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1. 061110 npemcTaB%HeHa npoueAypaTa n AOKTOPaHTa
IlpeACTaBeHH51T KOMEIJ1eKT MarrepuaJIH Ha xaPTmeH/eneKTPOHeH HOCHTeJ1 e B

CbOTBeTCTBHe C H3HCKBaHHHTa Ha 3aKOHa 3a pa3BHTue Ha alcaÅeMuqHH51 CbCTaB B Peny6JIHKa

bbnrapHH (3PACPb), IlpaBHJIHHKa 3a rlpHJ1araHeT0 MY H IlpaBHJIHVfKa 3a pa3BHTme Ha

mcaneMHHHMA CBCTaB Ha MY — FIJ1eBe1-1 (2022). KOM11J1eKT%T e 110ÅpeneH KOPeKTHO H 11bJIHO.

He ce YCTaHOB%BaT HaPYLL1eHHH Ha IlpoueAypHHTe H3MCKBaHH%. I-Imvra naHHH 3a TIJ1arnaTCTBO

B npemocrraBeHH% MH 3a oueH51BaHe AHCep-raUHOHeH Tpyn. AeKJ1apnpaM, qe Y-ISIMaM

Ha HHTepecH C KaHÅunarra 110 CMHCbJ1a Ha AencTBauxarra HOPMaTVIBHa ypeA6a.

2. KpaTKM 6norpa(bHt1HH Aar-IHM 3a AOKTOPaHTa

A-p FIJIaMeH KpacHMH1)0B KpT,crreB 3aBbp111Ba BHC111e 06pa30BaHøe B MeÅHUHHCKH

YHMBepcnrreT B rp. FIJIeBeH cneUHaJIHOCT MeÅHUHHa npe3 1995 r. B CTPeMe>KbT CH 3a

OBJ1aÅ%BaHe Ha HOBH 3HaHH% npe3 2002 roÅHHa IIPHA06HBaMarucnpcKa cTeneH 1-10

(l)HHaHCH, HKOHOMHCT BBB BeJIHKOTbPHOBCKH51Y'HHBepcHTeT.

FIPO(beCHOHUIHHHT MY 116T KaTO JleKap 3a110t1Ba npe3 1996 r. KaTO Hat-IUIHUK Ha

MeÄHUHHCKa CJIY>K6aHa noneneyme 38960 ceno TerlH111. B nepnona 2002 roÅHHa AO 2005

roÅHHa e JleKap opÅHHaTOP B MeÅVIUHHCKH FIYHKT Ha Yb „XPHCTO b0TeB" FIJIeBeH. OT 2005

roAHHa JIO 2007 roÅHHa TOii e 3aMeCTHHK Haya-FIHHK Ha MeAHLIHHCKV1 FIYHKT Ha 110AeJ1eHue

24870 ceno KaMeHeu. OT 2007 romma 2015 rojlHHa e 3aMeCHHK HatlUTHHK Ha

MeÅHUHHCKH TIYHKT Ha BoeHHO (l)0PMHPOBaHue 52090 B ÅOJIHa MHTpor10JIH51. Hpe3 2015

romma cnen ycnemeH KOHKYPC e Ha3HaqeH 3a penoBeH aCHCTeHT B KaTenpaTa no

OaprvraKonorH51 H TOKCHKOJIOFH% I-la MY FIJIeBeH no MOMeHT.

A-p IIPOBOKJ& npaKTuqecKHTe 3aHmvreHH51 no (bapMaK0J10rHfl Ha CTyneHTHTe

no MeAHLIHHa BBB (DaKYJITerr „MeAHUHHa" H cTY'J_xeHTH OT cneUHUIHOCT „MeÅH11HHcKa

cecTpa" B MeAHUUHCKH KOJIOK KBM YHHBepcvneTa.

AOKTOPaHTbTnpHTe)1€aBa MHOro m06pu YMeHH51 3a pa60ma c nepc0HaJ1eH 1<0Mmonp c

OCHOBHHTe od)HC nporpaMH, CTaTHCTMKH H eneKTPOHHH 3a 06yqeHme Ha

CTYAeHTH. TOM manee OTJIHt-1HO IIHCMeHO H rOBOPHMO aHrJIHiiCKH H pycKH e3HK. I-IpeMHHaJ1 e

06yqeHne no „3npaBeH rvreHHAHCMbHT ga PbKOBOÄHTeJIH Ha Jleqe6HH 3aBeneHH51". Ilpe3 2010

FOAHHa e IlpeMHHaJ1 „Captain's Career Course" 3a MeÅHUHHCKH Kanpvr c BHcme 06pagoaHue

BBB BoeHHHTe 6a3H „Lackland AFB" H „Fort Sam Houston", CaH AHTOHHO, marra TeKcac,

CAN-I.
3. AKTyaJIHOCT Ila TeMaTHKaTa n nenecb06pa3HOCT Ha nocTaBeH11Te ueJ1 H 3amaqn



TeMaTHKaTa Ha AHcepTauuma e aKrryaJIHa, oc06eH0 npe3 110CJ1eÅHwre FOÅHHH KoraT0

MHJIHOHH xopa 110 cBeTa cTpanarr OT YCJIOHCHeHH51Ta Ha 3apa3aTaC KOBHA-19. OT Apyra

cTpaHa HapacTBa11xaTa yr10Tpe6a Ha HOBH JleKapcTBa OT rpY11aTa Ha MOHOKJIOHUIHH aHTwreJ1a,

IIPOTHBOTYMOPHH XHMHOTepaneBTHUH u areHTH C MOJIeKYJ1%PHO Hacot1BaHe npeÅVf3BHKBaT

OKCHÅaTHBeH cTpec H 110TeHqmaJ1eH PHCK OT opraHHa TOKCULIHOCT. OKCHACTHBHHAT cTpec e

OCHOBeH (baKTop 3a pa3BMTuerro Ha pennua 3a60JffBa1-1H%, BKJIK)MHTUIHO 6eJIOÅP06HH

YBpe)KÅaHHH H Bb311UIHTeJIHH Ha qepBaTa. OT Apyra cTpaHa npu neqeHue•ro Ha

naT0J10rHLIHH CBCTORHH%, CBbP3aHH C OKCMAaTHBeH cTpec ce H3r10J13BaT pa3JIHHHH KJ1aCOBe

aHTHOKCUÅaHTH. He06XOAHMOCTTa OT Cb3ÅaBaHeTO Ha HOBH MeAHKaMeHTV1 3a TUPI I-len

HapacTBa.

Hema H oceMTe 3anaqm Ha AHCePTaLIHOHHHA rrpyn ca HanucaHH ACHO H TOHHO. Te ca B

TlbJIHO CbOTBeTCTHne C f10J1yqeHHTe pe3YJITaTH, a HMe1--1HO Aa ce H3cneÅBarr ed)eKTHTe Ha

JIUapouna U-74389G eKcnepHMeHTaJIHH MOÅeJIH Ha 6eJ10Åp06Ha TOKCHHHOCT H

Bb3naJIHTeJIHH 3a60JTflBaHH51 Ha qepBaTa. V'f3BbpmeHa e 3Hat1HTeJIHa 110 06eM

eyccnePHMeHTaJIHapa60Ta c 206 6eJIH Mb)KKH 11J1bxa nopona Bucrrap, c Terno 200-250 rpaMa.

A-p KPbCTeBe VBIIOJBBUI CbBPervreHHH eKcnePHMeHTaJIHH MOAeJIH 3a npeÅH3BHKBaHe Ha

MeÅHKaMeHT03Ha H XUMmqeCKH HHnyuupaH KOJIMT Ha OllHTHH )KHBOTHH.

IlpoYLIBaHeT0 e npoBeneH0 B CbOTBeTCTBme c MOKÅYHaPOAHHTe cmaHAapTM 3a rpmxa H

H3r10J13BaHe Ha onv-1THH )KHBOTHH (EBponeiicKa ÅupeKTHBa 2010/63/EC), KaKTO H C

HaUHOHUIHOTO 3aKOHonæreJICTBO H 110JIHTHKH e on06peH0 OT bbJ1rapcKaTa areH11H% TIO

6e3011acHocT Ha xpaHHTe.

4. XapawrepncTHKa n oueHKa I-la ancep-rauH0HHnq TPYA

AHCePTaUHOHHH51T rrpyn e C 06111 06eM 153 CTPaHH1_1H, OT KOHTO: H3r10J13BaHU

CbKpa1ueHHH — 5 CTP., BbBeneHne H 0630P— 51 CTP.; ueJ1, 3maHH, MaTepuaJ1 H MeTOÅV1 — 11

CTP.; pe3YJITaTH H — 62 CTP.; Hayt1HH TIPHHOCM — 1 CTP.; H3BOÅH — 2 CTP.;

gaKJuoqeHue — 1 CTP.; CITHCbK Ha Hayt1HHTe ny6JIHKaUUH — 1 CTP.; — 16 CTP.

Pa60TaTa e 0HarJ1eÅeHa c 52 (Imrypu H 9 Ta6JIHUH, KOeTO e 110Ka3aTeJ1 3a roneMVf51 06eM

V13CJ1eÅBaHV151, OCb111eCTBeHH caMOCTOflTeJIHO OT ÅOKTOPaHTa 3a norca3BaHe Ha 110CTaBeHaTa

Te3a F103BOJ1fBaT A06po Bb3npueMaHe Ha npencTaBeHHTe pe3YJITaTH.

KBM AHCePTaUHOHHHfl CbÅbpxa 386 H3TOHHHKa — 3 Ha

KHPHJIVfUa u 383 Ha JlaTHHuua. Han 60% OT JIHTepaTypHHTeH3TOt1HHLIH ca OT 110CJ1eÅHHTe 5

rOÅHHH.

3arJ1aBueT0 Ha e HHTpuryBaL1-10 H HacoLIBa KbM

eKcnepHMeHrraJIHaTa CbLUHOCT Ha pa60Ta. BbBeÅeHHeT0 Ha AVICePTaLIHOHHHA
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normqH0 HacoHBa BHHMaHHeTO KBM H3yqaBaHe I-la (l)aPMaKonorHt1HHTe ed)eKTH Ha nuaponm —

ay-1THOKCHJ1aHT OT rpyr1aTa Ha 21 -aMHHOCTePOMÅMTe,KOMTO HHXH6UPa nePOKcnnaUH51Ta Ha

JIHr1HÅHaTa MeM6paHa BCneACTBme Ha OKCHÅaTHBeH cTpec. JIa3ap0HA U-74389G — 06eKT Ha

AHCePTaLIHOHHH% Tpyll, vma norreHunaJ1 na MHHHMH3HPa Tegn ed)eKTH KaTO aHTHOKCHJ&HT.

MexaHH3MHTe Ha TOBa neiicTBHe He ca 406pe npoyqeHH, a TAXHOTO H3yqaBaHe pa3KpHBa

Bb3MO)KHOCTH 3a cb3naBaHe Ha HOBH TepaneBTHt1HH CTpaTerHH.

0630PbT Ha AHCePTaUHOHHHfl pa3KpHBa Bb3MOXHOCTHTe Ha n-p KpbcTeB na

Hame3e B Cb1UHOCTTa Ha BaxeH 3a MeAHUHHCKarra npaKTHKama np06J1eM u na npo%BH HayqeH

nonxon HerOBOTO eKcnepHMeHTaJIH0MonenmpaHe. Tpurre qacTH Ha JIHTepaTypHH% 0630P

ca npmco CBbP3%HH CbLLIHocrra Ha AHCePTaUHOHHH51 Tpyn. IIbPBaTa qacT e 110CBeTeHa Ha

Jlæapovm U-74389G, HeroBHTe OCHOBHH (baPMaKOJIOFHHHH xapaKTePHCTHKH H np06neMHTe,

KOUTO npencT0HT na 6bnarr pemeHH, CBbP3aHV1 c MexaHH3Ma 1--1a neiiCTBue H 6e30naCHOT0 MY

H3110J13BaHe npu XUBOTHH H xopa. MHoro CTIOJIYHJIHBO qacT Ha 0630pa 3am,p111Ba

cpaBHeHme Ha (bapMaK0J10rHHHHTe CBOiiCTBa Ha U-74389G H TepaneBTHLIHHTe Bb3MO)KHOCTH

Ha MeerwmpeÅHH30JIOH. CpaBHeHH ca npeÅHMCTBaTa H HenocTaT'b11HTe Ha BCeKV1 OT THX KaTO

cpencTBa 3a npe0A0J1%BaHe Ha OKCHÅCEUBHU% cTpec.

BTopaTa TpeTa qacT Ha JIHTepaTypHHA0630P ca CBbP3aHH C 6eJ10ÅP06HaTa(l)H6p03a H

Bb3naJIHTeJIHHTe 3a60JIABaHHH Ha qepBaTa KaTO ynuep03eH KOJIHT H 60J1eCT Ha KPOH. ABeTe

qacTH npevraB51T HaKPaTKO XHCTOJ10rMt-1HHTe npoMeHH, naToaHaTOMHHHHTe H3MeHeHHS1,

llaTOd)M3HOJ10rHLIHHMexaHH3MH H KJIUHHHHH CHMTITOMH Ha ORCHAaTHBHH51 cTpec, AOBeJIH no

YBpe)KÅaHe Ha 6eJIHTe np060Be H JIHraBHUHTe Ha XPaHOCMHJ1aTeJIHaTa CHCTewra. B ere3H ABe

qacTH arcueHTbT e Bbpxy eKcnePHMeHTaJIHHTe MOÅWIH Ha H KOJIHT, KOHTO

apryMeHTHpaT MeTOAHTe, V13110J13BaHH B AHCePTaUHOHHH% TPYÄ.

B rnaBæra Mamepua-n H MeTOÅH nonp06H0 H KOPeKTHO ca OllHCaHH eyccnepMMeHrraJIHHTe

MOAeJIH H MeTOÅH. M3110J13BaHH ca 206 6eJIH Mb>KKH VIJIbxa nopona Wistar C TerJT0 200—250 r,

OTrne)KÅaHH CTaHnaPTH3HPaHH YCJIOBH%, KaTO 06eMbT Ha H3BbPLL1eHaTa

eKcnepHMeHTaJIHa pa60Ta e 3HaqurreJ1eH. IlpaBH BIIeqaTJ1eHHe H3KJ11-OHHTeJIHO IIPeUH3HH51

110Å60p Ha OHHTHH rlOCTaHOBKH 3a BepH(bmumpaHe Ha erepaneBTHt1HaTa ed)eKTHBHOCT OT

npunaraHe Ha JIUap0HA U-74389G. IIPH Monena Ha aMuonap0H-HHnyumpaHa 6enonp06Ha

TOKCHMHOCT ca cpaBHeHH ABa pe)KHMa Ha HHTpaTpaxeaJIH0 TIPHJ10)KeHHe Ha aMHOAapoH —

enHOKPaTHO H ABYKpaTH0. B eKCnePHMeHTHTe e H36paH ABYKpaTHMS1 POKHM, KOMTO

ocurypna Bb311POH3BOAHMO YBpexnaHe IIPH 110-HHCbK JleTaJIHTeT. Ilpm eKcnePHMeHTaJIHH51

Monen Ha KOJIHT ca TeCTBaHH TPH A03H Ha ynueporeHHHfl areHT DNBS. Bb3 OCHOBa Ha
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110J1yqeHHTe pe3YJrraTH e H36paHa Å03ama OT 30 mg, KO%TO HHÄY1_1HPa Bb3TIPOH3BOAHM KOJIUT

BCHHKH OllHTHH )KHBOTHH.

EKcnepmreHTHTe C OllHTHH )KHBOTHH ca OCbLL1eCTBeHH cna3BaHe Ha npaBama Ha

*CHBOTHHTe CbrJ1aCHO International Guiding Principles for Animal Research H eTWIHHTe

IIPHHUHIIH 11J1aHHpaHe H IlpoBe)1cnaHe Ha eyccnepHMeHTH cnopen VBUCKBaHH%Ta Ha BABX

KOMVfcmwra 110 ETHKa Ha Hayt1HH H3CJ1eÅBaHH51 MY FIJIeBeH.

B r,'1aBaTa H 06cb)KÅaHe nponuqaBa yrvreymerro Ha A-p KpbcrreB na

CM10CTaB% CBOHTe pe3YJITaTH C naHHH Ha apyru aBTOPH. AHUIH3bT Ha ny6JIUKaUHHTe no

TeMaTa T103BOJ151Ba Ha A-p KPbCTeBAa Hacoqm BHHMaHmeTO KbM He pemeHHTe np06J1eMH H na

noncKaxe HAeH 3a HOBH TepaneBTHt1HH pemeHH51. IlpencrraBeHHTe

KpacHopeqHB0 3aTBbP)KÅaBaT y6e)KÅeHueT0, qe A-p KpbcmeB e H3rpaneH yqeH c TBOPqeCKH

Ilonxon KBM 110CTaBeHaTa ueJ1 H 3anaHH.

AHCePTaUHOHHHAT 3aBbp111Ba C 7 H3BOÅa npvr Monen Ha aMHOÅapoH HH11yuupaHa

6eJ10Ap06Ha TOKCW-IHOCT u 6 H3BOÅa Momen Ha DNBS- HHÅY1-1HPaH KOJIHT. T03H Tpyn

HMa IIPHHOCH C 1--1ayqH0 u IIPHJIO)KHO 3HaqeHue. IlpneMaM Ham,JIHO, nocoqeHHTe OT aBTopa 4

npvmoca c opvrrvmaneyl xapaKTep H 3 c 110TBbPÅHTeJIHO u IIPHJIO)KHO 3HaqeHue.

CTaTHCTmqeCKaTa 06pa60TKa Ha naHHHTe. 110J1yqeHHTe aaHHH ca IIOAJIO)ICHVI Ha

naHHHTe qpe3 GraphPad cod)Tyep. Pe3YJITaTHTe ca IlpeÅCTaBeHH KOPeKTHO B Ta6JIHUH H

(burypø. A-p KpbCTeB npvrrexaBa MHOro Å06PH KOMMOT%PHH YMeHH% 3a 01-1arJ1eJL1%BaHe H

Ilpe3eHTupaHe Ha 110J1yqeHHTepe3YJITaTH.

6. Ily6JIHKaUHH n I-laytll--la aKTHBHOCT

A-p KPbCTeBe npeÅCTaBHJ1 3 HayLIHH ny6JIUKaUHH, B ABe OT KOUTO e aBTOP. ÅBe

OT ny6JIHKa11HHTe ca OT11eqaTaHH B Hayc1HH U3AaHH%, ped)epmpaHH H MHÅeKCHPaHH B

CBeTOBHOH3BeCTHH 6a3H ÅaHHH C Hayt1Ha HHd)OPMaUH51 (Scopus, Web of Science), a ezwa — B

Hepe(bepupaH0 V13AaHne C HayHH0 peueH3npaHe. FIy6JIMKa11HOHHaTa aKTUBHOCT Ha

AOKTOPaHTa no r10Ka3aTeJ1 „F" e 45 TOHKH, KOeTO HaÅXBbPJIA MUHHMUIHHTe Hal_1HOHaJIHH

H3HCKBaHH% 3a npHÅ06HBaHe Ha OHC „ÅOKTOP" B lipod)ecH0HaJIH0 HarrpaBneHne 7.1.

MejlHUHHa, C HOPMaTHBHO U3HCKyeM MHHHMYM OT 30 T. Pe3YJITaTHTeOT npoyt1BaHM51Ta ca

npencrraBeHH Ha VIII Hauu0HueH K0Hrpec 110 OapMaKonornq, KJIHHHHHa (bapMaK0J10rmq

erepa11HH c MOKAYHaPOÅH0 yqacTue B MY — FIJIeBeH, npe3 2024 r.

Ily611UKaUHOHHaTa aKTHBHOCT Ha A-p KpbCTeB e IlpeanocTaBKa 3a 110TIYJ151pH3upaHe Ha

nonyqeHHTe pe3YJITaTH cpen Hayt-1HO-H3CJ1eÅOBaTeJICKH KOJIeKTUBH y Hac B qyx6HHa. Te
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npeÄCTaBJ1%BaT HHTepec 3a cneunaJ1ucTH B 06nacrra Ha (bapMaK0J10ruq, TOKCHKOJIOFHSI,

BoeHHa MeÅULIHHa, BbTpe111HH 60J1eCTH, HHTeH3HBHO neqeHme H peaHHMa11H51.

7. JIHHI-IO yqacrrne Ha AOKTOPaHTa
CHUTaM, ye AVICePTaUHOHHH51T e JIHHHO neno Ha A-p IlnaMeH KpbcTeB. B

110ÅKpena Ha TOBa e (l)aKTbT, qe nonyqeHHTe pe3YJITaTH H (bopMYJ1upaHH TIPHHOCH ca JIHLIHa

3acnyra 11021 YMeJIOTO PbKOBOÅCTBO Ha Hayt1HHTe PbKOBOÅHTeJIH Ha AOKTOPaHTKaTa — IIPO(I).

A-p r a-rifl CTaBpeBa-MapHH0BaH mon. A-p BuoneTaAaHqeBa, AM

8. ABTope(bepaT

KBM AHCePTaUHOHHH51 e H3qepnæreneH,0TJIHt-1HO 0Ha1'J1eneH C 53

(Imrypn H 9 Ta6JIHUH H HarlbJIHO ÅOCTanqeH KaTO 06eM OT 60 CTPaHHUH 3a na npencTaBH

Cb1UHocrra Ha pa60TaTa. Toii e H3FOTBeH cnopen H3HCKBaHH%Ta Ha npaBHJIHHKa 3a

YCJIOBH51Ta H peÅa 3a TIPHÅ06HBaHeHa Hayt1HH CTeneH1d H 3aeMaHe Ha Hayr1HH AJIb)KHOCTH B

MY FIJIeBeH.

9. KPHTHLIHH 6eJ1e9KKV1 n npenopbkll

Hmar-vl KPHTHHHH 6eJIOKKH, a npenopbKaTa MH KBM AHcepTaHTa e na HOBHIIIH

ny6JIHKaUHOHHaTa CH aKTHBHOCT B ped)epupaHH MOKÅYHaPOÅHH H3ÄaHH51. TOBa Ille

nonynqpH3mpa HHTepecHHTe pe3YJITaTH OT AHCePTaUHOHHHH TPYÅ M Ille Å0Bene no BHCOK

IlpoueHT I-IHTmpaHH51.

3AKJIK)LIEHHE

TpYÅ c"bÅbpxa HayHHO-11PHJIO)KHH pe3YJITaTH, KOHTO npeACTaBJIHBaT

OPHI'HHaJ1eH npHHoc B HayKaTa H Ha BCWIKH H3HCKBaHHS1 Ha 3aKOHa 3a pa3Bwrne

Ha aycaneMHt1HHR CbCTaB B Peny6JIHKa bbJ1rapH% (3PACPb) H ElpaBHJIHHKa 3a HeroBOTO

npHJ1araHe. IlpencTaBeHHTe MaTepuaJIH H pe3YJITaTH CBOTBeTCTBaT Ha H3HCKBaHHSITa Ha

FIpaBHJIHHKa 3a YCJIOBH51Ta m pena 3a VIPHÅ06HBaHeHa HayqHH CTeneHH 3aeMaHe Ha Hayr1HH

AJIb)KHOCTH B MY I-IneBeH.

ÅucePTaUHOHHHflT 110Ka3Ba, qe A-p IIJ1arvreH KpbcTeB npvnexaBa 3aAbJ160qeHH

ereopeTHt1HH 3HaHHS1 u IIP0(beCHOHaJIHH YMeHH% no Hayt-ma-ra CileUHUIHOCT OapMaKonorH51

(BKJI. (bapMaKOKHHeTHKa xHMH0Tepar1H51) KaT0 ÅeMOHCTpupa KaqecTBa YMeHH% 3a

caMOCTowreJIHO npoBexcnaHe Ha HayHH0 H3cneÄBaHe.



FlopaÅH ropeH3J10xeHOTO, y6eneH0 aaBaM CBOATa nonoucumemta oqemca 3a

npoBeneH0T0 H3CJ1eÅBaHe, npencrraBeH0 B peueH3upaHH51 no-rope AHCePTaLIHOHeH rrpyn,

aBTope(bepaT, 110CTHFHaTH pe3YJITaTH H npHHocH.

IlpeAJ1araM Ha 110t1HTaeMOTO Hayt1H0 xypn aa IIPHCbAH 06pa30BaTeJIHaTa n

Hayqna cTeneH 'AORTOP'Ha A-p IlJ1aMeH KpacHMH1)0B KPbCTeB B AOKI'0PCKa nporpaMa

no „(DaPMaKOJ101*HH (BKJI. d)aPMaKOKHHeTHKa n XHMHOTepannq)"

IIJIOBAHB, 01.09.2026 r.
npo+. A-p JIK)AMMJI IIEii11EB IIEMLIEB, AM, M3M

/KaTeÅpa 110 (bapMmconormq, TOKCHKOJIOFH%

(bapMaK0Tepa11H% IIPH (bapMaueB•rnqeH (baKYJITeT Ha

MeAHUHHCKH YHHBepcu•reT FIJIOBAHB/
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1. General presentation of the procedure and the doctoral student
The submitted set of materials on paper/electronic media is in accordance with the

requirements of the Act on the Development of the Academic Staff in the Republic of

Bulgaria (DASRB), its Implementing Regulations and the Regulations on the Development of

the Academic Staff ofMU — Pleven (2022). The set is arranged correctly and completely. No

violations of the procedural requirements are established. There is no evidence of plagiarism

in the dissertation submitted to me for evaluation. I declare that I have no conflict of interest

with the candidate within the meaning of the current regulations.

2. Brief biographical data about the doctoral student

Dr. Plamen Krasimirov Krastev graduated from the Medical University in Pleven with a

degree in medicine in 1995. In his quest to master new knowledge, in 2002 he obtained a

master's degree in finance, an economist at the University of Veliko Tarnovo.

His professional path as a doctor began in 1996 as the head of the medical service of

unit 38960, village of Tepish. In the period from 2002 to 2005, he was a resident doctor at the

medical center of the "Hristo Botev" University Hospital in Pleven. From 2005 to 2007, he

was the deputy head of the medical center ofunit 24870, village of Kamenets. From 2007 to

2015, he was the deputy head of the medical center ofmilitary formation 52090 in Dolna

Mitropolia. In 2015, after a successful competition, he was appointed as a full-time assistant

in the Department ofPharmacology and Toxicology of the Medical University of Pleven until

now.
Dr. Krastev conducts practical classes in pharmacology formedical students at the

Faculty ofMedicine and students of the specialty "Nursing" at the Medical College of the

university.

The doctoral student has very good skills in working with a personal computer with the

main office programs, statistics and electronic platforms for training students. He has

excellent written and spoken English and Russian. He has completed training in "Health

Management for Heads of Medical Institutions". In 2010, he completed the "Captain's Career

Course" formedical personnel with higher education at the military bases "Lackland AFB"

and "Fort Sam Houston", San Antonio, Texas, USA.
3. Relevance of the topic and appropriateness of the set goals and objectives

The topic of the dissertation is relevant, especially in recent years when millions of

people around the world suffer from the complications of Covid-19 infection. On the other

hand, the increasing use of new drugs from the group of monoclonal antibodies, antitumor
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chemotherapeutics and molecularly targeted agents cause oxidative stress and a potential risk

of organ toxicity. Oxidative stress is a major factor in the development of a number of

diseases, including lung damage and inflammatory bowel diseases. On the other hand, in the

treatment of pathological conditions associated with oxidative stress, different classes of

antioxidants are used. The need to create new medications for this purpose is growing.

The goal and eight tasks of the dissertation are written clearly and precisely. They are in

full accordance with the results obtained, namely to study the effects of lazaroid U-74389G in

experimental models of lung toxicity and inflammatory bowel diseases. A significant

experimental work was carried out with 206 white male Wistar rats, weighing 200-250 grams.

Dr. Krastev used modern experimental models to induce drug-induced pulmonary fibrosis and

chemically induced colitis in experimental animals. The study was conducted in accordance

with international standards for the care and use of experimental animals (European Directive

2010/63/EU), as well as with national legislation and policies and was approved by the

Bulgarian Food Safety Agency.

4. Characteristics and evaluation of the dissertation work

The dissertation has a total volume of 153 pages, of which: abbreviations used — 5

pages, introduction and overview — 51 pages; goal, tasks, material and methods — 11 pages;

results and discussion — 62 pages; scientific contributions — 1 page; conclusions — 2 pages;

conclusion — 1 page; list of scientific publications — 1 page; bibliography — 16 pages.

The work is illustrated with 52 figures and 9 tables, which is an indicator of the large

volume of research carried out independently by the doctoral student to prove the thesis and

allows for a good perception of the presented results.

The bibliography to the dissertation contains 386 sources — 3 in Cyrillic and 383 in

Latin. Over 60% of the literary sources are from the last 5 years.

The title of the dissertation is intriguing and points to the experimental nature of this

work. The introduction of the dissertation logically directs attention to the study of the

pharmacological effects of lazaroid - an antioxidant from the group of 21 -aminosteroids,

which inhibits lipid membrane peroxidation due to oxidative stress. Lazaroid U-74389G - the

subject of the dissertation, has the potential to minimize these effects as an antioxidant. The

mechanisms of this action are not well studied, and their study reveals opportunities for

creating new therapeutic strategies.

The review of the dissertation reveals the capabilities of Dr. Krastev to delve into the

essence of an important problem for medical practice and to demonstrate a scientific approach

in its experimental modeling. The three parts of the literature review are directly related to the
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essence of the dissertation. The first part is dedicated to lazaroid U-74389G, its main

pharmacological characteristics and the problems that remain to be solved, related to the

mechanism of action and its safe use in animals and humans. This part of the review very

successfully ends with a comparison of the pharmacological properties ofU-74389G and the

therapeutic possibilities ofmethylprednisolone. The advantages and disadvantages of each of

them as means for overcoming oxidative stress are compared.

The second and third parts of the literature review are related to pulmonary fibrosis and

inflammatory bowel diseases such as ulcerative colitis and Crohn's disease. Both parts briefly

present the histological changes, pathoanatomical changes, pathophysiological mechanisms

and clinical symptoms of oxidative stress, which led to damage to the lungs and mucous

membranes of the digestive system. In these two parts, the emphasis is on the experimental

models of pulmonary fibrosis and colitis, which argue the methods used in the dissertation

work.
In the chapter material and methods, the experimental models and methods are

described in detail and correctly. 206 white male Wistar rats weighing 200—250 g were used,

raised under standardized conditions, and the volume of experimental work performed was

significant. The extremely precise selection of experimental setups for verifying the

therapeutic effectiveness of the application of lazaroid U-74389G is striking. In the model of

amiodarone-induced pulmonary toxicity, two regimens of intratracheal administration of

amiodarone were compared — single and double. The double regimen was chosen in the

experiments, which provides reproducible damage with lower lethality. In the experimental

model of colitis, three doses of the ulcerogenic agent DNBS were tested. Based on the results

obtained, the dose of 30 mg was chosen, which induced reproducible colitis in all

experimental animals.

The experiments with experimental animals were carried out in compliance with the

rights of animals according to the International Guiding Principles for Animal Research and

the ethical principles in planning and conducting experiments according to the requirements

of the Bulgarian Academy of Sciences and the Research Ethics Committee at the Pleven

Medical University.

The chapter results and discussion demonstrates Dr. Krastev's ability to compare his

results with data from other authors. The analysis of publications on the topic allows Dr.

Krastev to draw attention to unsolved problems and suggest ideas for new therapeutic

solutions. The presented reasoning eloquently reinforces the belief that Dr. Krastev is a well-

established scientist with a creative approach to the set goal and tasks.
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The dissertation work ends with 7 conclusions in a model of amiodarone-induced

pulmonary toxicity and 6 conclusions in a model of DNBS-induced colitis. This work has

contributions of scientific and applied significance. I fully accept the 4 contributions indicated

by the author as original in nature and 3 with confirmatory and applied significance.

Statistical data processing. The obtained data were subjected to appropriate statistical

analysis with the SPSS, v.21 program with graphical presentation of the data using GraphPad

software. The results are presented correctly in tables and figures. Dr. Krastev has very good

computer skills for visualizing and presenting the obtained results.

6. Publications and scientific activity

Dr. Krastev has presented 3 scientific publications, in two of which he is the first

author. Two of the publications are printed in scientific journals, referenced and indexed in

world-renowned databases of scientific information (Scopus, Web of Science), and one - in a

non-referenced publication with scientific review. The publication activity of the doctoral

student according to indicator "G" is 45 points, which exceeds the minimum national

requirements for acquiring the ONS "Doctor" in the professional field 7.1. Medicine, with a

regulatory minimum of 30 points. The results of the studies were presented at the VIII

National Congress on Pharmacology, Clinical Pharmacology and Therapy with international

participation at the Medical University - Pleven, in 2024.

The publication activity of Dr. Krastev is a prerequisite for popularizing the results

obtained among scientific research teams in our country and abroad. They are of interest to

specialists in the fields of pharmacology, toxicology, military medicine, internal medicine,

intensive care and resuscitation.

7. Personal participation of the doctoral student

I believe that the dissertation is the personal work of Dr. Plamen Krastev. This is

supported by the fact that the results obtained and formulated contributions are a personal

merit under the skillful guidance of the doctoral student's scientific supervisors - Prof. Dr.

Galya Stavreva-Marinova and Assoc. Prof. Dr. Violeta Dancheva, MD

8. Abstract

The abstract of the dissertation is comprehensive, excellently illustrated with 53 figures

and 9 tables and is completely sufficient in its 60 pages to present the essence of the work. It

has been prepared in accordance with the requirements of the regulations for the conditions

and procedure for acquiring scientific degrees and holding scientific positions at the Pleven

Medical University.
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9. Critical remarks and recommendations

I have no critical remarks, and my recommendation to the dissertation is to increase his

publication activity in refereed international journals. This will popularize the interesting

results ofthe dissertation and will lead to a high percentage of citations.

CONCLUSION
The dissertation contains scientific and applied results that represent an original

contribution to science and meet all the requirements of the Act on the Development of

Academic Staff in the Republic of Bulgaria (ADABRB) and the Regulations for its

implementation. The presented materials and results comply with the requirements of the

Regulations on the conditions and procedure for acquiring scientific degrees and occupying

scientific positions at the Medical University of Pleven.

The dissertation shows that Dr. Plamen Krastev possesses in-depth theoretical

knowledge and professional skills in the scientific specialty of Pharmacology (incl.

pharmacokinetics and chemotherapy) by demonstrating qualities and skills for independent

conduct of scientific research.

Due to the above, I confidently give my positive assessment of the conducted research

presented in the above-reviewed dissertation, abstract, achieved results and contributions.

I propose to the esteemed scientific jury to award the educational and scientific

degree 'Doctor' to Dr. Plamen Krasimirov Krastev in the doctoral program in

"Pharmacology (incl. pharmacokinetics and chemotherapy)".

Plovdiv, 01.09.2026

Prof. Dr. LYUDMIL PEYCHEV PEYCHEV, MI), PhD, MHM

/Department ofPharmacology, Toxicology and

Pharmacotherapy at the Faculty ofPharmacy, Medical

University ofPlovdiv/
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