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CbC 3a110BeÅ N! 2381/28.07.2026 r. Ha PeKTopa Ha MeAHUHHCKH YHHBePCMTeT

FIJIeBeH CBM HUHaqeHa 3a T--1J1eH Ha HayqH0 xypvr 110 npouenypa 3a npHÅ06HBaHe Ha OHC

,ÅOKTOP" OT A-p IIJ1aMeH KpacmvmpoB KpT.cTeB. Ha 11bPBOT0 HerlPHCbCTBeHO 3acenaHue Ha

Hayt1H0T0 xypu Ha 01 aBrycT 2026 r. CbM onpeneJ1eHa Aa peueH3H51 OTHOCHO

rrpencTaBeHH% AHCePTaLIHOHeH TPYA.

061110 npencTaBHHe I-la npouenypaTa

BcHt1KH AOKYMeHTH u MarrepuaJIH, rrpeAocTaBeHH Ha ej1eKTPOHeH HOCHTeJ1, ca B

CbOTBeTCTBne C U3HCKBaHH%Ta Ha 3aKOHa 3a pa3Bwrue Ha aKaneMHt1HHfl CbCTaB B Peny6JIHKa

BbJ1rapHfl (3PACPB), FIpaBHJIHHKa 3a npvmara1-1eT0 MY H IlpaBHJIHHKa ga pa3BHTue Ha



aKaneMHHHHA CbCTaB Ha MY — FIJIeBeH (2022). KOM11J1eKTbT e nompeAeH KOPeKTHO H 11bJIHO,

KoeTO ynecH%Ba IIPOCJ1eA51BaHeT0Ha npoBeÅeHaTa npoueÅypa.

He ca AonycHaTH HapymeHH% Ha npoueÅypHHTe H3HCKBaHUfl. He YCTaHOB%BaM naHHH

3a nnaruarrcTB0 B npenocTaBeHH51 MH 3a OLIeH51BaHe nucepTa11H0HeHTpyn.

ÅeKJ1aPHPQM, He H%MaM Ha HHTepeCH C ycaHnunaTa 110 CMHCbJ1a Ha

ÅeiicTBa111aTa HOPMaTHBHa ypeA6a.

KpaTKH 6norpad)HHHH naHHH H npod)ecH0HaJIH0 pa3BHTne

A-p FIJIaMeH KpacurvmpoB KPbCTeB e pmeH Ha 29.12.1969 r. B rp. EIneBeH. Elpeg 1987

r. 3aBbPL11Ba MaTeMarrmqecKa rHMHa3U51 „reo MHJ1eB" — FIJIeBeH. AHTIJIOMHPace KaTO

MarncTbp-J1eKap BBB BMH — FIJIeBeH rrpe3 1995 r. (ÅHIUIOMa N! 003057/20.11.1995 r.). Ilpe3

2003 r. IIPHA06HBa H MarHCTbPCKa cTer1eH no cneumaJIHocrr „ØHHaHCH" BBB

BenUKOTbPHOBCKH YHHBePCHTeT (AH11JIOMa cepu% BTY 2003, per. Ng 12718/2003).

ElpwrexaBa JIBe MeÅHUHHCKH cneuuaJIHocTH — „ABmaUHOHHa MeÅHUHHa" (BMA — Cod)HR,

2000 r.) H „06ma MeÅUUHHa" (CBUmereJICTBO cepmq BMH 2002, N! 0883).

IIP0(beCHOHaJIHHA CH ribT A-p Kpbc•reB 3a110LIBa B CHCTervraTaHa BOeHHOMeÅHUHHCKOTO

ocurypnaHe: OT OKTOMBPH 1996 r. no IOJIH 2002 r. e HaqaJIHHK Ha IvreAH11HHCKa CJIY)K6a Ha

110/11eJ1eHHe 38960 B C. TeJIHLL1•, OT IOJIH 2002 r. no I-OHH 2005 r. e neKap-opAHHaTop B

Mej11UUHHCKH% VIYHKT Ha Yb „XPHCTO b0TeB" — IIneBeH•, OT K)HH 2005 r. no Mail 2007 r. e

3aMeCTHHK-HaqaJIHHK Ha IMeÄHLIHHCKHA IIYHKT Ha noneneHme 24870 B C. KaMeHeu; OT IOHH

2007 r. 40 MapT 2015 r. e 3aMeCTHHK-HaqaJIHHK Ha MeÅHUHHCKUA TIYHKT Ha BOeHHO

(l)0PMHPOBaHne 52090 B rp. AOJIHaMHTP0110JIH51.

Cnem ycneL11eH KOHKYPC, npe3 cemeMBPH 2015 r. A-p KpbcTeB e HUHaqeH 3a aCHCTeHT

B KaTenpa „(bapMaKonorH51 H TOKCHKOJIOFH%" Ha MY — FIJIeBeH, KbAeTO rlOHaCTomueM e

Ilpe110naBaTeJ1 H yqacTBa B npaKTuqecK0T0 06yqeHue Ha CTyneHTH no MeÅH1_1HHa BBB

OaKYJITeT„MeÅHUHHa" cTyneHTH OT cneuuaJIHOCT „MeAHUHHCKa cecTpa" B MenHUHHCKH

KOJIOK.

A-p KpbcrreB manee OTJIHHHO IIHCMeHO FOBOPHMO aHrJIHMCKH H pycKH e3MK. 3a

TIOBHL11aBaHe Ha CH e IIPeMHHU1 06yqeHne no „3mpaBeH MeHHÅ)KMbHT 3a

PbKOBOAHTeJIH Ha neqe6HH 3aBeneHHR", KaKTO „Captain's Career Course" 3a KapuepH0

pa3BHTue Ha BHC111HTeMeAUUHHCKH KaAPH BBB BbOPbN€eHHTe CHAH Ha CALU, npoBeneH BBB

BOeHHHTe 6a3H „Lackland AFB" H „Fort Sam Houston", rp. CaH AHTOHHO, TeKcac (02.2010 —

09.2010 r.). AORTOPaHTbTnpwrexaBa MHOro n06PH KOMMOTbPHH u AH3aiiHepcKH YMeHHH,

KOUTO npoJ1uqaBaT H B KaqeCTBeHOTO 0HarJ1eÅ51BaHe Ha AUCePTaUHOHHH51 TPYA.



AwryaJIHocT Ha pa3pa60TBaHHf1 np06J1eM

TeMaTa Ha AHCePTa1-1HOHHH% e aKTyaJIHa H e cm,pgaHa c ABe counaJIH0 3Hat1HMH

rpyr1H 3a60J1%BaHHfl — HHTePCTHUHaJIHH 6eJIOÅP06HH60J1eCTH C U3XOJ1 6eJ10ÅP06Ha(l)H6poga H

Bb3na-nwreJIHH ga60J151BaHHS1 Ha qepBaTa. ABeTe CBCTO%HHA BJ10111aBa•r TpaiiH0 KaqeCTBOTO Ha

)KHBOT, TPYÅH0 ce mwarHocrruuupaT H JleKYBaT, a HajiHt1HaTa TepaTIH51 e npeÅHMH0

naToreHeTHt1Ha, CKb110CTPYBa11ta u cm.pgaHa C PHCK OT HexenaHH neKaPCTBeHH peaK1-1HH

TIPOÅbJ1',KHTeJIHO IIPHJ10)KeHue, KOeTO 110CTaBH 3Hat1HM aKUeHT Bbpxy He06XOAHMOCT'ra OT

CbBPeMeHHH Hayt1HH H3CJ1eABaHHS1 B HacoKa.

VIHAyuupaHaTa OT JleKapcTBa HHTepcTH11HaJIHa 6eJ10Ap06Ha 60J1eCT e cepH03eH

KJIHHHHeH np06J1eM C HapaCTBa111H AOKuaTeJICTBa OT H3CJ1eÅBaHU51 Ha MeAHKaMeHTH,

110TeHUHUIHO CBbP3aHH C HeiiHOT0 pa3BHTvre, BKJIYOHUTeJIHO MOHOKJIOHUIHH aHTHTena,

6monorHt1HH IlpoAYKTH, XHMnorrepaneBTHUH, HHXH6HTOPH Ha HMYHHH KOHTPOJIHVI TOMKH,

aHTH6HOTHUH, aHTnaPHTMVIUH H npyrn CbBPeMeHHH Tepar1HH.

AMHonapoHbT e cpen KJ1acmqeCKHTe H KJIHHHHHO 3Hat1UMH IIPHHVIHHTeJIH Ha

6eJ10np06Ha TOKCHHHOCT, KOeTO npaBH ueneHacoqeH H IIOAXOJI%IU H360pa Ha aMHOÅapoH-

HHÅyumpaH eKcnepHMeHeraJ1eH MOJIeJ1 H3CJ1eÅBaHHTe OT AOKTOPaHTa na60paTopHH

)KHBOTHH. Bb3naJIHTeJIHMTe 3a60J151Ba1--1HS1Ha qepBaTa CbLUO 110Ka3Bær Hapacnama qecT0Ta,

BIC,moqwreJIHO B CTpaHH C HHCKH H cpeÅHH AOXOÅH, H KbM MOMeHTa HAMa-r eTHOJ10rHHHO

Jleqerme.

06eAHHABa1110 naToreHerrw-1H0 3BeHO B H3cneABaHH%Ta Ha AOKTOPaHTa e

ORCHAaTHBHH%T cTpec B cbqerraHue C npoBb3naJIHTeJ1eH OTFOBOP, KOiiTO 21-

aMHHOCTePOHÄbT U-74389G e TeopeTHLIH0 060CHOBaH KaTO rrpoTeKTop. Jluapovmwre ca

06eKT Ha 3acnneHV1 (bapMaKOJ10FMHHHnpoY'LIBaHH51 nopann 110Å06HH Ha rJIEOKOKOPTHKOUAHTe

MeM6paHHO-CTa6HJIU3npa1UH H HPOTHBOBb3naJIHTeJIHH ed)eKTH OTCbCTBne Ha

1"JIYOKOKOPTMKOHÅHa aKTHBHOCT C IIPHCbLUHTe Ha T03H Knac iMeÅHKaMeHTV1 HexenaHH ed)eKTH.

TbpceHeT0 Ha CbeAHHeHH51 C TaKbB e CbBPeMeHHO H3AbP)KaHO H onpeneJ151 Hayt1HaTa

CTOiiHOCT Ha AHCePTaUHOHHH% TPYÅ.

CTpyKTypa n 06eM I-la AncepTa1V10HHHH TPYA

AHCePTaUHOHHH%T e C 06m 06eM 153 CTa1-maPTHV1 neqaTHH cerpaHHLIH u e

cTpYKTypmpaH cb06pa3H0 Bb3npneTHTe H3HCKBaHH51 3a npun06HBaHe Ha OHC „AOKTOP".

TeKCTbT e 6a.naHcmpaH0 pa311peneneH B cneÅHHTe punenvr: VB110J13BaHH CbKpameHH51

(5 CTP.), BbBeneHue (2 CTP.), JIHTeparrypeH 0630P (49 CTP.), uen, ganaqu, tvraTepuaJIH H

MeTOAHHHHnonxonm (11 CTP.), pe3YJrraTH OT Ilpoyt1BaHeT0 H 06Cb)KAaHe (62 CTP.), H3BOÅH (2



CTP.), 3aKmoqeHme (1 CTP.), Hayt1HH IIPHHOCH (1 CTP.), (16 CTP.) H CllHCbK Ha

Hayt1HHTe ny6JIHKaUHH (1 CTP.).

AHCePTaUHOHHH%T e npeLIH3H0 H 0HarJ1eneH C 53 (Imrypn H 9

Ta6JIUUH, KOHTO JIOFHHHO CJ1eÄBaT 06%CHeHHflTa B TeKCTa H 1103BOJIABaT Å06po pa36upaHe Ha

npencrraBeHHTeAaHHH.

BKJIK)1-1Ba 386 JIHTepaTYPHH H3TOt1HHKa, OT KOHTO 3 Ha KHPHJIHUa H

383 Ha naTHHuua, I-caT0 Ilpe06J1aAaBaT ny6JIMKaLIHHTe OT 110CJ1eAHHTe AeceT roAHHU.

CbOTHomeHneTO OTAeJIHHTe pawaeJIH e Å06pe punpemeneyro, a 06eMbT Ha

C06CTBeHHTe pe3YJITaTH H TAXHOTO 06CbxnaHe RHO AOMHHupa Hall 0630pHaTa qacT.

JIHTepmypeH 0630P

JIwrepamypHHflT 0630Pe 3aAbJ160qeH, aHaJIHTuqeH H ITOCneAOBaTeJIHO H3rpaneH. Tpvne

qacTH Ha npernena mpencTaBAT xapaKTepmcTHKaTa Ha Jluapomn U-74389G 3HaLIUMHTe

eKcnepHMeHTaJIHH H KJIHHHLIHH acneKTH Ha 6enomp06HaTa (l)H6p03a H Bb3r1UIHTeJIHHTe

3a60J1flBaHUfl Ha qepBaTa.

B 11bpBæra qaCT F10Åp06H0 ca npemcrraBeHH XHMHqeCKaTa cTpywrypa, MexaHH3MbT Ha

neiicTBue, (baPMaKOKHHeTHKaTa H TOKCMt1Hocrrra Ha H3cneÄBaHOTO BenxeCTBO U-74389G,

KaKTO H HeroBHTe (bapMaK0J10rMMHH CBOiiCTBa H ecbeKTHB eKcnePMMeHTaJIHH H KJIHHWIHH

lipoyLIBaHH%. IlpocneneH0 e HCTOPWRCKOTO pa3BHTue Ha T03H Knac cy6CTaHUHH OT 11bPBOTO

OPHI*UHaJTHO CbeAHHeHHe THPHJ1a3aA Me3HJ1aT (U-74006F). 06CTOÜHO e OllHCaH MexaHH3MbT

Ha aHTVIOKcnnaHTHO AeiicTBme, CBbP3aH C ynaB%He Ha nepoKCHJIHH paÅHKUIH,

HHXVf6HPaHeHa 3aBHCHMaTa OT )KeJIA30 JIH11HÅHa nePOKCHJ&UHH, Brpa)KAaHe B ABOMHHSI

JIH11HAeH cnoüu CTa6HJIH3aUVf51 Ha MeM6paHaTa qpe3 B3aHM0ÅeiicTBne rmnepa3HHOBHR

a30T H (boccl)aTHHTe rpynu Ha MeM6paHHHTe JIHFIHÅH. Y6eAHTeJIHO e cpaBHeHue-ro C

(l)apMaKonorMLIHHTe CBOÜCTBa Ha MeTHJmpeÅHH30JIOH, KOeTO TeopeTHHH0 060CHOBaBa H

110ÄKper1A H3CJ1eÅOBaTeJICKaTa mne51 ga 110TeHuuaJIHarra POJI% Ha U-74389G KaTO ærrepHaTHBa

Ha KOPTHKOCTePOHAHaTa IIPOTeK11HH, 6e3 Cb11bTCTBa111H FJTkOKOKOPTHKOHA-MeÅHHPaHH

HexenaHH ecl)eKTH.

BTopaTa qacT purnexna eTHOJ10ruwra H qecTOTaTa Ha HAHonaTHt-1HaTa 6enonp06Ha

(l)H6p03a, HHTePCTHUnaJIHaTa 6eJ10np06Ha 60J1eCT u XPOHHHHH% xunepceH3HTHBeH

rlHeBMOHHT. AHUIH3vrpaHa e narroreHe3aTa Ha 6eJ10Åp06HaTa (l)H6p03a ponma Ha

peaKTHBHHTe KHCJIOPOAHH BHÅOBe. IlpeUH3HO e pa3pa60TeH pameJ1bT 3a HHÅyuupaHaTa OT

JleKapcTBa HHTePCTmnnaJIHa 6enonp06Ha 60RCT H X'HCTonaTOJ101*Ht1HHTe MOAeJIH Ha

HHTepc-rmuuaJIHa IIHeBMOHHA, C HacoqeHOCT KbM aMH0AapoH, XHMHOTepaneBTMt1HHJleKapcTBa,



HHTP0(bypaHTOHH, aHTnpeBMaTHLIHH JleKapcTBa, MeTOTpeKcaT H 6HOJ10rHLIHH areHTH. A-p

KpbcTeB KOM11erreHTHO H 3aÄbJ160qeH0 orlHCBa CbBPeMeHHHTe eKcnePHMeHrraJIHm MOAeJIV1 Ha

6eJ10Ap06Ha (l)H6poga, BKJ11-Ot1HTeJIHO XYMaHH3HPaHHTe MOAeJIH, ABYH3MePHHTe KJ1eTbLIHH

MOAeJIH, Precision-Cut Lung Slices 3D 6HOHH)1CHePHHTeMOAeJIH.

TpeTaTaqacT purJ1e)KÅa Bb311UIHTeJIHUTe Ha qepBarra (B3LI) — ynuep03eH

KOJIHT H 60J1eCT Ha KPOH, C TfXHaTa qecT0Ta H pa3npocTpaHeHme, ponsrra Ha reHeTMt1HHTe

(l)aKTopu H qpeBHaTa OC06eHOCTHTe Ha BPOÅeHHA H ananTHBHH51 UMYHHTeT,

KaKTO H 3HaqeHueT0 Ha aBT0(barH51TaH penoKc-6aJ1aHca B qpeBHarra JIHrawua. V13qepnaTeJIH0

ca eKcnePHMeHTaJIHHTe MOAeJIV1 Ha B", XHMuqecKH

HHnyuupaHH MOAeJIH, anar1THBeH T-KJ1eT'bqeH MOAeJ1, reHeTw-1H0 KOHCTPY'HPaHH MOAeJIH, IL-

10 knockout Monen, MOAeJIH CITOHTaHHa MYTaLIHS1 (SAMP 1/YitFc KOJIHT) H MUKP06HOM-

HHÅYLIHPaHH MOAeJIV1, KaTO ca 06CbAeHH H orpaHuqeHH%TaHa BCeKH OT THX.

B gawnoqeHuerro KbM 0630pa AOKTOPaHTbT aHaJIHTWIHO apryMeHTupa H360pa Ha ABaTa

eyccnePHMeHTUIHH Monena Ha XPOHWIHO BB3naJ1eHHe — arvmonap0H-HHnyuupaHa 6eJ10Åp06Ha

TOKCHLIHOCT H DNBS-MHnyunpaH KOJIHT 11J1bXOBe, npencTaB%iiKH THXHaTa KJIUHHHHa

3HaHHMOCT H JIHTepaTypHHTeAOKa3aTeJICTBa 3a Bb3MO)KHOTO HM IIPHJ10)KeHue TeCTBaHe

cnercnpa Ha neiicTBue Ha Jiuapomna U-74389G.

ElpeÅcTaBeHaTa 110KUBa, qe A-p KpT,cTeB 1103HaBa MHoro n06pe

JIHTepaTyparra 110 TeMaTa, KOM11eTeHTHO aHaJIH3mpa Hayt1HHTe (baKTH, RHO r10CTaB%

H3CJ1eÄOBaTeJICKH Bbnpocm H aprYMeHTmpaH0 H3rpa)KÅa CBOSITa aBTOPCKa 1103HUH51 3a

He06XOAHMOCTTa OT A011bJIHHTeJIHH npoyt1BaHHA.

I-lea n yamaqn

IleJITa Ha AHcePTa11HOHHH51 Tpyn e (bopMYJIHpaHa ACHO H TOMHO — na ce H3CJ1eABaT

ed)eKTMTe Ha JIUap0HAa U-74389G IIPH eKcnepHMeHTaJIHH MOÅeJIH Ha 6enonp06Ha

TOKCHLIHOCT H Bb3naJIHTeJIHH 3a60JT51Ba1--1HflHa qepBaTa.

3a nocTnraHe Ha nema ca 110CTaBeHH 8 3anat1H, purrpeneJ1eHH B ÅBe rpynu 110 qeTupu

ganat1H ga BCeKH OT H3r10J13BaHHTe MOÅeJIH. FIOAXOÅbT (bopMYJ1vmpaHeT0 HM e

MeTOÄOJ10rmqeCKU H3ÄT,pxaH, C H360p Ha nonx0J15111-1 H Bb3r1POH3BOÄHM erccnepMMeHTaneH

Monen H 110CJ1eAOBaTeJIHO H3CJ1eÅBaHe ed)eKTHTe Ha U-74389G Bbpxy HHd)OPMaTHBHHMapKepu

3a Bb3naJ1eyme H UHTOTOKCHHHOCT, aHTHOKCHAaHTHa 3a111HTHa CHCTeMa H JIU11HAHa

nepoKcvmaLIHH, H XHCTonaTOJ101"HLIHHTIPOMeHH.

3anat1HTe ca CBOTBeTHH Ha uexra, peanucTHLIH0 110CTaBeHH H VB11bJTHHMH B paMKHTe Ha

AHCePTa11HOHHH51TPYÄ.



Marrepnann H MeTOAH

MaTepmaJIHTe H MeTOÅVfTe ca nonp06H0 OllHCaHH H HOAXOÅ%IIIO 110A6paHH 3a

peaJIH3upaHe Ha nocTaBeHHTe 3anaqu. AeKJ1apnpaH e IIPOH3XOAbT Ha eKcnePHMeHTaJIHHTe

HCMBOTHH H ca onucaHH cTaymapTHHTeYCJIOBHSI 3a OTFJ1e)KÅaHeTO HM.

EKcnepHMeHTHTe ca HPOBeneHH B JIa60paTopHfl 110 eKcnepHMeHTaJIHa H

(bapMaK0J10ruq Ha Karrenpa „@apyrarconoruq H TOKCHKOJIOFH%" upu MY — FIJIeBeH.

FIpoyt1BaHeT0 e pea-TlH3upaH0 B CbOTBeTCTBme c MOKÅYHap0ÅHHTe CTaHÅaPTH 3a rpmxa H

H3110J13BaHe Ha OllHTHH HCMBOTHH (EBponeücKa AHpeKTMBa 2010/63/EC) H C HaLIHOHaJIHOTO

3aKOHonarreJICTBO, pupemeyme 3a H3r10J13BaHe Ha )KHBOTHH B OllHTH N! 120/18.06.2015 r.

Ha bbJ1rapcycaTa areHLIH51 FIO 6e30nacHOCT Ha xpaHHTe.

V13110J13BaHH ca 061110 206 6eJIH Mb)KKU TIJ1bxa nopona Wistar c Terno 200—250 r,

OTI'J1e'iKÅaHH CTaHÅaPTH3HPaHH YCJIOBHH, KaTO 06eMbT Ha M3BbpmeHaTaeKcnePHMeHTUIHa

pa60Ta e 3HaHHTeneH HajAXBbPJ151 CTaHnaPTHnrre H3HCKBaHHfl 3a 110A06eH nucepTaLIM0HeH

Tpyn, KoeT0 cneABa na ce OT6eJIOKH.

MOÅena Ha aMHOAaPOH-HHÅYUHPaHa 6enonp06Ha TOKCHHHOCT ca TeCTBaHH JIBa

POKHi'vra Ha HHTpaTpaxeaJIH0 IIPHJIO)1CHme Ha aMmonaPOH — eÅHOKPaTHO (6,25 mg/kg, 7,8

mg/ml) H ABYKpaTH0 Ha ,ueH 0 H neH 2 (6,25 mg/kg, 3,125 mg/ml). 060CHOBaHO e H36paH 110-

TPynoeMKH%T ÅBYKpaTeH POKHM, KOMTO ocurypna Bb311POH3BOAHMO YBpe>KÅaHe IIPH 110-

HHCbK JleTaJIHTeT. )KHBOTHHTe ca punpeneneHH B rreT rpynvr: KOHTPOJ1a, aMmonapoH,

awronaPOH + U-74389G (5 mg/kg i.p. TpmcpaTH0),U-74389G caMocrrowreJIH0 H aMHOÅap0H +

IIPeÅHH30JIOH (10 mg/kg i.p.). Ha-TIHHHeT0 Ha rpyna C 1103MTHBeH KOHTPOJT (IIPeÅHH30JIOH) e

CbL11eCTBeHO IIPeÅHMCTBO Ha AH3aäHa. H3CJ1eABaHHflTa ca npoBeneHH Ha 3, 7, 14 H 28 ,aeH,

KoeTO 1103BOJIABa ma ce IlpocneÅH AMHaMHKaTa Ha Bb3naJIHTeneH OTF0Bop H KbCHHTe

(l)H6POTHHHV1 TIPOMeHH.

FIPHJIO)ICH e 111HPOK H 110Ax0Å%1110 110A6paH Ha60p OT KnacmqeCKH H CbBPeMeHHH

MeTOAH, BKJ1}OHBa111H HHTerpaJIHH 110Ka3aTeJIH (erenecHa Maca, TerJIOBeH Koed)HUneHT Ha

6eJIHTe np060Be), UHTOJIOFHHHO H 6HOXMMHHHO Vf3CJ1eABaHe Ha 6p0HxoaJIBe0J1apHa JlaBa)KHa

Tex-IHOCT (06m H AH(bepeHuuaneH 6poii KJ1eTKM, 011BeTflBaHe 110 Wright-Giemsa,

aHaJIH3 Ha aJIBeonapHHTe MaKp0(baru, aKTHBHOCT Ha LDH, KHceJ1a H aJIKaJIHa

(boccl)aTa3a, 06m IIPOTeHH), aHaJIH3 Ha 6eJ10Åp06eH XOMoreHaT 3a aKTHBHOCT Ha cynepoyccvrn

AHcMYTa3a/KaTæua3a/rJIYTaTH0H neporccunua, CbXbP)KaHme Ha MajlOHOB nuaJIÅexMÄ/TIJ1a3MeH

xvmponep0KcHA/L-xunp0Kcunp0JIHH/K0J1areH, KaKTO H wc-ronaTonorMHH0 H3CJ1eÅBaHe Ha

6eJ10AP06HaTbKaH.



TIPHMOÅena Ha KOJIUT ca TeCTBaHH TPH A03H Ha ynueporeHHHfl areHT DNBS — 10, 20

H 30 mg, pa3TBopeHH B 0,25 ml 50% erraHOJ1 H BbBeneHH HHTpapeKTaJIHO. Bb3 OCHOBa Ha

110J1yqeHHTe pe3YJITaTH e H36paHa nogaTa OT 30 mg, KOATO HHÅyunpa Bb3r1POH3BOÅHM KOJIHT

BCHt1KH OllHTHH ',KHBOTHH. )KHBOTHHTe ca pa3npeneJ1eHH B qeTHPH rpynvr TIO 8: KOHTPOJ1a,

DNBS, DNBS + U-74389G (5 mg/kg i.p. 3a 6 H DNBS + (300 mg/kg p.o.

3a 6 AHH). V13110J13BaHH ca KJIHHHIIHH HHÅUKaTOPH 3a aKTHBHOCT Ha 3a60J1%BaHeT0 (TeneCHO

TerJ10, IIPHeM Ha xpaHa H BOÅa, KOHCHCTeHUHH Ha H3npa)KHeHH51Ta, Hanmqne Ha KPbB),

MaKPOCK011CKa oueHKa no Kpvnepmme Ha Antonioli, VIMYHOJIOI'HHHO U3CJ1eÅBaHe Ha

cepyMHHTe HHBa Ha IL-I, IL-6, IL-IO H TNF-u qpe3 ELISA, onpenenme Ha cepyMeH MUIOHOB

H XHCTOJIOFWIHO H3CJ1eÅBaHe. AORTOPaHTbT KPHTHHHO aHaJIH3upa npeÅHMCTBaTa

H orpaHnqeHH%Ta Ha H3110J13BaHHTe MeTOAH H y6eAHTeJIH0apryMeHTupa H360pa HM 3a uenwre

Ha AHCePTaUHATa. CTaTHCTmqeCKH%T aHaJIH3 Ha pe3YJITaTHTe e aneKBaTHO T10Å6paH H onncaH.

HOPMaJIHOCTTaHa pagnpeAeneHH%Ta e npoBepeHa C TeCTOBeTe Ha KOJIMOFOPOB-CMHPHOBH

IIIanupo-YHJIK, H3110J13BaHH ca Student t-TecT ANOVA c post hoc LSD TeCT,

HHBO Ha 3Hat-1HMOCT

Pe3YJITaTH H 06CMKnaHe

PameJ1bT e Haii-06eMHH51T B AHCePTaUHOHHHS1 TPYÅ H JIOI*HLIHO cneÅBa eTa11HTe Ha

pa60THaTa nporpaMa. C06CTBeHHTe pe3YJITaTHTe ca TIJIOÅ Ha neKJ1apmpaHa OT amopa

opurHHaJIHa Hayt1Ho-npHJ10)KHa pa3pa60TKa H 0Tr0Bap%T HarlbJIHO Ha nocmaBeHHTe 3maqu.

AaHHHTe ACHO H TOMHO ca npencrraBeHH B Ta6JIHUH H (l)Hrypn, KaTO 06Cb)KnaHeTO CJ1eÅBa

HenocpeÅcTBeH0 BC51Ka OT rpynvne pe3YJITaTH.

Monena Ha aMnonap0H-HHnyuupaHa 6eJ10Åp06Ha TOKCHHHOCT e YCTaHOBeHO, qe

ABYKpaTHOTO HHTpaTpaxeaJIH0 IIPHJ10)1€eHHe Ha aMHOÅaPOH npeÅH3BHKBa H3Pa3eH paHeH

Bb311aJIHTeJ1eH OTFOBOP CbC 3HaqwreJIHO 110BH111aBaHe Ha TerJIOBHH% Koed)HUneHT Ha 6eJIHTe

np060Be, HPOTeHHOBOTO CbÅbP)KaHHe B 6p0HxoaJIBeonapHaTa naBOKHa TeqHOCT (BAJIT)

387% CIIP%MO KOHTPOJ1aTa Ha 3-THfl neH H 06111H516poä KJ1eTKH, H H3pageH0 HapacTBaHe Ha

nena neBKOUHTH — no 71% Ha 3-TH51 ÅeH. IIPUJIO)KeHneTO Ha U-74389G

penyuupa 3Ha1-1HMO Te3H IIPOMeHH, Karro TIPOTeHHOBOTO cbJÄT,pxcaHueHaiMaJIABa ABYKpaTH0, a

6P0flT Ha ce VIOHH)KaBa AOCTOBePHO Ha 3-TH, 7-MH H 28-MH neH.

Pa3MepbT H Ha a-TIBeonapHHTe IIPOTeKTHpaHUTe)KHBOTHH ca

6JIH3KH no HOPMaJIHHTe,AOKaTO B aMuonaPOHOBaTa rpyna KJ1eTKWre ca enpn, BaKYOJIH3HPaHH,

MI-loroaapeHH H anonTOTHMHM, KOeTO y6enurreJIH0 nomcperrq H3CJ1eÅOBaTeJICKaTa xH110Te3a.



KopeKTH0 ca npenceraBeHH H HeraTMBHHTe pe3YJITaTH OT npoBeneHHTe H3cneABaHH%,

H3pa351Ba11(H ce B OTCbCTBme Ha TIPOTeKTHBeH Ha U-74389G Bbpxy aKTHBHOCrra Ha LDH
H a-llKaJIHaTa (boccl)aTa3a B BAJIT, KOHTO AOKTOPaHTbT 0651CHSIBa C nupeKTHH% UHTOTOKCHHeH

ed)eKT Ha aMH0ÅapoHa, Ilp051BflBa111 ce npeÅH ÅOCTHraHe Ha OTITHMaJIHa 6enonp06Ha

KOHLIeHTPaUH% Ha aMHHOCTepouzxa.

B 6enonp06HH51 XOMoreHaT e Ha6J1}OÅaBaHOTIOTHCKaHe aKTHBHocvra Ha cynep0KcHÅ

nvmcMYTa3aTa H rnyrraTHOH nepoyccmna3aTa cnen TperrmpaHe c aMHOAapoH, KaTO U-74389G

cMeycqaBa rre3H IIPOMeHH. 110 OTH0111eHHe Ha JIH11HÅHaTa nepoyccvmauvl%, Jia3ap0HA%T

AOCTOBePHO HaMaJIABa HMBaTa Ha MUIOHOB ÅHUIÅeXHÅ B 6eJIOÅP06HH51xoMoreHær H

xmnponep0KcHA B VIJIa3Marra Ha 7-HR neH. I-Iai-M3pueHH ca VIPOMeHHTe BBB (l)H6POTHHHHTe

Maplcepvr, KaTO Ha 14-TH H 28-MH neH U-74389G 3HaqHM0 110HH)KaBa CbÅbP>KaHHeTO Ha

XHAPOKCHFIPOJIHH H KOJIareH B cpaBHeHHe C rpynarra caM0 C aMHOÅapoH, KaTO no T03H

110Ka3a•reJ1 ed)eKTbT MY e Cb110CTaBHM C IIPeÅHH30JIOH. BHOXHMHLIHHTenaHHH ca 110TBbP11eHH

XHCTonaTOJIOFHHHO 3HaHHTeJIHO 110-cna60 H3pa3eHa HHTepcrrmqmaJIHa H nepHBa3aJIHa

(l)H6p03a Ha 28-H51 neH.

Ilpu Monena Ha DNBS-HHÅyunpaH KOJIHT e AOKa3aH KOM11J1eKCeH nporreKTHBeH ed)eKT

Ha U-74389G. JIæap0HÅbT 3HaqwreJIHO non06pna KJIHHHr-1HHTe HHÅUKaTOPM 3a aKTHBHOCT Ha

3a60JISIBaHeTO, BKJ1}OLIBaLUH TejieCHO Terno, IIPRM Ha xpaHa u AHapmeH HHAeKC. Ho

OTHOmeHme Ha MaKPOCKor1CKHTe 110Ka3aTeJIH, VIHAeKC HaMaJ151Ba OT B

DNBS rpY'11aTa 1,25±0,25, a 06marra MaKPOCK011CKa oueHKa Ha YBpe)KÅaHe Ha ne6eJ10T0

qepB0 ce 110HH)KaBa OT 5,7±0,74 no HMYHOJIOFHHHHTeU3CJ1eÅBaHH51 norca3BaT

3HaqHMO HarvraJ151BaHe Ha cepyMHHTe HHBa Ha TNF-u, IL-I H IL-6 AOCTOBePHO 110BHLL1aBaHe

Ha rlPOTHBOBb3naJIHTeJIHHH IL-IO. AOKæaTeJICTBO3a aHTHOKcmnaHTHH51 ed)eKT DNBS-

UHAYLIHPaHHH KOJIHT ca cepyMHHTe HHBa Ha MUIOHOB ,uuæuexun, KOHTO, CJ1eÅ TperupaHe C U-

74389G, ce HOPMaJIVi3HPaT AO CTOiiHOCTH, CTaTHCTHqeCKH Hepa3JIHLIHMu OT KOHTPOJIHHTe.

XHCTOJIOIMCIHOTO H3CJ1eÅBaHe 110TBbP)KÅaBa KJIUHUHHHTe H 6HOXHMHHHHTe naHHH, KaTO

ycrraHOB51Ba3HaHHTeJIHO HaMU1eHH MYK03Ha HeKp03a, KPbBOH3JIHB, KJ1eTbt1Ha H

OTOK, C aaHHH 3a qacrrut1H0 Bb3crraHOB51BaHeHa apxvneKT0HHKæra Ha JTHraBuuæra.

B 06Cb)KÅaHeTO AORTOPaHTbT CMIOCTaBS1 C06CTBeHHTe CH pe3YJITaTH C JIaHHH Ha npyrø

aBTOPH, KaTO 3aAbJ160qeH0 H 060CHOBaBa IIPHHHHHTe 3a rlPHJIMKHTe H pa3Jmyuxra. Flo-

cna60 H3pa3eHH51 ed)eKT Ha KOPeKTHO e 0651C1--1eH C He06XOÅHMocrra OT 110-

IIPOAbJ1>KHTeneH OT TIPHJIOHCHH% B nucePTaLIHATa TIPOTOKOJI ga V1351Ba Ha TepaneBTHHHOTO

neiCTBne. MexaHH3MHTe Ha neiicTBme Ha 21-aMHHOCTePOHAHTe, CBbP3aHH C MeM6paHHa

CTa6HJIH3aUH51, ynaB51He Ha nePOKCHJIHH panurcanu, HHXH6upaHe Ha Kacna3a-1, KaKTO H



Murpaumwra m aKTHBHPaHeTO Ela Bb3nanwreJIHHTe KJ1eTKH, ca m06pe 060CHOBaHH B AHCKycvwra

H ca 06BbpgaHa C npeÅcrraBeHHTeeKcnePHMeHTaJIHH nay-IHH.

H3BOAH n 3aKJ11•oqeHne

Bb3 OCHOBa Ha TIOJ1yqeHHTe pe3YJITaTH ca (bopyrynmpaHH 13 H3BOÅa, pa3npeAeneHH B

ABe rpY11H 1107 ga MOÅeJ1a Ha aMH0Aap0H-vmnyunpaHa 6eJ10np06Ha TOKCHHHOCT H 6 3a Monena

Ha DNBS-HHnyunpaH KOJIHT. 143BOAWre ca (bopMYJIHpaHH Ilpe11H3H0, CbOTBeTCTBaT TOHHO Ha

r10CTaBeHHTe 3anaqm, IIPOH3TmqaT OT nonyqeHHTe naHHH 0Tpa351BaT Haii-%111ecTBeHHTe

pe3YJITaTH. 3aKnyoqeHnerro 0606111aBa cr10JIYHJIHB0 pe3YJITa•rwre OT ABaTa erccnePHMeHTaJIHH

Monena H npennara ynaqHa (l)HHUIHa HHTepnpeTa11H%Ha Ha6J110naBaHHTe ed)eKTH.

Hay'LIHH npvmocn

A-p KpbcTeB e (bopMYJ1upaJ1 7 nppmoca, OT KOUTO 4 c OPHFHHU1eH xapaKTep H 3 c

110TBbPAHrreJ1eH H Hayt1Ho-npHJ10',KeH xapaKTep. CHUTaM, qe Te peaJIH0 H aHaJIHTHHHO

0Tpa3%BaT 110CTHEHaTHTe pe3YJITaTH.

Cb111eCTBeHH aBTOPCKH TIPHHOCH C OPHEHHaJ1eH xapaKTep ca CHCTeMaTHt1HOT0

cpaBHeHne Ha ed)HKacHOCTTa Ha U-74389G H npeAHH30JIOH IIPH aMHonaPOH-HHAYLIHPaHa

6eJ10Åp06Ha TOKCHHHOCT IIPH IUIbXOBe, H3CJ1eÅBaHeTO Ha ed)eKTa Ha U-74389G B DNBS-

HHÅYLIHPaH Monen Ha KOJIHT 11J1bXOBe C ÅeMOHCTPHPaH KOM11J1e1CCeH KJIHHHqeH,

MaKPOCK011CKH, HMYHonornqeH, aHTHOKCHÅaHTeH H XHCTOJ10rw-1eH rlPOTeKTHBeH ecl)eKT,

YCTaHOBeHOTO HOPMaJIH3HPaHe Ha cepyMHHTe HHBa Ha MUIOHOB Akia-TIAeXH)1 DNBS-

HHnyuupaH KOJIVIT mon neiäcTBHe Ha U-74389G, KaKTO H AOKYMeHTHPaHeTO Ha 3Hat1UMO

C 110TB%PJ1wreJ1eH H Hayt1Ho-npHJ10)KeH xapaKTep ca npvmocvne, CBbP3aHH c AOKa3Ba1-1e

ynat1HOCTTa 110 OTH0111eHme Ha ed)HKaCHOCT H 6e30nacHOCT Ha H36paHHH Monen C ABYKPaTHO

HHTpaTpaxeaJIH0IIPHJIO)1CHne Ha arvmonap0H H YCTaHOBSIBaHe Ha OTITHMUTHaTaA03a DNBS 30

mg HHTpapeKTaJIH0 3a HHnyuupaHe Ha Bb311POH3BOÅHM KOJIHT IIPH 11J1bXOBe nopona Wistar.

Te3H IIPHHOCHHMaT npmca IipaycrruqecKa CTOiiHOCT 3a 11J1aHHPaHeTO Ha 6bÅe11ÅHnpeÅKJIHHHt1HH

(baPMaKOJIOFHHHH H3cneÅBaHHS1.

Ily6JIHKaunn n Hayqna aKT11BHOCT

BBB BPb3Ka C AHCePTaUHOHHH% rrpyn A-p KpbcTeB e npeACTaBHJ1 3 Hayt1HH

ny6JIHKa1ÅHH, B JIBe OT KOUTO e aBTop. ÅBe CTaTHH ca rry6JIUKYBaHH B Hayt1HH VBAaHH51,

ped)epvrpaHH H HEIAeKcnpaHH B CBeTOBHOH3BeCTHH 6a3H aaHHH C Hayt1Ha (Scopus,

Web of Science), a eÅHa — B H3naHme c Hayt1H0 peueH3npaHe. B mpencTaBeHaTa



aBTOPCKa cnpaBKa, ny6JIHKa1_1HOHHaTa aKTHBHOCT 110 110Ka3aTeJ1 r OT MHHHMaJIHHTe

HaUHOHaJIHH H3HCKBaHHA 3a IIPHA06HBaHeHa OHC AOKTOP"B npo(becH0HaJIH0 HanpaBJ1eHne

7.1. MeÅH11HHa e 45 TOHKH, C KOeTO A-p Kp"bcTeB 110KPHBa H HaÅXBbPJTA HOPMaTHBHO

H3HCKyeMHTe MHHHMYM 30 T. Pe3yxrærwre ca AOKJ1aÅBaHH H Ha VIII I-lauH0HæueH K0Hrpec 110

(bapMaK0J10FHH, KJIHHHHHa (l)apMaK0J10rvrq H Tepar1HA C MOKÅYHaPOÅHO yqacTHe B MY
IIJ1eBeH, 15-17 HOeMBPH 2024 r.

ABTope(bepaT

e H3FOTBeH cb06pa3H0 H3HCKBaHHSITa, nocoqeHH B HOPMaTHBHHTe

AOKYMeHTH Ha MY — 11neBeH. BKmoqeHH ca BCHHKH 3aÅbJ1)1CMTeJIHH pameJIH, KOUTO KOPeKTHO

H B nocTaTbLIHa 11bJIHo•ra o•rpa351Barr cTpyKTypæra, OCHOBHHTe pe3YJITaTH,

U3BOÄHTeu TIPHHOCHTe Ha AHCePTaUHOHHHH -rpyn.

TeKCT%T e 0Ha1"J1eJ1eH C 53 (bmrypm H 9 Ta6JIHUH, CbOTBeTCTBa111H Ha IlpeÅcrraBeHHTe B

AHCePTaUHOHHHfl Tpyn. IIPHJTO)KeH e CllHCbK Ha Hayt1HHTe ny6JIHKaUHH, CBbP3aHH C

AHcepTaunxra.

3aKJ110qerme

AHCePTaUHOHHHSIT Ha A-p FIJIaMeH KpacHMmpoB Ha TeMa Ha U-

74389G B eKcnePHMeHrraJIHH MOAeJIH Ha 6eJ10AP06HaTOKCHHHOCT H KOJIHT TIJ1bXOBe" e

aKTyaJ1eH, C HCHO (l)opMYJ1upaHa uen, KOPeKTHO 110CTaBeHH 3anat1H H 3Hat1HTeneH no 06eM H

KaqecTB0 eKcnepvnaeHTaJ1eH MaTepmaJ1.

Pa3pa60TKaTa CbÅbPKa OPHFHHUIHH Hayt1HH H HayqHO-11PHJIO)KHH FIPHHOCH H

IlpeÅCTaBJ1%Ba JIHHHO neno Ha AOKTOPaHTa. HayKOMeTPHHHHTe 110Ka3aTeJIH CBOTBeTCTBaT Ha

VBHCKBaHH51Ta 3a Ilpmcb)KAaHe Ha OHC „ÅOKTOP", 3aJIO)KeHVf B 3PACPb, IlpaBHJIHHKa 3a

HerOBOTO npHJ1araHe H IlpaBHJIHHKa 3a pa3BHTme Ha aKaneMHt1HHS1 CbCTaB Ha MY — VIJIeBeH.

A-p I-CpbcrreB e OBJ1aÅSIJ1 CbBPeMeHHH MeTOAHKH 3a eKcnepHMeHTaJIHapa60Ta, 110Ka3Ba

3aAbJ160qeHH TeopeTVft1HH 3HaHH% H npo(becH0HaJIHH YMeHH% no HayqHaTa cneuuaJIHOCT

OaPMaKOJ10rH51(BKJI. (l)apMaKOKHHeTHKa H xHMH0Tepar1H51)", YMee Aa pa60TH B eKH11 H

npHTe)1€aBa KaqecTBa 3a caMOCTOHTeJIHO npoBexnaHe Ha Hayt1HH H3CJ1eÅBaHH51.

Bb3 OCHOBa Ha ropewnoxeHOTO, aaBaM KaTer0PHLIH0 FIOJIO>KHTeJIHa oueHKa Ha

AHCePTaUHOHHHH TPYA H UAJIOCTHa•ra Hayt1HOH3CJ1eAOBarreJICKa neiiHocT Ha AOKTOPaHTa H

y6eneH0 npe110pbt-1BaM Ha YB01caeMHTe LIJIeHOBe Ha HayHH0T0 xypu na rnacyBaT

110JIO)KHTeJIHO 3a TIPHCb)KÅaHeT0 Ha 06pa30BarreJIHa H HayriHa cTeneH „AOKTOP"Ha A-p VIJIaMeH



KpaCHMHPOB KpbcTeB B ÅOKTOPCKa nporpawra „ØapMaK0J101"H51 (BKJI. (baPMaKOKHHeTHKa H

XHMHOTepa11H%)", npo(becH0HaJIH0 HanpaBJ1eHue 7.1. MezlHLIMHa, 06J1aCT Ha BHC111e

06pa30BaHue 7. 3npaBeona3BaHe H cnopT.

28. 08. 2026 r.

rp. VIJIeBeH

Vf3rOTBHJ1 peueH3uwra:

/nou. A-p AmaHa FlewumqeBa-ÅyxneHcKa, A.M./
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By Order No. 2381/28.07.2026 ofthe Rector of the Medical University — Pleven, I was

appointed a member of the Scientific Jury in the procedure for the award ofthe educational and

scientific degree "Doctor" to Plamen Krasimirov Krastev, MD. At the first non-attendance

meeting of the Scientific Jury, held on 1 August 2026, I was assigned to prepare a review of the

submitted dissertation.

General presentation of the procedure

All documents and materials submitted electronically comply with the requirements of

the Act on the Development of the Academic Staff in the Republic ofBulgaria (ADASRB), the

Regulations for its implementation, and the Rules for the Development of the Academic Staff

of the Medical University — Pleven (2022). The set of materials is correctly and completely

arranged, which facilitates the tracing of the procedure carried out.

No violations of the procedural requirements have been committed. I have found no

evidence of plagiarism in the dissertation submitted to me for evaluation.
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I hereby declare that I have no conflict of interest with the candidate within the meaning

of the applicable legal framework.

Brief biographical data and professional development

Dr. Plamen Krasimirov Krastev was born on 29 December 1969 in the town of Pleven.

In 1987 he graduated from the "Geo Milev" Mathematics High School — Pleven. He obtained

his master's degree in medicine at the Higher Medical Institute — Pleven in 1995 (Diploma No.

003057/20.11.1995). In 2003 he also obtained a master's degree in finance at the Veliko

Tarnovo University (Diploma series VTU 2003, reg. No. 12718/2003). He holds two medical

specialties — Aviation Medicine (Military Medical Academy — Sofia, 2000) and General

Medicine (Certificate series VMI 2002, No. 0883).

Dr. Krastev began his professional career in the military medical service: he was Head

of the Medical Service ofMilitary Unit 38960 in the village of Telish (October 1996—July

2002); a resident physician at the medical post of the "Hristo Botev" Training Base — Pleven

(July 2002—June 2005); Deputy Head of the medical post ofMilitary Unit 24870 in the village

of Kamenets (June 2005—May 2007); and Deputy Head of the medical post of Military

Formation 52090 in Dolna Mitropolia (June 2007— March 20151.

Following a successful competition, in September 2015 Dr. Krastev was appointed

Assistant Professor at the Department of Pharmacology and Toxicology of the Medical

University — Pleven, where he is currently a lecturer and participates in the practical training of

medical students at the Faculty ofMedicine and of students in the Nursing programme at the

Medical College.

Dr. Krastev has an excellent written and spoken command of English and Russian. In

order to enhance his qualification, he has completed training in "Health Management for

Managers of Healthcare Establishments", as well as the "Captain's Career Course" for the

career development of senior medical personnel in the armed forces of the USA, conducted at

the "Lackland AFB" and "Fort Sam Houston" military bases in San Antonio, Texas (02.2010 —

09.2010). The doctoral candidate possesses very good computer and design skills, which are

also evident in the high-quality graphic presentation of the dissertation.

Relevance of the problem under study

The subject of the dissertation is relevant and timely and concerns two socially

significant groups ofdiseases — interstitial lung diseases with an outcome ofpulmonary fibrosis,

and inflammatory bowel diseases. Both conditions permanently impair quality of life, are

difficult to diagnose and treat, while the available therapy is predominantly pathogenetic, costly
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and associated with a risk of adverse drug reactions upon prolonged administration, which

places a significant emphasis on the need for contemporary scientific research in this direction.

Drug-induced interstitial lung disease is a serious clinical problem with growing

evidence from studies of medicinal products potentially associated with its development,

including monoclonal antibodies, biological products, chemotherapeutic agents, immune

checkpoint inhibitors, antibiotics, antiarrhythmics and other modern therapies.

Amiodarone is among the classic and clinically significant causes ofpulmonary toxicity,

which makes the choice of an amiodarone-induced experimental model in the laboratory

animals studied by the doctoral candidate purposeful and appropriate. Inflammatory bowel

diseases likewise show an increasing incidence, including in low- and middle-income countries,

and at present have no aetiological treatment.

The unifying pathogenetic link in the doctoral candidate's research is oxidative stress

combined with a pro-inflammatory response, in which the 21-aminosteroid U-74389G is

theoretically substantiated as a protective agent. Lazaroids are the subject of intensified

pharmacological research owing to their glucocorticoid-like membrane-stabilising and anti-

inflammatory effects in the absence of glucocorticoid activitywith the adverse effects inherent

to this class of medicinal products. The search for compounds with such a profile is

scientifically sound in contemporary terms and determines the scientific value of the

dissertation.

Structure and volume of the dissertation

The dissertation has a total volume of 153 standard printed pages and is structured in

accordance with the accepted requirements for the award of the educational and scientific

degree "Doctor".

The text is well balanced across the following sections: abbreviations used (5 pp.),

introduction (2 pp.), literature review (49 pp.), aim, objectives, materials and methodological

approaches (1 1 pp.), results of the study and discussion (62 pp.), conclusions (2 pp.), summary

conclusion (1 p.), scientific contributions (1 p.), bibliography (16 pp.) and list of scientific

publications (1 p.).

The dissertation is precisely and informatively illustrated with 53 figures and 9 tables,

which follow the explanations in the text logically and allow a good understanding of the data

presented.

The bibliography comprises 386 literature sources, of which 3 in Cyrillic and 383 in

Latin script, with publications from the last ten years predominating.
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The proportion between the individual sections is well distributed, and the volume of

the candidate's own results and their discussion clearly predominates over the review part.

Literature review

The literature review is in-depth, analytical and consistently constructed. The three parts

of the review present the characteristics of the lazaroid U-74389G and the significant

experimental and clinical aspects ofpulmonary fibrosis and inflammatory bowel diseases.

The first part presents in detail the chemical structure, mechanism of action,

pharmacokinetics and toxicity of the investigated substance U-74389G, as well as its

pharmacological properties and effects in experimental and clinical studies. The historical

development of this class of substances is traced from the first original compound, tirilazad

mesylate (U-74006F). The mechanism of antioxidant action is described comprehensively,

related to the scavenging of lipid peroxyl radicals, inhibition of iron-dependent lipid
peroxidation, incorporation into the lipid bilayer and membrane stabilisation through

interaction between the piperazine nitrogen and the phosphate groups of the membrane lipids.

The comparison with the pharmacological properties ofmethylprednisolone is convincing and

provides theoretical substantiation and support for the research idea concerning the potential

role of U-74389G as an alternative to corticosteroid protection, without the accompanying

glucocorticoid-mediated adverse effects.

The second part examines the aetiology and incidence of idiopathic pulmonary fibrosis,

interstitial lung disease and chronic hypersensitivity pneumonitis. The pathogenesis of

pulmonary fibrosis and the role of reactive oxygen species are analysed. The section on drug-

induced interstitial lung disease and the histopathological pattern of interstitial pneumonia is

precisely developed, with a focus on amiodarone, chemotherapeutic drugs, nitrofurantoin,

antirheumatic drugs, methotrexate and biological agents. Dr. Krastev describes competently

and thoroughly the contemporary experimental models of pulmonary fibrosis, including

humanised models, two-dimensional cell models, Precision-Cut Lung Slices and 3D

bioengineered models.

The third part examines inflammatory bowel diseases (IBD) — ulcerative colitis and

Crohn's disease — with their incidence and prevalence, the role of genetic factors and of the

intestinal microflora, the features of innate and adaptive immunity, as well as the significance

of autophagy and of the redox balance in the intestinal mucosa. The experimental models of

IBD are exhaustively classified, including chemically induced models, the adaptive T-cell
model, genetically engineered models, the IL-IO knockout model, models with spontaneous

mutation (SAMP 1/YitFc colitis) and microbiome-induced models, with the limitations of each

of them also being discussed.
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In the concluding part of the review, the doctoral candidate analytically substantiates

the choice of the two experimental models of chronic inflammation — amiodarone-induced

pulmonary toxicity and DNBS-induced colitis in rats — presenting their clinical significance and

the literature evidence for their possible application in testing the spectrum of action of the

lazaroid U-74389G.

The information presented demonstrates that Dr. Krastev has a very good command of

the literature on the topic, competently analyses the scientific facts, clearly formulates research

questions and builds his own authorial position on the need for further studies in a well-argued

manner.

Aim and objectives

The aim ofthe dissertation is formulated clearly and precisely — to investigate the effects

of the lazaroid U-74389G in experimental models of pulmonary toxicity and inflammatory

bowel diseases.

To achieve this aim, 8 objectives have been set, distributed in two groups of four

objectives for each of the models used. The approach to their formulation is methodologically

sound, involving the selection of an appropriate and reproducible experimental model and the

consistent investigation of the effects of U-74389G on informative markers of inflammation

and cytotoxicity, on the antioxidant defence system and lipid peroxidation, and on

histopathological changes.

The objectives correspond to the aim, are realistically set and feasible within the

framework ofthe dissertation.

Materials and methods

The materials and methods are described in detail and are appropriately selected for the

implementation of the objectives set. The origin of the experimental animals is declared and the

standard conditions for their housing are described.

The experiments were carried out in the Laboratory of Experimental Physiology and

Pharmacology at the Department of Pharmacology and Toxicology of the Medical University

— Pleven. The study was conducted in accordance with the international standards for the care

and use of laboratory animals (European Directive 2010/63/EU) and with national legislation,

under Permit for the use of animals in experiments No. 120/18.06.2015 of the Bulgarian Food

Safety Agency.

Two hundred and six white male Wistar rats weighing 200—250 g were used, housed

under standardised conditions; the volume ofexperimental work performed is considerable and

exceeds the standard requirements for a dissertation of this kind, which should be noted.
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In the model of amiodarone-induced pulmonary toxicity, two regimens of intratracheal

administration of amiodarone were tested — a single administration (6.25 mg/kg, 7.8 mg/ml)

and a two-dose administration on day 0 and day 2 (6.25 mg/kg, 3.125 mg/ml). The more

laborious two-dose regimen, which ensures reproducible injury with lower lethality, was

selected on well-founded grounds. The animals were allocated to five groups: control,

amiodarone, amiodarone + U-74389G (5 mg/kg i.p., three times), U-74389G alone, and

amiodarone + prednisolone (10 mg/kg i.p.). The presence of a positive control group

(prednisolone) is a substantial advantage of the design. The examinations were carried out on

days 3, 7, 14 and 28, which makes it possible to follow the dynamics of the inflammatory

response and the late fibrotic changes.

A broad and appropriately selected set of classical and contemporary methods was

applied, including integral indicators (body weight, lung weight coefficient), cytological and

biochemical examination of bronchoalveolar lavage fluid (total and differential cell count,

Wright-Giemsa staining, morphological analysis of alveolar macrophages, activity of LDH,

acid and alkaline phosphatase, total protein), analysis of lung homogenate for the activity of

superoxide dismutase/catalase/glutathione peroxidase, content of malondialdehyde/plasma

hydroperoxide/L-hydroxyproline/collagen, as well as histopathological examination of lung

tissue.

In the colitis model, three doses of the ulcerogenic agent DNBS were tested — IO, 20

and 30 mg, dissolved in 0.25 ml of 50% ethanol and administered intrarectally. Based on the

results obtained, the dose of 30 mg was selected, which induces reproducible colitis in all

experimental animals. The animals were allocated to four groups of 8: control, DNBS, DNBS

+ U-74389G (5 mg/kg i.p. for 6 days) and DNBS + sulfasalazine (300 mg/kg p.o. for 6 days).

Clinical indicators of disease activity were used (body weight, food and water intake, stool

consistency, presence of blood), macroscopic assessment according to the criteria ofAntonioli,

immunological examination of the serum levels of IL-I, IL-6, IL-IO and TNF-u by ELISA,

determination ofserum malondialdehyde, and histological examination. The doctoral candidate

critically analyses the advantages and limitations of the methods used and convincingly

substantiates their selection for the purposes of the dissertation. The statistical analysis of the

results is adequately chosen and described. The normality of the distributions was verified with

the Kolmogorov-Smirnov and Shapiro-Wilk tests; Student's t-test and one-way ANOVA with

a post hoc LSD test were used, at a significance level of p<0.05.

Results and discussion
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This section is the most extensive in the dissertation and logically follows the stages of

the work programme. The candidate's own results are the product of an original scientific and

applied study declared by the author and fully correspond to the objectives set. The data are

presented clearly and accurately in tables and figures, with the discussion following

immediately after each group of results.

In the model ofamiodarone-induced pulmonary toxicity, it was established that the two-

dose intratracheal administration of amiodarone provokes a pronounced early inflammatory

response with a significant increase in the lung weight coefficient, in the protein content of the

bronchoalveolar lavage fluid (BALF) — 387% relative to the control on day 3 — and in the total

cell count, together with a marked increase in the proportion ofpolymorphonuclear leukocytes,

reaching 71% on day 3. The administration ofU-74389G significantly reduces these changes:

the protein content decreases twofold, and the number of polymorphonuclear leukocytes is

significantly lower on days 3, 7 and 28. The size and morphology of the alveolar macrophages

in the protected animals are close to normal, whereas in the amiodarone group the cells are

large, vacuolated, multinucleated and apoptotic, which convincingly supports the research

hypothesis.

The negative results of the studies performed are also correctly presented, consisting in

the absence ofa protective effect ofU-74389G on the activity ofLDH and alkaline phosphatase

in BALF, which the doctoral candidate explains by the direct cytotoxic effect of amiodarone,

manifested before an optimal pulmonary concentration of the aminosteroid is reached.

In the lung homogenate, suppression of the activity of superoxide dismutase and

glutathione peroxidase was observed after treatment with amiodarone, with U-74389G

mitigating these changes. Regarding lipid peroxidation, the lazaroid significantly reduces the

levels of malondialdehyde in the lung homogenate and of hydroperoxide in the plasma on day

7. The changes in the fibrotic markers are most pronounced: on days 14 and 28, U-74389G

significantly lowers the content ofhydroxyproline and collagen compared with the amiodarone-

only group, its effect on this indicator being comparable to that of prednisolone. The

biochemical data are confirmed histopathologically by a markedly less pronounced interstitial

and perivascular fibrosis on day 28.

In the model of DNBS-induced colitis, a complex protective effect of U-74389G has

been demonstrated. The lazaroid significantly improves the clinical indicators of disease

activity, including body weight, food intake and diarrhoea index. Regarding the macroscopic

indicators, the ulceration index decreases from 3.87±0.61 in the DNBS group to 1.25±0.25, and

the overall macroscopic score of colonic damage falls from 5.7±0.74 to 1.625±0.41. The

immunological examinations show a significant reduction in the serum levels of TNF-u, IL-I
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and IL-6 and a significant increase in the anti-inflammatory IL-10. Evidence of the antioxidant

effect in DNBS-induced colitis is provided by the serum levels of malondialdehyde, which,
after treatment with U-74389G, are normalised to values statistically indistinguishable from

those of the controls. The histological examination confirms the clinical and biochemical data,

establishing significantly reduced mucosal necrosis, haemorrhage, cellular infiltration and

oedema, with evidence ofpartial restoration of the architecture of the mucosa.

In the discussion, the doctoral candidate compares his own results with data from other

authors, thoroughly seeking and substantiating the reasons for the similarities and differences.
The less pronounced effect of sulfasalazine is correctly explained by the need for a protocol

longer than the one applied in the dissertation for its therapeutic action to become manifest. The

mechanisms of action of the 21 -aminosteroids, related to membrane stabilisation, scavenging
of peroxyl radicals, inhibition of caspase-I, as well as of the migration and activation of

inflammatory cells, are well substantiated in the discussion and are linked to the experimental

data presented.

Conclusions and summary conclusion

Based on the results obtained, 13 conclusions have been formulated, distributed in two

groups — 7 for the model of amiodarone-induced pulmonary toxicity and 6 for the model of

DNBS-induced colitis. The conclusions are precisely formulated, correspond exactly to the

objectives set, derive from the data obtained and reflect the most essential results. The summary
conclusion successfully synthesises the results of the two experimental models and offers an

apt final interpretation of the effects observed.

Scientific contributions

Dr. Krastev has formulated 7 contributions, ofwhich 4 are of an original nature and 3

ofa confirmatory and applied scientific nature. I consider that they realistically and analytically

reflect the results achieved.

Essential authorial contributions of an original nature are the systematic comparison of

the efficacy ofU-74389G and prednisolone in amiodarone-induced pulmonary toxicity in rats;
the investigation of the effect ofU-74389G in a DNBS-induced model of colitis in rats, with a

demonstrated complex clinical, macroscopic, immunological, antioxidant and histological
protective effect; the established normalisation of the serum levels of malondialdehyde in

DNBS-induced colitis under the action of U-74389G; as well as the documented significant

suppression of the pro-inflammatory cytokines TNF-u, IL-lß and IL-6 and the increase in IL-

10.
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Of a confirmatory and applied scientific nature are the contributions related to

demonstrating the appropriateness, in terms of efficacy and safety, of the selected model with

two-dose intratracheal administration of amiodarone, and to establishing the optimal dose of

30 mg intrarectally — for inducing reproducible colitis in Wistar rats. TheseDNBS

contributions have direct practical value for the planning of future preclinical pharmacological

studies.

Publications and scientific activity

In connection with the dissertation, Dr. Krastev has submitted 3 scientific publications,

in two of which he is the first author. Two of the articles have been published in scientific

journals referenced and indexed in world-renowned databases of scientific information

(Scopus, Web of Science), and one in a non-referenced journal with scientific peer review.

According to the author's reference submitted, the publication activity under indicator G of the

minimum national requirements for the award of the educational and scientific degree "Doctor"

in professional field 7.1. Medicine amounts to 45 points, whereby Dr. Krastev meets and

exceeds the statutorily required minimum of 30 points. The results have also been reported at

the VIII National Congress of Pharmacology, Clinical Pharmacology and Therapeutics with

international participation, Medical University — Pleven, 15—17 November 2024.

Author's abstract

The author's abstract has been prepared in accordance with the requirements set out in

the normative documents of the Medical University — Pleven. All mandatory sections have been

included, which correctly and with sufficient completeness reflect the structure, content, main

results, conclusions and contributions of the dissenation.

The text is illustrated with 53 figures and 9 tables corresponding to those presented in

the dissertation. A list of the scientific publications related to the dissertation is appended.

Conclusion

The dissertation of Dr. Plamen Krasimirov Krastev on the topic "Effects ofU-74389G

in experimental models of pulmonary toxicity and colitis in rats" relevant, with a clearly

formulated aim, conectly set objectives and experimental material that is considerable in both

volume and quality.

The work contains original scientific and applied scientific contributions and constitutes

the personal work of the doctoral candidate. The scientometric indicators correspond to the

requirements for the award of the educational and scientific degree "Doctor" laid down in the
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ADASRB, the Regulations for its implementation and the Rules for the Development of the

Academic Staff of the Medical University — Pleven.

Dr. Krastev has mastered contemporary methods of experimental work, demonstrates
in-depth theoretical knowledge and professional skills in the scientific specialty "Pharmacology
(incl. Pharmacokinetics and Chemotherapy)", is able to work in a team and possesses the

qualities required for the independent conduct of scientific research.

On the basis of the above, I give a categorically positive assessment of the dissertation
and of the overall research activity of the doctoral candidate, and I confidently recommend to

the esteemed members of the Scientific Jury to vote in favour of awarding the educational and

scientific degree "Doctor" to Dr. Plamen Krasimirov Krastev in the doctoral programme
"Pharmacology (incl. Pharmacokinetics and Chemotherapy)", professional field 7.1. Medicine,

field ofhigher education 7. Health Care and Sports.

28.08.2026

Pleven

Reviewer:
/Assoc. Prof. Diana Pendicheva-Duhlenska,MD, PhD/
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