disruption by a variety of irritant
substances in the occupational field.

Aim: The aim of the study is to assess the irritant threshold (the individual’s susceptibility to
irritants) and to look for correlation to the contact sensitization in professional cosmeticians.

Materials and methods: A 4-hour patch test with seven descending concentrations of the irritant
sodium lauryl sulfate (SLS) was performed to determine the irritant threshold of the volunteers. 24 hours
later, the lowest SLS concentration to which the individual reacted with erythema was defined as the
irritant threshold. Instrumentally, the irritant reaction was assessed by measurement of transepidermal
water loss (TEWL) of the tested skin sites. Contact sensitization pattern was achieved by routine patch
testing procedure.

Results: Cosmeticians with positive allergic patch reaction have a significantly lower irritant
threshold than the negative (patch tested) volunteers. A statistically significant difference was obtained in
comparing TEWL values below and above the irritant threshold.

Conclusions: The results of the study contribute to the knowledge of the irritancy role in the
pathogenesis of the allergic contact dermatitis. TEWL is a sensitive and reliable parameter in the
objective evaluation of skin irritation in the irritant threshold assessment.

SCIENTIFIC PUBLICATIONS:

e Darlenski R., Vukov M., Tsankov N. Irritant threshold and contact hypersensitivity in
professional cosmeticians. Journal of Clinical Medicine, 2009; 2- submitted.

SCIENTIFIC PRESENTATIONS:

o Darlenski R., Tsankov N. The role of irritant threshold in allergic sensitization amongst
professional cosmeticians. XXVIII EAACI Congress (Esponeticka akademus RO anep2oio2us u
KauHuyHa umynono2us), Bapurasa, ITommra, 2009, 6-10 rouu (submitted).

2.3. Contract No. 6-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior

TITLE OF THE RESEARCH PROJECT: Involuntary commitment and discharge in psychiatry — risk
assessment of dangerous behavior for mentally disordered patients

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:

e Radoslav Alexandrov Borisov, MD, PhD thesis with written order of the Rector of Medical
University — Sofia Ne P-1107/20.10.04, at Medical Faculty; Department of Psychiatry; Clinic of
Forensic psychiatry and psychology; University Specialized Hospital for Active Treatment in
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Neurology and Psychiatry “St. Naum”, BG, 1113 Sofia, Tzarigradsko shosse 4 km., 1 Ljuben
Russev Str.

RESEARCH TEAM (Director of Studies):

e Assoc. Prof. Vladimir Todorov Velinov, MD, PhD, Medical Faculty, Department of Psychiatry,
Clinic of Forensic psychiatry and psychology; University Specialized Hospital for Active
Treatment in Neurology and Psychiatry “St. Naum”, BG, 1113 Sofia, Tzarigradsko shosse 4 km,
1 Ljuben Russev Str.

ADDRESS OF THE LEADING SCIENTIST: Clinic of Forensic psychiatry and psychology;
University Specialized Hospital for Active Treatment in Neurology and Psychiatry “St. Naum”, BG, 1113
Sofia, Tzarigradsko shosse 4 km, 1 Ljuben Russev Str.; phone number: +359 2 970 22 75

ORGANIZATION OF PROJECT IMPLEMEMT: Medical Faculty, Department of Psychiatry, Clinic
of Forensic psychiatry and psychology, University Specialized Hospital for Active Treatment in
Neurology and Psychiatry “St. Naum”, BG, 1113 Sofia, Tzarigradsko shosse 4 km, 1 Ljuben Russev Str.

RESULTS:

The results of this study unambiguously points that schizophrenia is the leading diagnosis
(especially the forms with paratimia, paralogia, impulsivity, paranoia and imperative hallucinations)
among patients committed on obligatory basis in psychiatry. Significantly important for these people are
the previous history of dangerous behavior and the absence of treatment. Without underestimation of
psychopathology and related changes in behavior, it seems that in people with equal diagnosis and similar
characteristic of the illness, the main differences are social stability and support. They are the key
elements that distinguished involuntary committed patients (according to the Health Low) from voluntary
admitted ones. In some way social functioning is the expression of the entity of all factors that are a part
of the bio-psycho-social model of the patient. It gives us a view about how particular illness reflects on
particular patient (with his/her particular characteristics) in particular time of her/his life. Probably
because of the absence of adequate social support system for mentally ill patients in Bulgaria, the family
remains the most important and, in practice, the only one social supporting structure. If the family is
“healthy” the prognosis for these patients is far better and the possibility for them to be involuntary
committed is lower.

SCIENTIFIC PRESANTATIONS:

*With the results from this project the author participated in the International Congress of World
Psychiatric Association — July 12-16, 2006 and participate with poster presentation on the 9™ ECNP
Regional Meeting, 27-29 April 2007 Sofia, Bulgaria.

e Borisov. R. Risk assessment in psychiatry. Word Psychiatric Association International Congress,
Istanbul Turkey 15 July 2006, 133;

e Borisov. R., Kirilov G. An open-label comparative efficacy study of clozapine and haloperidol in
voluntary and compulsory hospitalised schizophrenic patients. 9" ECNP Regional Meeting,
Sofia, Bulgaria, 29 April 2007.

2.4. Contract No. 13-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behavior. Biochemistry. Metabolism
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TITLE OF THE RESEARCH PROJECT: Investigation of the plasma homocysteine in patients with
Parkinson’s disease, treated with L-dopa and in those treated with other medications

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:
e Antoniya Todorova Todorova, MD.
RESEARCH TEAM (Director of Studies):
e Prof. lvan Milanov, MD, PhD, DSc.

ADDRESS OF THE LEADING SCIENTIST: University Hospital of Neurology and Psychiatry “St.
Naum”; Third Neurology Clinic, 1 Lyuben Russsev Str., 1113 Sofia

ORGANIZATION OF PROJECT IMPLEMENT: University Hospital of Neurology and Psychiatry
“St. Naum”; Third Neurology Clinic

RESULTS:

Hyperhomocysteinemia is a risk factor for vascular disease, cognitive disorders, and dementia.
An elevated level of homocysteine is often found in patients with Parkinson’s disease and this is related to
L-dopa, which is the main medication used for treatment of the disease.

In this project, using high performance liquid chromatography, we studied the plasma
homocysteine in three groups of patients with Parkinson’s disease — in L-dopa naive, in treated with L-
dopa for 5 years, and in treated with L-dopa 10 or more years, as well as in a group of healthy controls.
The investigated groups included total of 128 patients and 30 controls. As part of the study, some of the
patients with high homocysteine concentration were treated with vitamin B12 and folic acid and their
homocysteine level was measured once more.

Our research showed that the Parkinson’s disease patients treated with L-dopa, especially in the
beginning of the treatment, have plasma homocysteine higher than those of the healthy subjects and the
non-treated patients. This increase is due to the L-dopa therapy as well as to the disease itself. Upon
splitting of the patients into age groups there is homocysteine increase in all groups of patients over the
age of 75.

There is no clearly expressed correlation between plasma homocysteine on one hand and duration
of treatment and the daily L-dopa doze on the other. It was determined that the reception of high doses of
folic acid and vitamin B12 decreases the homocysteine level and could prevent the development of
vascular diseases, cognitive disorders, and dementia, related to hyperhomocysteinemia. This should be
taken into account upon treatment of Parkinson’s disease patients in order to prevent the increase of the
plasma homocysteine and improve their quality of life.

SCIENTIFIC PRESENTATIONS:

e Todorova, A. Hyperhomocysteinemia and Parkinson’s disease. Second Bulgarian-Serbian
Neurological Meeting, Bansko, Bulgaria, June 9-11", 2006

2.5. Contract No. 10-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
CNS. Neurosciences and Behaviour
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TITLE OF THE RESEARCH PROJECT: Interference in postural control and mental task
performance in vestibular patients with and without psychiatric abnormalities

FINANCIAL SUPPORT PERIOD: 2007

LEADING SCIENTIST: Spaska Olegova Georieva — Zhostova, Specialized Hospital for Active
Treatment in Neurology and Psychiatry “St. Naum”

RESEARCH TEAM (Director of Studies): Prof. Ognian Ivanov Kolev, MD, DSc, Specialized Hospital
for Active Treatment in Neurology and Psychiatry “St. Naum”

ADDRESS OF THE LEADING SCIENTIST: Medical Faculty, Department of Neurology, Specialized
Hospital for Active Treatment in Neurology and Psychiatry “St. Naum”, 1113 Sofia, 1 Ljuben Russev;
tel.: +359 2 970 21 42; E-mail: spacegeorgieva@abv.bg

ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Department in Neurology,
Specialized Hospital for Active Treatment in Neurology and Psychiatry “St. Naum”, Section in
Otonerology.

RESULTS (abstract):

The aim of this study was to determine the level of interference between mental task performance
and postural control in vestibular sick patients with and without psychiatric abnormalities. In what way
the emotions interfere with mental activity and postural control is this interference due to general capacity
limitation, motor control interference, competition for spatial processing resources, or a combination of
those.

Method: Postural stability was assessed in 30 patients with peripheral vestibular imbalance
without psychiatric abnormalities and 30 patients with peripheral vestibular imbalance and psychiatric
abnormalities, while they were standing with eyes closed on a stable and an unstable platform. Mental
task performance was measured by reaction time and correct responses. Mental tasks were low and high
load, spatial and non-spatial versions. Interference between postural control and mental task performance
was assessed by comparing control levels of balancing and mental task performance with levels
concurrently balancing and carrying out mental tasks.

Results: As the balancing task increased in difficulty, reaction times on low and high load tasks
grew progressively longer and accuracy of both high load tasks declined in both groups, especially in the
second one. In both groups postural sway was unaffected by the mental task performance.

Conclusions: It is unlikely that dual task interference between balancing and mental activity is
due to competition for spatial processing resources, as levels of interference were similar in vestibular
sick patients with and without psychiatric abnormalities, and were similar for spatial and non-spatial
tasks. Moreover, the finding that accuracy declined on the high load tasks when balancing cannot be
attributed to motor control interference, as no motor control processing is involved in maintaining
accuracy of responses. Therefore, interference between mental activity and postural control can be
attributed to general capacity limitations, and is hence proportional to the attention demands of both tasks.

SCIENTIFIC PUBLICATIONS: None
SCIENTIFIC PRESENTATIONS: None

2.6. Contract No. 14-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cerebrovascular System
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TITLE OF THE RESEARCH PROJECT: Investigations of cerebral auto-regulation in patients with
Parkinson’s disease and its relationship with severity of disease and effect of treatment

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Stefka Georgieva Mantarova — Valkova, MD
RESEARCH TEAM (Director of Studies): Assoc. Prof. Irena Velcheva, MD, PhD

ADDRESS OF THE LEADING SCIENTIST: State University Hospital for neurology and Psychiatry
“St. Naum”, 1 L. Rusev Str., 1113 Sofia

ORGANIZATION OF PROJECT IMPLEMENT: State University Hospital for neurology and
Psychiatry “St. Naum”, 1 L. Rusev Str., 1113 Sofia

RESULTS (abstract):

The asymptomatic orthostatic hypotension is diagnosed in about 20% of the patients with
Parkinson’s disease. It is observed even in the early stages of the disease and its frequency increases with
the increase of the duration and the severity of the disease. Additional unfavorable effect is caused by the
treatment with antiparkinsonian drugs. The low values of the index of sympathovagal reactivity at rest
and its weak increase during the performance of different autonomic tests confirms the neurogenic
character of the orthostatic hypotension in the patients with Parkinson’s disease.

In all patients the phase shift angle has positive mean values and no significant differences between
the patients and the controls could be observed.

SCIENTIFIC PUBLICATIONS: NO
SCIENTIFIC PRESENTATIONS:

e Velcheva I., Dimitrov N., Mantarova S., et al. Evaluation of the autonomic balance in some
neurological diseases through analyzing the heart rate variability. 5th scientific conference of the
Atlanto- Euro- Mediterranian Academy, Sofia, December 13th, 2008.

2.7. Contract No. 4-D/2006 — Medical University of Sofia
SCIENTIFIC DIRECTION: Pregnancy and Fetal Development

TITLE OF THE RESEARCH PROJECT: The unbalanced vaginal ecosystem as a determining factor
in development of ascending intrauterine infection and preterm delivery

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:

e Anna Svetoslavova Masseva, MD.
RESEARCH TEAM (Director of Studies):

o Prof. Angel Nikolov Dimitrov, MD, DSc.
ADDRESS OF THE LEADING SCIENTIST: Sofia, 2 Zdrave Str., SBALAG “Maichin dom”
ORGANIZATION OF PROJECT IMPLEMENT: SBALAG “Maichin dom”, Delivery Hall
RESULTS:

The accomplished study is a prospective one. It comprises a period of 1 year and 4 months. The
object of the study is the preterm delivering patients. The aim of the study is to estimate the status of the
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vaginal ecosystem: Lactobacillus colonization and pathogenic invasion and to look for their connection
with the ascending intrauterine infection and preterm delivery.

There are 88 patients enrolled in the study group. All of them are preterm delivering, either with
preserved (intact) amniotic membrane or preterm prematurely ruptured amniotic membrane. The control
group consists of 51 pregnant women with no evidence of preterm delivery. They deliver by elective
Caesarean section, with no signs of infection. The newborn in both groups were observed as well.

Vaginal secretion, amniotic fluid and serum from the mother and the newborn were examined in
the course of the study. The following indicators of infection were examined: positive microbiological
cultures elevated WBCs, C-reactive protein and cytokines. For the study group altogether a high
percentage of indicators for intraamniotic infection were found: 32-33% compared to control group with
6.8%.

The status of vaginal ecosystem was characterized by the presence of Lactobacillus and its ability
to produce hydrogen peroxide (H,O,) and by the diagnosed pathogenic agents. For the study group
altogether a low rate of Lactobacillus colonization was presented — 20.5% compared to the control group
with 100%. In 5 of 11 patients with isolated Lactobacillus colonization in the subgroup with intact
amniotic membrane no production of H,0, was established. In the subgroup with preterm prematurely
ruptured membrane Lactobacillus colonization was found in 7 patients and in 2 of them no hydrogen
peroxide production was present. In the 51 patients of the Lactobacillus positive control group there were
2 patients with no evidence of hydrogen peroxide production. These results determine the absence of
vaginal Lactobacillus colonization as a predisposing factor for preterm delivery and appoint the hydrogen
peroxide production as an important defensive mechanism for the maintenance of the balance in the
vaginal ecosystem.

Concerning the vaginal colonization with Streptococci group B (GBS) the study did not find
statistically significant difference between the study group and the control group, i.e. the GBS cannot be
defined as causative agent of preterm delivery. The observed by our team case of p— haemolytic neonatal
sepsis with lethal outcome proves their clinical and therapeutic importance.

The obtained results concerning vaginal colonization by genital mycoplasma also did not
demonstrate statistically significant difference between the two groups, although there was more than
double elevation in its rate for the preterm delivery group. We consider the diagnosed findings in all
mycoplasma positive cases co-pathogens an important as well. Their presence probably accelerates the
infective capacity of the genital mycoplasma.

SCIENTIFIC PUBLICATIONS:

e Dimitrov A., Masseva A., Shopova E., Stoykova V., Ruseva R., Nikolov A. Listeria
monocytogenes infection during pregnancy — contemporary aspects. Obstetrics and gynecology,
2007; vol .46, 8:22-25;

e Masseva A., Shopova E., Dimitrov A., Nikolov A. Participation of the genital mycoplasmas:
ureaplasma urealyticum u mycoplasma hominis in the processes of preterm birth. Obstetrics and
gynecology, 2007; in press;

e Dimitrov A., Shopova E., Masseva A., Dukovski A., Nikolov A., Lazov I. Impact of infection
with listeria monocytogenes on the pregnancy. Obstetrics and gynecology, 2007; in press.

SCIENTIFIC PRESENTATIONS:

e Masseva A., Shopova E., Dimitrov A., Nikolov A. Participation of the genital mycoplasmas:
ureaplasma urealyticum u mycoplasma hominis in the processes of preterm birth. X1-th National
congress of obstetrics and gynecology, Plovdiv, Bulgaria, October 07; Abstract book, page 29;
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o Dimitrov A., Shopova E., Masseva A., Dukovski A., Nikolov A., Lazov I. Impact of infection
with listeria monocytogenes on the pregnancy. XI-th National congress of obstetrics and
gynecology, Plovdiv, Bulgaria, October 07; Abstract book, page 8.

2.8. Contract No. 8-D/2006 — Medical University of Sofia
SCIENTIFIC DIRECTION: Pregnancy and Fetal Development
TITLE OF THE RESEARCH PROJECT: Genital tract infections as a risk factor for preterm delivery
FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:
e Marina Lyubomirova Mihova, MD.
RESEARCH TEAM (Director of Studies):
e Prof. Stoimen Georgiev lvanov, MD, DSc.

ADDRESS OF THE LEADING SCIENTIST: Maternity hospital “Majchin dom”, High risk pregnancy
unit, 2 Zdrave Str., 1402 Sofia

ORGANIZATION OF PROJECT IMPLEMENT: Medical faculty at Medical University of Sofia,
Department of Obstetrics and Gynecology, High Risk Pregnancy Unit

RESULTS:

88 pregnancies with no previous detectable risk factors were included in a retrospective study. 48
of the patients delivered at a term and the other 40 had delivered between 24 and 37 weeks of gestation. A
vaginal swab for bacterial infections and a cervical swab for detection of Chlamydia trachomatis
infection, using PCR, were performed in each case.

C. trachomatis was detected in 5% (2/40) of preterm deliveries and in 2.08% (1/48) of term
deliveries. In a preterm delivery group bacterial vaginosis were isolated in 15% (6/40), Enterococcus spp.
in 12.5% (5/40) and Group B Streptococcus in 12.5% (5/40) of the cases. In patients, delivered at term,
bacterial vaginosis were proved in 6, 25% (3/48), Enterococcus spp. in 8.33% (4/48), Group B
Streptococcus in 4.17% (2/48) patients. Significant differences between both groups were found in GBS
and BV (p< 0, 05).

Although the C. trachomatis infection is not significantly higher in preterm delivery group,
testing for C. trachomatis, using highly specific methods, along with vaginal swab are recommended as
routine tests in pregnancy.

SCIENTIFIC PUBLICATIONS:

e Mihova M., et al. Cervicovaginal infections during pregnancy as a risk factor for preterm
delivery.

SCIENTIFIC PRESENTATIONS:

e Mihova, M., et al. Cervicovaginal infections during pregnancy as a risk factor for preterm
delivery. XI National Congress of Obstetrics and Gynecology, Plovdiv 11-14.10.2007.

2.9. Contract No. 11-D/2006 — Medical University of Sofia
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SCIENTIFIC DIRECTION: Pregnancy and fetal development. Biochemistry. Metabolism

TITLE OF THE RESEARCH PROJECT: Evaluation of the predictive value of the PLGF, VEGF and
sFIt-1 receptor of the development of preeclampsia between 18 and 24 weeks of gestation

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:
e Veneta Radostinova Stoykova, MD.
RESEARCH TEAM (Director of Studies):
e Prof. Stoimen Ivanov, MD, PhD.

ADDRESS OF THE LEADING SCIENTIST: Medical University, Medical Faculty, Department of
Obstetrics and Gynecology, University maternity hospital “Majchin dom”, High Risk Pregnancy Clinic

ORGANIZATION OF PROJECT IMPLEMENT: Medical faculty at Medical university of Sofia,
Department for obstetrics and Gynecology, High Risk Pregnancy Unit

RESULTS (abstract):

43 pregnant women at a mean age of 28.95+4.88 years were enrolled in a prospective study
between March 2006 and July 2007. All women were between 18 and 24 weeks of gestation. Uterine
artery Doppler ultrasound was performed to all the patients. Serum PIGF and sFlt; levels were evaluated
in fasting blood samples.

Twelve women (28.6%) had an adverse perinatal outcome. Of them 7 (16.6%) developed
preeclampsia with or without IUGR. Three of them delivered before 34 weeks of gestation. There were 2
(4.7%) cases of isolated IUGR, 2 (4.7%) intrauterine deaths and 1 (2.4%) placental abruption. The mean
PIGF and sFlt; levels of the 12 women with adverse perinatal outcome were 170.49+109.84pg/ml and
153.21+133.21pg/ml, while in all other patients they were 129.7+112.48pg/ml and 135.28pg/ml (p>0.05).
In 14 (33.3%) of the patients the mean RI was higher than the 50" percentile for the corresponding
gestational age (specificity 82%, 50%, 47% and 87% respectively). The calculated relative risk was 3.55.
The addition of the PIGF and sFlt; levels did not improve the predictive value of the Doppler study alone.

In the literature there are a controversial data about the predictive value of the endothelial growth
factors in the development of preeclampsia up to now. Our results also do not show any connection
between the levels of these substantions and the adverse perinatal outcome. We speculate that this could
be mostly due to the quite small number of patients included in the trial. Our data support the hypothesis
for the usefulness of the Doppler evaluation of the uterine arteries as a sufficient predictor of the perinatal
outcome.

SCIENTIFIC PUBLICATIONS:

e Stoykova V., Ivanov S., Tzontcheva A. Place of the Growth Factors in the development of
preeclampsia. Akusherstvo | Ginekologia, 2007, vol. 7.

SCIENTIFIC PRESENTATIONS:

e Stoykova V., lvanov S., Mazneikova V., Dimitrova V., Karagiozova Z., Tzontcheva A. Second
trimester PIGF and sFIt; levels and uterine arteries Rl values as predictors of perinatal outcome.
World Congress of Perinatal Medicine, Florence, Italy 9-13 Sept. 2007;

e Stoykova V., Ivanov S., Karagiozova Z., Dimitrova V., Tzontcheva A. Second trimester growth
factors levels and uterine arteries RI values as predictors of adverse perinatal outcome. National
Congress of Obstetrics and Gynecology Plovdiv, Bulgaria, 11-14 Oct. 2007.
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2.10. Contract No. 16-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Paediatrics

TITLE OF THE RESEARCH PROJECT: Evaluation of diagnostic importance of sputum investigation
in children with chronic pulmonary diseases

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST:

e Guergana Petrova Stoyanova, MD.
RESEARCH TEAM (Director of Studies):

e Assoc. Prof. Penka Perenovska, MD, PhD.

ADDRESS OF THE LEADING SCIENTIST: UMHAT “Alexandrovska”, Pediatric Clinic, Medical
University, Chair of Pediatrics, 1 G. Sofijski Blvd, 1431 Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Pediatric clinic, UMHAT “Alexandrovska”, Sofia,
Chair of pediatrics, Medical University of Sofia

RESULTS (abstract):

Quality of life measurement parallel to examination of respiratory functions and detailed disease
history is additional objective criterion, which ensures establishing of reference data for cell counts in
sputum examination in children with chronic respiratory diseases.

Sputum cytology is atraumatic and easy to use method for observation, follow up, and therapy
evaluation in children with chronic respiratory diseases.

The cell population that prevails in children with cystic fibrosis and bronchiectasis is consisted of
neutrophils the most characteristic finding in patients with asthma is presence of eusinophils.

Colonization with Ps.aeruginosa is related with faster progression and significant drown back in
physical parameters.

The presence of genes for neuroaminidase is connected with severe clinical course and faster
progression of the disease, regarding pulmonary involvement.

Self-evaluation of Quality of life in different chronic diseases varies significantly depending on
the disease. This probably is due not only to the different physical impairing, but also to the social support
and disease understanding, the effectiveness of the therapy and the prognosis.

SCIENTIFIC PUBLICATIONS:

e Petrova G., Perenovska P., Ulevinov V. Local Immunity in Chronic Pulmonary Diseases in
children. Reprints from 13" International Congress of Immunology,2007, pp 277-283;

e Petrova G., Shopova S. Quality of life and psychologic problems in children with cystic fibrosis.
Medicinski pregled, 2007, 3:3-13;

e Petrova G., Perenovska P., Strateva T., Mitov 1. Cytology and microbiology investigation of
sputum in children with chronic pulmonary disease. Bulgarian med. journal 2008 (in press).

SCIENTIFIC PRESENTATIONS:
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e Perenovska P., Petrova G., Ulevinov V. Local Immunity in Chronic Pulmonary Diseases in
children. 13" International Congress of Immunology, Rio de Janeiro, Brazil, 21-25 Aug 2007,

e Petrova G., Perenovska P., Strateva T., Mitow |. Sputum investigation in children with chronic
pulmonary diseases. World Asthma and COPD Forum, Dubai, UAE, 26-29 Apr 2008, p 46;

e Petrova G., Strateva T. Dinamyc picture of microbiology findings in patients with cystic fibrosis.
IX National conference for GP and pediatricians with international participants, Sunny beach,
Bulgaria 23-25 MAY 2008, p 47 (Poster award for actuality).

2.11. Contract No. 5-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cancer: Biology, Epidemiology, Therapy. Molecular Biology and Genetics. New Methods

TITLE OF THE RESEARCH PROJECT: Assessment of the intrinsic radiosensitivity of patients with
cervical and endometrial cancer undergoing pelvic radiotherapy by radiation-induced micronuclei in
peripheral blood lymphocytes

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:

e Elitsa Petkova Encheva, MD, PhD student since November 18" 2004, Medical University,
Clinical center of Nuclear medicine and Radiotherapy, University Hospital “Tsaritsa Joanna”,
Clinic of Oncotherapy, Department of Radiotherapy.

RESEARCH TEAM:

e Prof. Tatjana Dimitrova Hadjieva, MD, DSc, Head of the Department of Radiotherapy,
University Hospital “Tsaritsa Joanna”, 1527 Sofia, 8 Bjalo more Str.

ORGANIZATION UNIT: Medical University, Clinical center of Nuclear medicine and Radiotherapy,
University Hospital “Tsaritsa Joanna”, Clinic of Oncotherapy, Department of Radiotherapy, 1527 Sofia, 8
Bjalo more Str.

RESULTS (abstract):

The normal tissue morbidity after pelvic irradiation of cancer patients is still a major issue
although many new technologies have been developed and implemented in the field of radiotherapy. A
relatively simple and suitable method for routine use in the clinical practice is needed for preliminary
assessment of the intrinsic radiosensitivity, aiming the prevention and treatment of severe side effects.
The micronucleus assay determines the frequency of the radiation induced micronuclei in peripheral
blood lymphocytes, which serves as an indicator of intrinsic radiosensitivity. The results of the
micronucleus test used in a group of 40 patients (23 with cervical cancer and 17 with endometrial cancer)
show that in 21/40 patients — 52.5% the induced frequency is over the control group mean frequency —
87.1 binucleated cells/1000. That responds to moderate radiosensitivity in 17 (53%) patients who
experienced side effects grade 2 according to CTCAE v3.0. Summarized index for common clinical
radiosensitivity was developed for final scoring. It is the highest-grade record for any side effect of the
gastrointestinal, genitourinary systems and the skin. No excessive values were found among the induced
patients micronucleus frequency over the mean value and 2 SD 129.7 (90.3 + 2 SD; SD — 19.7). We
found a good correlation between the moderate values of the micronucleus test and clinical patient’s data.
No normal tissue sequelae grade 3, 4 and 5 were observed. The present results confirm the validity and
the applicability of the micronucleus test for evaluation of the early moderate and severe radiosensitivity
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of patients with cervical and endometrial cancer. Since the late effects are the dose and treatment
effectiveness limiting factors the patients follow up continues. This will expand the validation of the
micronucleus test in the assessment of nonreversible late normal tissue injuries, which worsens the quality
of life and sustain a major problem for the contemporary radiation oncology.

SCIENTIFIC PRESENTATIONS AND PUBLICATIONS:
Articles in preparation for publication in Bulgarian and foreign journals

2.12. Contract No. 7-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cancer: Biology, Epidemiology, and Therapy

TITLE OF THE RESEARCH PROJECT: Prognostic and predictive value of thymidylate synthase
expression in patients with colorectal cancer

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST: Nikolay Nedyalkov Kolev

RESEARCH TEAM (Director of Studies): Assoc. Prof. Ludmila Tanova Tankova, MD, PhD, Head of
department, Clinic of Gastroenterology, University Hospital “Queen Giovanna”, 8 Byalo more Str., 1527
Sofia, Bulgaria

ADDRESS OF THE LEADING SCIENTIST: Clinic of Gastroenterology, University Hospital ,,Queen
Giovanna”, 8 Byalo more Str.,, 1527 Sofia, Bulgaria. Mobile: +359 898 899 471; e-mail:
kolev.dr@gmail.com

ORGANIZATION OF PROJECT IMPLEMENT: Medical University of Sofia, Clinical Center of
Gastroenterology, Clinic of Gastroenterology

RESULTS (abstract):

An imunohistochemical assay of the thymidylate synthase (TS) expression in tumor tissue was
performed in retrospective study of a group of 72 patients with colon cancer, 58 of them undergone
adjuvant 5-FU based chemotherapy. Prognostic and predictive value of thymidylate synthase expression
on overall survival and benefit of adjuvant chemotherapy were analyzed. The data showed presence of
statistically significant prognostic value of thymidylate synthase expression in tumor cells on overall
survival. High TS expression was associated with worse survival. There was a statistically insignificant
correlation between TS expression and benefit of adjuvant chemotherapy in patients with advanced stages
of colon cancer. The high TS expression in these patients was probably connected with a resistance to 5-
FU based chemotherapy.

SCIENTIFIC PUBLICATIONS: Pending
SCIENTIFIC PRESENTATIONS: Pending

2.13. Contract No. 12 -D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cardiovascular system. Molecular Biology and Genetics
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TITLE OF THE RESEARCH PROJECT: 4G/5G polymorphism of PAI-1 gene and PI*Y/PI*?
polymorphism of the gene encoding Illa subunit of the GP Ilbllla receptor in patients with myocardial
infarction — a pilot case-control study in Bulgarian population

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:

e Alexander Valerievitch Nossikoff, MD.
RESEARCH TEAM (Director of Studies):

e Assoc. Prof. Stefan Denchev, MD, PhD;

e Prof. Marta Baleva, MD, DSc.

ADDRESS OF THE LEADING SCIENTIST: 1 G. Sofiski Str., 1431 Sofia, Clinic of Cardiology, Tel.:
+359 2 92 30 353

ORGANIZATION OF PROJECT IMPLEMENT: Department of Cardiology, MU - Sofia,
Department of Clinical Imunology, MU — Sofia

RESULTS:

Aim: We performed a pilot case study to reveal the possible interaction between 4G/5G
polymorphism of PAI-1 gene, PI*//*? polymorphism of the gene encoding Illa subunit of the GP Ilb/llla
receptor and myocardial infarction in Bulgarian population.

Materials and methods: A total of 94 patients and 120 sex and age-matched controls were
genotyped. The statistical analysis was performed by y° test.

Results: We found a trend (although not significant) for higher frequencies of 4G/4G genotype,
4G allele and PI*?/P1*2 genotype in patients with M.

Discussion and conclusions: We conclude that 4G/AG genotype, 4G allele and PIA2/PIA2
genotype might be transmissible risk factors for coronary thrombosis and MI in Bulgarian population.
Larger studies are needed to confirm these promising but preliminary results.

SCIENTIFIC PRESENTATIONS:

o Nossikoff A. et al. 4G/5G polymorphism in the promoter region of the PAI-1 gene in patients
with myocardial infarction in Bulgaria — a pilot case-control study. 7" Balkan Meeting of Human
Genetics, Poster Session, Scopie, FYROM, 31 August — 2 September, Balkan Journal of Medical
Genetics, 2006, vol 3-4, p. 110. Available via web:
http://www.bjmg.edu.mk/record.asp?recordid=222 .

2.14. Contract No. 12-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Cardiovascular System

TITLE OF THE RESEARCH PROJECT: Evaluation of coronary atherosclerosis using flow-mediated
dilatation of the brachial artery and intima-media thickness of the common carotid artery

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST:
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¢ lana Ivaylova Simova, MD.
RESEARCH TEAM (Director of Studies):
e Assoc. Prof. Stefan Denchev, MD, PhD.

ADDRESS OF THE LEADING SCIENTIST: Clinic of Cardiology, University Hospital
Alexandrovska, 1 Georgi Sofiiski Str., 1431 Sofia, Tel. +359 2 923 03 53

ORGANIZATION OF PROJECT IMPLEMEMT: Medical University — Sofia, University Hospital
Alexandrovska, Clinic of Cardiology

RESULTS (abstract):

We included 210 patients divided in 5 groups according to the degree of coronary artery disease
(CAD) development. All patients had flow-mediated dilatation (FMD) and intima-media thickness (IMT)
measured, 157 (74.8%) of the patients underwent coronary arteriography (CAG).

Patients with significant (> 50%) stenosis of at least one epicardial coronary artery had lower
FMD and higher IMT values compared to patients without significant CAD — FMD (%): 2.70 £ 2.69
versus 8.12 + 5.09, respectively, p < 0.001; IMT (mm): 0.878 + 0.169 versus 0.761 £ 0.161 respectively,
p < 0.001. There existed a weak negative correlation between the values of FMD and IMT (correlation
coefficient: -0.255, p < 0.001), which lost its statistical significance in subgroups and after controlling for
the presence of significant CAD, number of diseased coronary arteries and percent coronary artery
stenosis. Analyzing the ROC (receiver operator characteristics) curves we found that FMD values < 4.4%
had 74% sensitivity, 73% specificity, positive predictive value (PPV) 89.2% and negative predictive value
(NPV) 48.3%, and IMT values > 0.8mm showed sensitivity 71%, specificity 67%, PPV 86.6% and NPV
43.5% for the presence of significant CAD.

SCIENTIFIC PUBLICATIONS:
Submitted for publication:

e Simova l., Denchev S. Vascular functional and structural impairment in patients with different
degree of coronary artery disease development. J Clin Ultrasound.

Accepted for publication:

e Simova |., Denchev S. Flow-mediated dilatation and intima-media thickness of the carotid
arteries in patients with different of coronary artery disease development. Medinfo, 2008.

In press:

e Simova l., Nossikov A., Denchev S. Interobserver and Intraobserver Variability of Flow-
Mediated Vasodilatation of the Brachial Artery. Echocardiography, 2007. (OnlineEarly Articles)
doi: 10.1111/j.1540-8175.2007.00552.x.

SCIENTIFIC PRESANTATIONS:

e Simova ., et al. Endothelial dysfunction in patients with different degrees of coronary artery
stenosis with or without diabetes mellitus. At the 7" International Congress on Coronary Artery
Disease — from Prevention to Intervention, Venice, Italy, 7 — 10.10.2007; 66.

2.15. Contract No. 9-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine glands
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TITLE OF THE RESEARCH PROJECT: A comparative study, using two different approaches to
investigate the aldosterone to renin ratio in the screening for primary aldosteronism among patients with
hypertension and adrenal adenomas

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:

e Joanna Matrozova, MD.
RESEARCH TEAM:

e Prof. Sabina Zacharieva, MD, DSc;

e Joanna Matrozova, MD.

ORGANIZATION UNIT: Medical University, Medical Faculty, Clinical center of Endocrinology
“Akad. Ivan Penchev”, Sofia

RESULTS:

In the last decade PA was recognized as the most frequent form of endocrine hypertension, which
comprises 5-15% of hypertensives. The aldosterone-to-renin ratio is considered as the appropriate current
method for screening for PA. The aim of this study was to compare the aldosterone-to-renin ratio,
measuring either plasma renin activity (PRA) or active renin (AR). We investigated 101 hypertensive
patients (94 patients with essential hypertension (EH) and 7 patients with PA) and 20 control subjects. A
large correlation between AR and PRA was found in the general group of patients with hypertension (r =
0.942, p< 0, 001), as well as in the groups of patients with EH (r = 0.946, p< 0, 001), with PA (r = 0.945,
p< 0, 001) and in the group of healthy subjects ((r = 0.858, p<0,001). A large correlation between the
aldosterone-to- PRA ratio and the aldosterone-to-AR ratio was found in the general group of patients with
hypertension (r = 0, 853, p< 0,001), as well as in the groups of patients with EH (r = 0.78, p< 0, 001),
with PA (r = 0.951, p< 0, 001) and in the group of healthy subjects (r = 0.637, p< 0.001). The results of
our study confirm that both PRA and AR can be used in the measurement of the aldosterone-to-renin
ratio, depending on the different needs and resources of each laboratory.

2.16. Contract No. 9-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine Glands. Cardiovascular System

TITLE OF THE RESEARCH PROJECT: Oxidative stress in prediabetes — evaluation of the serum
myeloperoxidase levels

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST:
e Nevena lankova Chakarova, MD.
RESEARCH TEAM (Director of Studies):
e Assoc. Prof. Tzvetalina lvanova Tankova, MD, PhD.

ADDRESS OF THE LEADING SCIENTIST: 1303 Sofia, 6 Damian Gruev Str., University Specialized
Hospital for Active Treatment in Endocrinology “Acad. Ivan Penchev”, Department of Diabetology




Pesromera Ha u3cnenoBaresncku npoektu 2006-2007
- 317 -

ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Clinical Center of Endocrinology,
University Specialized Hospital for Active Treatment in Endocrinology “Acad. Ivan Penchev”,
Department of Diabetology

RESULTS (abstract):

Cardiovascular risk in different categories of glucose tolerance — normal glucose tolerance
(NGT), newly diagnosed diabetes (D) 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 and hsCRP as well as serum myeloperoxidase level
at 0 min and 120 min during the test. Significantly higher levels of serum myeloperoxidase at both 0 min
and 120 min were found in the group with diabetes as compared to the NGT and the IFG group while no
significant difference in the level of the studied marker was established between the IGT and the diabetes
group at both fasting and post load state. The most significant difference in the serum lipids between the
different categories of glucose tolerance was in the level of the triglycerides, which was significantly
elevated in the IGT and the diabetes group as compared to the NGT group while no such difference was
found between the IFG and the NGT group. The only significant difference in the studied markers
between the two groups with prediabetes — IFG and IGT, was in the level of the triglycerides, which was
higher in IGT. No significant difference in the level of hsCRP was found between the groups.

SCIENTIFIC PUBLICATIONS:

e Chakarova N., Tankova T., Lazarova M. Characteristics of the lipid profile in prediabetes —
impaired fasting glucose and impaired glucose tolerance. Endocrinology 2008, vol. XIlI, 4, 203-
210;

e Chakarova N., Tankova T., Atanasova ., et al. Oxidative stress in prediabetes — evaluation of
the serum myeloperoxidase. Endocrinology 2008 — in press.

SCIENTIFIC PRESENTATIONS:

e Tankova T., Chakarova N., Atanasova ., et al. Serum myeloperoxidase as a marker of oxidative
stress in different categories of glucose tolerance. 44"™ Annual Meeting of the European
Association for the Study of Diabetes, Rome, Italy 1-7 September 2008. Submitted for a poster
presentation, acknowledgement receipt applied.

2.17. Contract No. 2-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Endocrine glands

TITLE OF THE RESEARCH PROJECT: Prevalence of the metabolic syndrome and investigation of
8-iso-prostaglandin F2 alpha as a marker of oxidative stress in patients with primary aldosteronism and
essential hypertension

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Joanna Matrozova, MD
RESEARCH TEAM (Director of Studies): Prof. Sabina Zacharieva, MD, DSc

ADDRESS OF THE LEADING SCIENTIST: 1303 Sofia, 6 Damian Gruev Str., Clinical Centre of
Endocrinology “Akad. Ivan Pentchev”

ORGANIZATION OF PROJECT IMPLEMENT: Medical University, Medical Faculty, Clinical
Center of Endocrinology “Akad. Ivan Penchev”, Sofia
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RESULTS (abstract):

Background: Recently primary aldosteronism (PA) was found to be the most common form of
endocrine hypertension, comprising 5-10% of all hypertensive patients. This increased prevalence
justifies the exploration of cardiovascular risk factors like glucose and lipid metabolism disorders, the
metabolic syndrome (MS) and markers of endothelial dysfunction like the soluble glycoprotein
thrombomodulin.

Aim: The aim of the present study was to compare glucose and lipid metabolism parameters, the
prevalence of the MS and the levels of thrombomodulin between patients with PA and with essential
hypertension (EH).

Patients and methods: For the purpose of this study we investigated 34 patients with PA and 102
age- and sex- matched controls with EH.

Results: We did not find any significant difference in terms of fasting glucose levels, total and
HDL-cholesterol, triglycerides, the prevalence of MS and the levels of thrombomodulin between patients
with PA and EH.

Conclusion: Our results do not confirm impaired glucose and lipid metabolism or endothelial
dysfunction in patients with PA compared to patients EH. Further studies, using more sensitive
parameters like HOMA-index and IRI, are needed in order to clarify the possible causes for increased
cardiovascular risk in PA.

SCIENTIFIC PUBLICATIONS:
e We are preparing a research paper on the data of this study.
SCIENTIFIC PRESENTATIONS:
A substantial part of our results was used in the elaboration of the following poster- presentation:

e Matrozova J., Steichen O., Kirilov G., Zacharieva S. The prevalence of glucose and lipid
metabolism disorders in primary aldosteronism and essential hypertension — a cross sectional
study. Hypertension 2008 Conference, Berlin, Germany, 13-19 June 2008. Journal of
Hypertension 2008, Vol. 26 (suppl 1); S78

2.18. Contract No. 2-D/2006 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pain. Anesthesiology and resuscitation

TITLE OF THE RESEARCH PROJECT: Objective methods for assessment of anesthetic depth:
clinical practice and economical benefit. Patient comfort

FINANCIAL SUPPORT PERIOD: 2006
LEADING SCIENTIST:
e Tzvetan Nikolov Filipov, MD.
RESEARCH TEAM (Director of Studies):
e Prof. lvan Dontchev Smilov, MD, PhD.
ADDRESS OF THE LEADING SCIENTIST: 6A, Oberbauer Yosif Str. 1164 Sofia
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ORGANIZATION OF PROJECT IMPLEMENT: University Hospital of Obstetrics and Gynecology
“Maichin dom”, Sofia

RESULTS:

The concept of the awareness during anesthesia has become popular in the last years, after
numerous complaints and paid indemnities. This problem can determine long lasting psychological
sequels on the person. The necessity of quantitative assessment of the depth of anesthesia arises, which is
a very contradictory and challenging problem. With the appearance of the new pharmacological drug
classes (mainly muscular blockers), it seems difficult to determine the anesthetic depth. Standard methods
of assessing depth do not really appear authentic, and other methods are appearing based on the EEG and
assessment of cortical activity (these are the bispectral analysis and evoked potentials).

In the present trial, we compare two groups of patients, undergoing elective gynaecologic
surgery: anesthetic depth of the control group, assessed by the classic methods (Haemodynamics and
clinical signs), and the other group, where auditory evoked potentials were used.

The two groups show similar demographic parameters; during the operation neurovegetative
signs were monitored, Haemodynamics, breathing, and data from the neurological monitoring. At
awakening we assess the time of eye-opening and the degree of regaining consciousness by the Aldrete &
Kroulik scale. The patients in the two groups show haemodynamic stability while the operation is in
progress without neuro-vegetative signs.

There is no statistical difference in the grade of reconvalescence, time of eyes opening, and
anesthetic consumption. The variables with normal distribution were analyzed with t-Student test and the
others — with nonparametric methods (Mann- Whitney). Normality of distribution is measured with the
tests of Kolmogorov — Smirnov.

There is a difference in the grade of enjoying — two of the patients from the control group
remember something unclear, but after questioning them, it is about a critical moment of the operation,
related to a decrease of anaesthetic administration because of significant bleeding (in one case) and
waiting for a patho-histology result (in the other case).

This has to bring us to think about the methods of assessment the anesthetic depth, and hope that
they will be included in the every-day practice, mainly in the surgery at high risk of awareness. The place
of evoked potentials in anaesthesia should be reassessed since in recent studies they provide information
for the degree of hypnosis and the relation between anaesthesia — analgesia — antinociception, which is
quite challenging for the modern anaesthesiologist.

SCIENTIFIC PRESENTATIONS:

Some of the results in this trial will be used for a presentation at the National Congress in
Anesthesiology and Intensive Care, October 2007 in Nessebar.

2.19. Contract No. 1-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Infections. Microbiology

TITLE OF THE RESEARCH PROJECT: HBV DNA Genotyping. Influence of the different HBV
genotypes on the clinical course, outcome and prognosis in acute hepatitis B

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST:
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e Dimitar Todorov Strashimirov, MD.
RESEARCH TEAM (Director of Studies):
e Assoc. Prof. Tatiana Petrova Tcherveniakova, MD, DSc.
ADDRESS OF THE LEADING SCIENTIST: 1431 Sofia, 17 Acad. lvan Geshov Blvd.

ORGANIZATION OF PROJECT IMPLEMENT: Medical Faculty, Medical University Sofia,
Department of Infectious Diseases, Parasitology and Tropical Medicine

RESULTS (abstract):

It is more and more discussed in literature whether different HBV DNA genotypes influence on
the severity and the outcome of acute hepatitis B. This is a necroinflamatory process of the liver, which
clinical course varies widely — from asymptomatic, anicteric forms to fulminant hepatitis with
development of acute liver failure. Our study includes examination of the HBV DNA genotypes in 23
patients with acute hepatitis B using INNO LiPA HBV DNA Genotyping assay. According to the clinical
course we grouped the patients into mild, moderate and severe form of the disease. 16 of the patients had
genotype D, 2 — genotype A and 5 — mixed genotypes (3 — genotype D+E, 1 — genotype D+F, 1 —
genotype D+A). The main part of the patients with the predominant genotype D recovered from the
disease (13 patients) and 3 of them were HBsAg (+) 3 months after discharge from the hospital. One of
the patients with genotype A recovered, and the other became chronic carrier. Two of the patients with
genotype D+E recovered and one became chronic carrier. The patient with genotype D+A became
chronic carrier and the patient with D+F genotype had extremely severe course of the disease with
development of acute liver failure and ex. letalis. All possible forms of the clinical course of the infection
could be observed in the genotype D patients and the evolution is predominantly with recovery, but in a
small percent of the patients there is persistence of the HBsAg on the 6™ month after fading of the clinical
symptoms and discharge from the hospital. In the mixed genotypes there could be observed recovery, as
well as chronification and rarely development of fulminant hepatitis.

Our study showed that the predominant genotype in the examined patients with acute viral
hepatitis in Bulgaria is D. The monoinfection with genotype D does not influence the clinical course of
the disease. We suppose that combination of genotypes could influence the fulminant course of the
infection and the severity of the disease. In our view, further studies of a bigger number of patients are
necessary.

SCIENTIFIC PUBLICATIONS:

e Strashimirov D. Examination of the influence of the genotypes of acute hepatitis B on the clinical
course, outcome and prognosis in acute hepatitis B. Contemporary medicine LVIIL, 2007, Ne 2,
66 — 73.

2.20. Contract No. 13-D/2007 — Medical University of Sofia

SCIENTIFIC DIRECTION IN ACCORDANCE WITH THE CLASSIFICATION ENCLOSED:
Pediatric Dentistry

TITLE OF THE RESEARCH PROJECT: Development of an expert computer programme for
children’s oral health status assessment

FINANCIAL SUPPORT PERIOD: 2007
LEADING SCIENTIST: Kremena Jurieva Nikolova — Varlinkova
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RESEARCH TEAM (Director of Studies): Assoc. Prof. Rossitza llieva Kabaktchieva, MD, PhD

ADDRESS OF THE LEADING SCIENTIST: Department of Pediatric Dentistry, Faculty of Dental
Medicine, Medical University — Sofia, 1 G. Sofyiski Blvd., 1431 Sofia, Bulgaria

ORGANIZATION OF PROJECT IMPLEMENT: Department of Pediatric Dentistry, Faculty of
Dental Medicine, Medical University — Sofia

RESULTS (abstract):

We have created a computer programme for the evaluation of the children's oral health status by
calculating of the so called “Index for Children's Oral Health Assessment” (ICOHA). The created
computer programme has been written in the programme language Microsoft Visual C++ v. 8. The
graphic language Open Graphical Language has been used for the drawing of the specific elements. A
special data format has been created for the programme effectiveness.

The created computer programme is the first modern electronic system for assessment of
children’s oral health in Bulgaria. The software is a high-technology product, result of the profound
scientific research for the most competent and complete gathering of health history and clinical data
relevant to the children’s oral health. The created programme supports the practitioner’s process of
clinical decision-making, not only by documenting patient’s oral status, but also by identifying the
particular reasons for lost points in the different components for oral health assessment through ICOHA.
That is why the programme is capable of generating a treatment plan according to the previously
established priorities. The programme also allows documenting every change in the oral health status by
calculating ICOHA before and after treatment and in that way to evaluate the effectiveness and efficiency
of the received dental care.

SCIENTIFIC PUBLICATIONS:

o Nikolova — Varlinkova K. Dental informatics. The application of computers in dental medicine.
Contemporary dental medicine (in press).

¢ Nikolova — Varlinkova K., Kabaktchieva R. Oral health status assessment indicators in a child
dental patient. Journal of IMAB - Annual Proceeding (Scientific Papers), 2008, book 2, 61-66.
Available at: www.journal-imab-bg.org

SCIENTIFIC PRESENTATIONS:

¢ Nikolova — Varlinkova K., Kabaktchieva R. Oral health status assessment indicators in a child
dental patient. Days of medical science. Scientific session “Contemporary trends in prevention
and treatment of oral diseases in children and adults”, Plovdiv, 30 October 2008, abstr. p. 10.
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ATtanacona ['anka
AnpnpeeBa AnOena
ABmxkuena Jlanuena
AnekceeB Anekcei
AnoctosioBa Maprapura
AtanacoB Bacun
AnTtoHoBa Mckpa
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AranacoBa Teonopa
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Annonosa JIrobena
AnexcueBa CBetiia
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bopucosa Unusna
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benueBa Mapuera
boxunosa Kpuctuna
bopucosa Unusana
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HumutpoB IuMuThHp
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Kopcyn Henn
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Mapkosga Ilets
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Hunos Credan
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[TerpoBa I'enka
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PaitueBa Mapraputa
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Yakbvposa HeseHa
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