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TeMa: , EdyeKtnu na U-74389G 6 ewnepu.uenmwmu Nt00enu ua 6eJ10öp06na nunccuquocm u

R0J1um npu nn,xoge
'

Hayt1HH PbKOBOAHTeJIW. npod). A-p rann I-IBeTaH0BaCTaBpeBa-MapHH0Ba,A.M.

aou. n-p BH0J1eTa PåomaH0BaÅaHqeBa, A.M.

1. 061110 npencrraBf1He Ha npouenyparra n AORTOPa1-1Ta

CGC 3a110BeÅ Ng 2381/28.07.2026 r. Ha PeKTopaHa MeÅHUVIHCKU YHHBepcHTeT — IlJ1eBeH CbM

onpeneJ1eHa 3a HJ1eH Ha HayqH0T0 no npouenypa•ra 3a IIPHCb)KnaHe Ha 06pa30BaTeJIHaTaH

Hayt1HaTa cTeneH „AOKrop" Ha A-p IIJ1aMeH KpacHMH1)0B ICl)bcrreB 110 npo(becH0HaJIH0

HanpaBJ1eHHe 7.1. MeAHIÅHHa, AOKTOPCKa nporpaMa „(ba1)MaKo.nornq (d)aPMaKOKHHeTHKa n

xHMH0Tepannq)".

IlpouenypaTa 110 OTKPHBaHe H npoBe)KJ1aHe Ha 3a111HTaTa e opraHH3HpaHa B CbOTBeTCTBHe C

H3HCKBaHHWra Ha 3aKOHa 3a pa3BwrqeT0 Ha mcaneMHt1HHH CbCTaB B Peny6JIHKa bbJ1rapuq,

TIpaBHJIHHKa 3a HerOBOTO npHJ1araHe H BBTpe111HHTe HOPMaTHBHH aKTOBe Ha MenHUHHCKH
YHHBepcHTeT — IlJ1eBeH. IlpeACTaBeHHflT KOM11J1eKT AOKYMeHTH e 11bJ1eH H 0TroBapq Ha

HOPMaTHBHHTe H3HCKBaHH% 3a nonycKaHe no rry6JIHHHa 3a1ÅHTa. ÅeKnapupaM, ge H%MaM 06111H

Hayt1HH TpYÅ0Be C AOKTOPaHTa H He ca HaJIHL.te 06CTowreJICTBa, nopa)Kna1.1.1H Ha HHTepecH
BBB BPb3Ka c HacT051Lua-ra npouenypa.

KpaTKH 6norpad)H'1HH Aar-II-IH

A-p IlaaMeH KpacHMH1)0B KpT,cereB e poneH Ha 29.12.1969 r. B rp. IIJ1eBeH. CpeÅHOT0 CH
06pa30BaHne 3aBbp111Ba B MaTeMarruqecKa „reoMHJ1eB" — rp. IlJ1eBeH. Elpe3 1995 r.
IIPHÄ06HBa CTeneH „MarHCTbp" no ClienmaJIHOCT „MeÅHLIHHa"
BBB BHCLII MeÅHUHHCKH UHCTHTYT — IlJ1eBeH. B nepH0Åa 1996—2000 r. IIPHÅ06HBacneuuaJIHOCT
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,ABuaUUOHHa MeAHLIHHa" BBB BoeHHOMeAHUHHCKa aKaneMH51 — Cod)Hfl, a B nepnona 2000—2004 r.
cneqnaJIHOCT „0611xa MeÄHUHHa" BBB Buclil MeAHUHHCKH HHCTHTYT — IIJ1eBeH. Ilpe3 2003 r.

IIPHA06HBaH CTeneH „Marucnp" no cneuuaJIHOCT „ØUHaHCH"
BBB Bej1HKOTbPHOBCKH Y'HHBepcvneT „CB. CB. KHPHJIH MeT0ÅHii".

IIPOd)eCHOHaJIHHHT MY 3a110HBa BBB BOeHHaTa MeÅHUHHa. B nepuona 1996—2015 r.
nocneÅOBaTeJIHO 3aeMa ÅJ1b)KHOCTHTe Haya-TIHHK Ha MeÅHUHHCKa cJIY)K6a, neKap-opÅHHaTop H

gaMeCTHHK-HaqaJIHHK I-la MeÅHUHHCKUITYHKT B pa3JIWIHH BOeHHH OT 2015 r. pa60TH
B MeÅHUHHCKH YHHBepcmrreT FIJIeBeH, KbÅeTO pa3BHBa npenomaBarreJ1c1€a H

Hayt1HOU3cneAOBaTeJICKa neÜHOCT B 06J1acrra Ha (baprvraK0J10ruma u TOKCHKOJ10rwrra.
Ilpe3 2021 r. e 3aHHCJ1eH KaTO AOKTOPaHT Ha caMOCT051TeJIHa nonroTOBKa no AOKTOPCKa

nporpaMa „ØapMaK0J101'H51 (BKJI. (bapMaKOKMHeTHKa H xHMH0Tepa11HH)" C I-rayt-1HH PbKOBonn•reJIH-
npocb. A-p r a-Fl* I_lBeTaHOBa CTnpeBa-MapHH0Ba, A.M. H ÅOII. A-p BuoneTa MopnaH0Ba AaHqeBa,

A.M. B paMKHTe Ha A0KTopaHTypæra pa3pa60TBa AHcePTa11HOHeH erpyn Ha TeMa Ha U-
74389G B ey•ccnepHMeHTaJIHH MOAeJIH Ha 6enonp06Ha TOKCHHHOCT H KOJIUT 11J1bXOBe".

BBB BPb3Ka C AHCePTaUHOHHVfH AOKTOPaHT'bTnpeÅcTaB51 Hayt1HH ny6JIHKaUUH, yqacTH%
B Hayt1HH (bopyMH u cnpaBKa 3a H311bJIHeHue Ha MHHHMaJIHHTe HauHOHaJIHH H3UCKBaHH%.
IlpencrraBeHHTe AOKYMeHTH 110Ka3Bær,qe ca H3T1bJIHeHVi Vi3V•1CKBaHUSITaHa 3aKOHa 3a pa3BHTueT0 Ha
arqaaeMHt1HHA CBCTaB B Peny6JIHKa bbJ1rapH51 H IlpaBWIHHKa 3a HeroBOTO npmaraHe 3a nonycKaHe

no ny6JIHHHa 3aL11HTa Ha AHCePTaLIHOHeH 3a TIPHA06HBaHeHa 06pa30BaTeJIHaTa H Hayt1HaTa
cTer1eH „ÅOKTOP".

2. AKTyaJIHocT Ha ereMaTHKarra

TeMaTa Ha AHCePTaUHOHHH% e aKTyaJIHa H e 110CBeTeHa Ha 3Hat1HM np06J1eM B 06nacrra
Ha eKcnepHMeHrraJIHaTa H TOKCHKOJIOFH%. Bb11peKH 3Hat1HTeJIHHA HanpeÄbK B

H3%CHflBaHeTO Ha rraToreHeTw-1HHTe MexaHH3MH Ha JleycaPCTBeHO MHAyuupaHaTa 6eJ10Åp06Ha

TOKCHMHOCT H Bb3naJIHTeJIHHTe 3a60J1na1--1H51 Ha qepBaTa, Bb3MO)KHOCTHTe 3a ecbeKTHBHa
(baprvlarconorwma IIPOTeKUHH OCTaBaT orpaHnqeHH. TOBa onpeÅeJIA He06XOÅHMOCTTa OT

eKcnePHMeHTaJIH0 npoyHBaHe Ha HOBH CbeÅHHeHV151 C TIOTeHunæneH TIPOTeKTHBeHed)eKT.

CbBPeMeHHHTe J&HHH r10Ka3BaT, qe ORCHAaTHBHHflT cTpec, 06pa3YBaHeT0 Ha peaKTHBHH

KHCJIOPOÄHH BHÅOBe, Jlur1VIÄHaTa nepoKcuna11HH H I-lapymeymma B KJ1eTbt1HaTa XOMeocTa3a HMaT

CbLUeCTBeHO yqacrrue B pa3BHTneTO Ha TBKaHHOTO YBpexnaHe. IlopaAH TOBa H3CJ1eÅBaHeTO Ha

Bemecna C aHTHOKcunaHTHO u MeM6paH011POTeKTHBHO neiicTBue npencTaBJ11Ba 3HaqurreJ1eH

MHTepec KaKTO OT eKcnepHMeHTaJIHa,TaKa OT TepaneBTHLIHa rneAHa TOI-1Ka.

B T03H KOHTeKCT H360PbTHa TeMæra e Hayt1H0 060CHOBaH. V13CJ1eÅBaHeTOHa ed)eKTHTe Ha
aMMHOCTepovma U-74389G B eKC11ePHMeHTaJIHH MOAeJIH Ha aMH0Aap0H-HHnyuupaHa 6enonp06Ha

TOKCHHHOCT H eKcnePHMeHTU1eH KOJIHT CbOTBeTCTBa Ha CbBPeMeHHHTe HanpaBJ1eHH% B

eyccnepHMeHTaJIHaTa (bapMaK0J10rHfl TOKCHKOJIOFHH. IlonyqeHHTe pe3YJITaTH pummpnaT
1103HaHHWra 3a (bapMaKOJ10rHHHHTe ecbeKTHHa H3cneABaHOTO CbeAHHeHHe H HeroBHfl nomeHuuaJ1 3a

orpaHuqaBaHe Ha OKCUnaTHBHOTO H Bb3naJIHTeJIHOTO YBpexnaHe.

3. 1103HaBa1-1e Ha np06J1eMa

AOKTOPaHT'bTneM0Hcrrpupa MHoro A06po 1103HaBaHe Ha Hayt-1Harra IIP06neMaTHKa, cm,p3aHa c

MexaHH3MHTe Ha OKCHÅaTHBHHA cTpec, JIHTIHÅHaTa nepoKcuna11HH THXHaTa POJI% B rræroreHe3aTa

Ha nercaPCTBeHO MHAyuupaHaTa 6enomp06Ha TOKCHHHOCT H Bb3naJIHTeJIHHTe 3a60J151BaHH51 Ha

qepBaTa. JIHTepaTYPHHAT 0630P e cerpYKTypupaH JIOFW-IHO H rlOCJ1eÅOBaTeJIHO, KaTO npewraB51
CbBPeMeHHHTe 1103HaHH% 3a naToreHeTHHHHTe MexaHH3MH Ha aMHonaPOH-HHAYLIHPaHaTa
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6eJ10Ap06Ha TOKCHHHOCT, Bb311aJIHTeJIHHTe npouecu IIPH eKcnePHMeHTaJIHHH KOJIHT u

BB3MO)KHOCTHTe 3a THXHOTO (bapMaK0JmorHt1H0 110BJIHABaHe ype3 aHTHOKCVfÅaHTHH VI

MeM6paH011POTeKTHBHHcpeÅcna.
JIHTeparrypHaTa cnpaBKa BKJu01-1Ba 386 JIHTepaTypHH H3TOt1HHKa, l-cæro npe06naAaBaT

ny6JIHKa1-1HH OT 110CJ1eÅHHTe ABe neceTHJ1emq. M3110J13BaHH ca OPHI"HHUIHH Hayt1HH CTaTHH,

0630PHH ny6JIHKa11HH H (l)YHnaMeHTaJIHH "IVYÄ0Be, KOUTO 0Tpa3%BaT CBBpeMeHHOTO CbCTO%Hne Ha

1103HaHHATa B 06nacrra Ha eKcnePHMeHTUIHaTa d)aprqarconornq, TOKCHKOJ10rmwra u

Ha OKCHÅaTHBHOTO YBpe)KÅaHe. 110Å60PbTHa JIHTepaTYPHHTe VBTOHHHUH e

aneKBaTeH Ha nocTaBeHaTa ueJ1 m ocurypna Hane)KÅHa TeopeTHLIHa OCHOBa 3a npoBeÅeH0T0

H3CJ1eABaHe.

CJ1eÅBa na ce 0T6ene)KH, ye JIHTepærypHH%T 0630PHe ce orpaHmqaBa no npencTaB51He Ha

ny6JIMKYBaHHTe naHHH, a meM0HcTpmpa yrvmem•rerroHa aBTopa na rn aHaJIH3upa KPHTHLIHO H na ru

MHTepnpeTmpaB KOHTeKCTa Ha rrocTaBeHaTa Hayt1Ha 3amaqa. Pa3rJ1eÅaHH ca OCHOBHHTe MexaHH3MH

Ha cTpec, JIHflHAHæra nepoKcvmauuq, Bb3naJIHTeJIHHH 0Tr0BOP u (bapMaKonorH11HHTe
ed)eKTH Ha aHTHOKCHÅaHTHHTe cpencna, KaTO e OCb111ecTBeHa Jlormrma BPb3Ka

cmqeCTBYBa1_UHTe Hay-IHH nal--1HH H ueJIHTe Ha nucePTa11HOH}-mq Tpyu.
JIHTepaTypHHAT 0630P cb3ÅaBa He06XOÅHMaTa •reopeTMt1Ha OCHOBa 3a TIPaBMJIHOTO

(bopMYJ1upaHe Ha nema 3amaqurre Ha AHcePTa11HOHHM51 TPYÅ H nonr10Mara HHTepnpeTaLIMATaHa

nonyqeHHTe pe3YJITaTH. TOBa r10Ka3Ba A06pa opueHTauHA Ha AOKTOPaHTa B CbBpeMeHHOTO

CbCTO%HHe Ha pa3rnexnaHH%HayqeH np06J1eM H CllOC06HOCT 3a KpqrrnqeH aHaJIH3 Ha JIHTepaTypHHTe

naHHH.

4. MeeroAHKa Ha H3CJ1eABaHeT0

V136paHaTa MeTOÅOJIOPHA e cb06pa3eHa c IlocTaBeHaTa ueJ1 u 3amaH1åTe Ha AHCePTaUVfOHHH51

Tpyn. 3a TAXHOTO H31TbJIHeHHe aBTOPbT e IIPHJIO)KHJI KOM11J1eKCeH eKcnepHMeHTaneH 110ÄXOÅ,

BKJIIOLIBUU YTBbPÅeHH MOAeJIH Ha aMnonap0H-HHAyuupaHa 6enonp06Ha TOKCHHHOCT H

eKcnepHMeHTæueH KOJIHT na60pæropHH TIJ1bXOBe, KaKTO H XHCTOJIOI'MHHH, 6HOXHMMt1HH H

CTaTHCTHqeCKH MeTOAH.
EKC11ePHMeHTaJIHH%TAH3aiiH e JIOrHLIHO cTpYKTypupaH H 1103BOJMBa 06eKTHBHO npocnenna}le

Ha (bapMaKOJ10rHt1HHTe ed)eKTH Ha U-74389G B ÅBaTa eKcnePHMeHTaJIHH Momena. HOA60PbT Ha
VBCJ1eÅBaHMTe 110KuaTeJIH e cb06pa3eH C TIOCTaBeHHTe UeJIH H ocnrypABa U%JIOCTHa xapmc-repucTHKa

Ha CTeneHTa Ha TbKaHHOTO YBpe)KJtaHe H IIPOTeKTHBHOTO neücTBme Ha H3cneÅBaHOTO cbeAHHeHue.

Vi3110J13BaHHTe Jia60paTopHH MeTOAH ca OilHCaHH AOCTaTbLIHO 110ÅP06HO, KOeTO 1103BOJIABa

Bb311POH3BOAHMOCT Ha H3cneÅBaHeTO.

TIPHJ10xeHHTeCTaTHCTHqeCKH MeTOÅH ca aneKBaTHH Ha xapaKTepa Ha H3CJ1eABaHeTO H

CBOTBeTCTBaT Ha eKcnePHMeHTaJIHH% nu3aiiH. Te ocuryp}1BaT Hane)KÅHa 06pa60TKa u

HHTepnpeTa11H51Ha nonyqeHHTe naHHH H 110ÅKper1%T 060CHOBaHOCTTa Ha HanpaBeHHTe H3BOÅH.

CqwraM, He TIPHJ10'ÆCHaTa MeTOÅOJ10rVIA e CbBPeMeHHa, Hayt1H0 060CHOBaHa H HallbJTHO

nonx0Å%111a 3a Vf3T1bJIHeHHe Ha nocTaBeHaTa Hayt-1Ha ganaqa. I,å3110J13BaHUHT MeTOÅUqey-1 noncom

ocmrypna He06XOÅHMHTe npeanocTaBKH 3a nonyqaBaHe Ha AOCTOBePHH pe3YJITarru TAXHaTa

KOPeKTHa HHTepnpeTa11HA.
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5. XapaKrepncTHKa H oue1--1Ka Ha mncePTaUHOHHHH Tpyu H npHHOCHTe

AHCePTaUHOHHHHT •rpyn e pa3pa60TeH B CbOTBeTCTBHe C YTBbPÅeHHTe H3HCKBaHH51 3a
npun06HBaHe Ha 06pa30BaTeJIHaTa Hayt1HaTa cTeneH „ÅOKTOP". e nocneAOBaTeJIHO,

KaTO OTAeJIHHTe pagneJIH ca n06pe 6aJ1aHcmpaHH ocurypnaT JloruqeH npexon OT JIHTepaTYPHH%
0630P KbM eKcnepMMeHTaJIHaTa qacT, npencTaB%HeT0 Ha pe3YJITaTHTe, T%XHOTO H

HampaBeHHTe U3BOÅH. Pe3YJITaTHTeca OHarJ1eAeHH C 6poii Ta6JIHUH H (burypu, KOHTO

yneCHflBaT THXHOTO Bb3npueMay-1e H aHUIH3.

110CTaBe1--1aTa gen H TIPOH3THqaLUHTe OT Hesl 3amaHH ca *CHO (boprvrynmpaHH m ycne111H0

peaJIH3npaHH. Pe3YJITaTHTe ca npencTaBeHH CUCTeMaTHHHO H ca rlOAJIO)KeHH Ha 3aÅbJ160qeH0

06Cb)KÅaHe. AHCKYCHHTa 110KUBa m06pa opueHrra11H% B CbBpeMeHHaTa Hayt1Ha nwreparrypa H YiMeHue
3a KPHTnqeH aHaJIH3 Ha C06CTBeHHTe pegymaTH qpe3 CMIOCTaBRHeTO HM C ny6JIHKYBaHHTe no
MOMeHTa AaHHH. HanpaBeHHTe VBBOAU ca JIOI*HHHO 060CHOBaHH H IIPOH3TnqaT HenocpencTBeH0 OT

nonyqeHHTe eKcnePHMeHTaJIHH pe3YJITaTH.
OOPMYjmpaHHTe Hayt1HH IIPHHOCH ca pe3YJITaT OT caMOCT051TeJIHa HayHHOH3cneAOBaTeJICKa

pa60Ta u 0Tpa351Barr r10CTurHaTHTe pe3YJrraTH. FIpmerv1aM oueHKaTa Ha aBTopa, ye Te HMarr KaKTO

Hayt1H0TeopeTHHeH, TaKa u npqnoxey-l xapaKTep. OCHOBeH IIPHHOC Ha AHCePTaUHOHHH% TPYÅ e

eKcnePHMeHTUIHOTO AOKUBaHe Ha IIPOTeKTHBHHTe ecbeKTHHa aMHHOCTePOHna U-74389G
MOÅeJIH Ha arviHonap0H-MHnyuupaHa6eJ10Åp06Ha TOKCHHHOCT H eKcnepHMeHTa-neH KOJIHT, KaKTO H

oueHKarra Ha HeroBaTa ed)eKTUBHOCT B cpaBHeHue C YTBbPÅeHH IIPOTHBOBb3naJIHTeJIHH cpencTBa.
FIOJ1yqeHHTe xxaHHH pa3mup51BaT r103HaHHwra 3a (bapMaK0J10FHHHHTe ed)eKTH Ha H3cneÅBaHOTO
CbeÅHHeyme H HerOBHH 110TeHLUåaJ1 KaTO cpeÅCTB0 3a orpaHHqaBaHe Ha ORCHAaTHBHOTO H

Bb3naJIHTeJIHOTO YBpexnaHe.

TIPHei'vfaM(bOPMYJIHPaHHTeOT aBTopa HayHHH TIPHHOCH. Te ca aprYMeHTupaHH, TIPOH3TmqaT
JIOFHLIHO OT pe3YJITaTHTe Ha IIPOBeneHOT0 H3cneABaHe u nonpvmacm 3a 060raTABaHe Ha HayHHHTe
1103HaHH51 B 06J1aCTTa Ha eKcnePHlMeHTaJIHama (bapMaK0J10rH51 H TOKCHKOJIOrHA. CtlMTaM, I-le

AHCePTaUHOHHHATTPYÅ IlpeÅcTaBJ1*Ba3aBbP111eH0 HayqH0 H3CJ1eABaHe H 0Tr0Bap% Ha H3HCKBaHHwra

3a TIPHA06HBaHeHa 06pa30BaTeJIHaTaH Hayt-1HaTacTe11eH „ÅOKTOP".

6. Hayt1HH ny6JIHKaunn n JIW-1eH npnnoc Ha AOKTopaHTa

Pe3YJITaTHTeOT AHCePTaLIHOHHH% ca ny6JIHKYBaHH B TPH Hayt1HH ny6JIHKa11HH, JIBe OT
KOUTO ca B Hayt1HH CllHCaHHH, VIHAeKCHPaHH B MOKÅYHaPOAHH 6a3H AaHHH, a exwa — B C60PHMKOT
HayqeH K0Hrpec. Ily6JIHKaUHHTe 0Tpa3%BaT OCHOBHHTe Hayt1HH pe3YJITaTH H ca AOCTaTbHHH FIO 06eM

H KaqeCTBO 3a IIPHA06HBaHeHa 06pa30BaTeJIHaTaH Hayt1HaTa CTeneH „AOKTOP".
AOKTOPaHTbT e npeACTaBHJ1 pe3yxrarrurre OT CBOHTe H3CJ1eÅBaHH51 Ha Hayt1HH (bopyMH B

cTpaHaTa H qy,K6HHa H e yqacTBaJ1 aKTHBHO B HayHHOH3CJ1eÅOBaTeJICKH pupa60TKH B 06nacrra Ha
eKcnepHMeHTaJIHaTa (baprvmaK0J10rH51 KOeTO CBHaeTeJICTBa 3a HeroBaTa

nocneAOBaTeJIHaHayt1HOM3CJ1eAOBaTeJICKameiiHOCT.
Cr1paBKaTa 3a H311bJIHeHne Ha MHHHMaJIHHTe HaLIHOHaJIHH H3HCKBaHHH ymocT0Bepna, ye

AOKTOPaHTbT ITOKPHBa H3HCKBaHHHTa Ha 3aKOHa ga pa3BHTmeTO Ha aKaneMW-1HH% CbCTaB B

Peny6JIHKa bbJ1rapHH H IlpaBHJIHHKa 3a HeroBOTO npHJ1araHe 3a npHA06HBaHe Ha 06pa30BaTeJIHaTa
M Hayt1HaTa cTeneH „AOKTOP".

OT npencrraBeHHTe MaTepmaJIH ce YCTaHOB%Ba, ye AOKTOPaHTbT e yqacTBaJ1 aKTHBHO BBB

BCHHKU eTar1H Ha Hayt1H0T0 V13CJ1eÅBaHe — OT 11J1aHHpaHeT0 H Ha eKC11ePHMeHTUIHaTa
pa60ma no 06pa60TKaTa, aHUIH3a H HHTepnperrauuxra Ha r10J1yqeHHTe pe3YJITaTH. TOBa MH naBa
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OCHOBaHne Ila npuetvfa, qe JIHt1HHHT MY npvmoc pa3pa60TBaHeT0 Ha AHCePTaLIHOHHU51 Tpyn e

CGL1-1eCTBeH H 6e3cnopeH.

7. ABToped)epaT

e H3FOTBeH B CbOTBeTCTBme C YTBbPÅeHHTe H3HCKBaHH% 3a npHÄ06MBaHe Ha

06pa30BaTeJIHaTaH Hayt-1HaTaCTeneH AOKTOP".B CHHTe3HPaH ca 1.å3JIO)KeHH aKTyaJIHocrra Ha

TeMaTa, I-leJITa H 3aÅat1HTe Ha H3CJ1eABaHeTO, MaTepmaJIHTe H MeTOÅUTe, OCHOBHHTe pegymaTH,

U3BOÄUTe H Hayt1HHTe IIPHHOCH. ABToped)epaTbT KOPeKTHO 0Tpa3%Ba CbÅbP)KaHmeT0 Ha

AHCePTaUHOHHH}1 H 06eKTHBHO npencTaB51 Haii-Cb111eCTBeHUTe eneN,reHTH Ha 11POBeneHOT0
M3CJ1eABaHe. He ce YCTaHOBABaT HeCbOTBeTCTBHH aBTope(bepaTaH AHCePTaLIHOHHH% erpyn.

3AKJIK)V-1EHHE

AHCePTaUHOHHHSIT Ha A-p IlJ1aMeH KpacHMnpoB Kl)bCTeB Ha TeMa Ha U-

74389G B eKcnepnMe1-1TaJIHHMonenn Ha 6eJ10Ap06Ha TOKCHHHOCT n KOJIHT upn 11J1bXOBe" e

ITOCBeTeH Ha aKTyæqeH H Hayt1H0 3HaHHM np06neM B 06J1acrra Ha eKcnepHMeHTaJIHaTa
(bapMaKOJ10FHH H TOKCHKOJIOFH%.

TpyÅbT ce orrnuqaBa C *CHO (bopMYJ1upaHa uejl, aneKBaTHO M36paHa MeTOÅOJ10rHH, KOPeKTHO

npoBeneHa eKC11ePHMeHTaJIHa pa60Ta H 3aÅbJ160qeH aHUIU3 Ha nonyqeHHTe pe3YJITaTH.

OopMYJ1upaHHTe Hayt1HH IIPHHOCH YIPOH3TnqaT JIOI'HHHO OT npoBeneH0T0 H3CJ1eÄBaHe H vnrarr KaKTO

Hayt1HorreopeTHt1H0, TaKa H IIPHJIO)KHO 3HaqeHue.

AOKTOPaHTbT AeM0HcTpupa 3aAbJ160qeHH 1103HaHHR B H3CJ1eJ11BaHaTa 06naCT, YMeHH51 3a

caMOCTowreJIHO 11J1aHmpaHe H npoBe)KÅaHe Ha eKcnepHMeHTaJIHHH3cneÅBaHH%, KaKTO H CllOC06HOCT

3a KPHTnqeH aHaJIH3 H 06eKTUBHa HHTepnpeTaLIHAHa pe3YJITaTHTe. IlpeÅCTaBeHHTe ny6JIHKaLIHH H

H311bJIHeHHeTO Ha MH1-1MMaJIHHTe HaUHOHaJIHH H3HCKBaHH51 110TBbP)KAaBaT HeroBaTa aKTHBHa
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STATEMENT

by Assoc. Prof. Armine Vardani Grigoryan, MD, PhD
Department of Physiology and Pathophysiology

Medical University — Pleven

on a dissertation submitted for the award of the Educational and Scientific Degree

"Doctor (PhD)" professional field 7.1. Medicine
doctoral programme "Pharmacology (including Pharmacokinetics and Chemotherapy)"

Author: Dr. Plamen Krasimirov Krastev
Form of doctoral training: Independent study

Department: Department ofPharmacology and Toxicology, Faculty of Pharmacy, Medical
University — Pleven
Dissertation Title: " EffectsofU-74389G in Experimental Models ofPulmonary Toxicity and
Colitis in Rats"
Scientific supervisors: Prof. Galya Tsvetanova Stavreva-Marinova, MD, PhD

Assoc. Prof. Violeta Yordanova Dancheva, MD, PhD

1. General presentation of the procedure and the doctoral candidate

By Order No. 2381/28.07.2026 of the Rector of Medical University — Pleven, I have been
appointed as a member of the Scientific Jury in the procedure for awarding the educational and

scientific degree "Doctor" to Dr. Plamen Krasimirov Krastev in Professional Field 7.1.

Medicine, Doctoral Programme "Pharmacology (Pharmacokinetics and Chemotherapy)"

The procedure for the initiation and conduct of the dissertation defence has been organized in

accordance with the requirements of the Development of Academic Staff in the Republic of

Bulgaria Act, the Regulations for its implementation, and the internal regulations of Medical
University — Pleven. The submitted set ofdocuments is complete and complies with the regulatory
requirements for admission to a public defence. I hereby declare that I have no joint scientific
publications with the doctoral candidate and that there are no circumstances giving rise to a conflict
of interest in relation to the present procedure.
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Brief Biographical Information

Dr. Plamen KrasimirovKrastev was born on 29 December 1969 in Pleven, Bulgaria. He
completed his secondary education at Geo Milev Mathematics High School, Pleven. In 1995, he
obtained the educational and qualification degree of Master ofMedicine from the Higher Medical
Institute — Pleven. Between 1996 and 2000, he completed his specialty training in Aviation

Medicine at the Military Medical Academy — Sofia, and between 2000 and 2004, he obtained a

specialty in General Medicine at the Higher Medical Institute — Pleven. In 2003, he also earned a

Master's degree in Finance from St. Cyril and St. Methodius University ofVeliko Tarnovo.
His professional career began in military medicine. Between 1996 and 2015, he

successively held the positions of Head ofMedical Service, Resident Physician, and Deputy Head
of a Medical Unit in various military formations. Since 2015, he has been affiliated with the
Medical University — Pleven, where he has been engaged in teaching and research activities in the

field ofpharmacology and toxicology.
In 2021, Dr. Krastev was enrolled as a doctoral candidate under the independent study form

in the doctoral programme "Pharmacology (including Pharmacokinetics and Chemotherapy)"
under the supervision ofProf. Galya Tsvetanova Stavreva-Marinova, MD, PhD, and Assoc. Prof.

Violeta Yordanova Dancheva, MD, PhD. During his doctoral studies, he developed the dissertation
entitled "Effects ofU-74389G in Experimental Models ofPulmonary Toxicity and Colitis in Rats."

In support of the dissertation, the doctoral candidate has submitted scientific publications,
evidence of participation in scientific conferences, and documentation demonstrating compliance
with the minimum national requirements. The submitted materials confirm that all requirements of
the Academic Staff Development Act of the Republic of Bulgaria and the Regulations for its
Implementation have been fulfilled for admission to the public defense procedure leading to the
award of the Educational and Scientific Degree "Doctor".

2. Relevance of the Research Topic

The dissertation addresses a timely and scientifically significant problem in the field of
experimental pharmacology and toxicology. Despite considerable advances in elucidating the
pathogenetic mechanisms underlying drug-induced pulmonary toxicity and inflammatory bowel
disease, the possibilities for effective pharmacological protection remain limited. This highlights
the need for experimental investigation of novel compounds with potential protective properties.

Current evidence demonstrates that oxidative stress, the generation of reactive oxygen
species (ROS), lipid peroxidation, and disturbances in cellular homeostasis play a crucial role in
the development of tissue injury. Therefore, the investigation of compounds with antioxidant and
membrane-protective properties is of considerable interest from both experimental and therapeutic
perspectives.

Within this context, the choice of the dissertation topic is scientifically well justified. The
investigation of the effects of the aminosteroid U-74389G in experimental models of amiodarone-
induced pulmonary toxicity and experimental colitis is fully consistent with current research trends
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in experimental pharmacology and toxicology. The findings contribute to expanding current
knowledge of the pharmacological properties of the investigated compound and its potential to

attenuate oxidative stress and inflammatory tissue injury.

3. Knowledge of the Research Field

The doctoral candidate demonstrates a thorough understanding ofthe scientific background
relevant to the dissertation topic. The dissertation is founded on a comprehensive analysis of the

current knowledge concerning the mechanisms of oxidative stress, lipid peroxidation, and their
involvement in the pathogenesis of drug-induced pulmonary toxicity and inflammatory bowel
disease. The literature review is well organized and provides a coherent overview of the

pathophysiological mechanisms underlying these conditions, as well as the current approaches to

their pharmacological modulation through antioxidant and membrane-protective agents.
The review is based on an extensive body ofscientific literature comprising 386 references,

predominantly published within the last two decades. It incorporates original research articles,
review papers, and seminal publications, reflecting the current state ofknowledge in experimental

pharmacology, toxicology, and the pathophysiology of oxidative injury. The selected references

are appropriate to the aims of the dissertation and provide a sound scientific framework for the

experimental work.

An important strength of the literature review is that it extends beyond a descriptive
presentation of published data. The candidate demonstrates the ability to critically evaluate the

available evidence, identify existing knowledge gaps, and relate previous findings to the objectives
of the present study. The discussion ofoxidative stress, lipid peroxidation, inflammatory pathways,
and the pharmacological effects of antioxidant compounds is presented in a logical and well-
integrated manner, providing a clear rationale for the experimental design.

Overall, the literature review establishes a solid theoretical basis for the research, supports
the formulation of the study objectives, and facilitates the interpretation of the experimental

findings. It reflects the candidate's excellent familiarity with the current state of research and

demonstrates well-developed skills in critical appraisal and scientific synthesis of the available
literature.

4. Research Methodology

The methodology employed in the dissertation is appropriate to the stated research aim and
objectives. The candidate has adopted a comprehensive experimental approach based on well-
established models of amiodarone-induced pulmonary toxicity and experimental colitis in

laboratory rats, complemented by histological, biochemical, and statistical methods. This

multidisciplinary approach is well suited to addressing the research questions and achieving the

objectives of the study.
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The experimental design is logically conceived and enables a reliable evaluation of the
pharmacological effects of U-74389G in both experimental models. The selected outcome

measures are relevant to the objectives of the investigation and provide a comprehensive

assessment of both the extent of tissue injury and the protective effects of the investigated
compound. The experimental procedures are described in sufficient detail to ensure the

reproducibility ofthe study.

The statistical methodology is appropriate for the study design and the nature of the
collected data. The applied statistical analyses support the reliable interpretation of the results and
provide a sound basis for the conclusions drawn.

Overall, I consider the methodological approach to be scientifically sound, well justified,
and fully appropriate for achieving the objectives of the dissertation. The chosen experimental

design provides a solid foundation for obtaining reliable data and for their objective interpretation.

5. Evaluation of the Dissertation and Its Scientific Contributions

The dissertation has been prepared in accordance with the established requirements for the

award of the Educational and Scientific Degree "Doctor". The dissertation is well structured, and
its individual sections are appropriately balanced, providing a logical progression from the
literature review through the experimental work to the presentation and discussion of the results
and the conclusions. The results are effectively illustrated with an appropriate number of tables and
figures, facilitating their interpretation and evaluation.

The research aim and the corresponding objectives are clearly defined and have been
successfully accomplished. The results are presented in a systematic manner and are subjected to

thorough discussion. The discussion demonstrates the candidate's familiarity with the current
scientific literature and his ability to critically evaluate his own findings in the context ofpreviously
published data. The conclusions are well supported and arise directly from the experimental results.

The scientific contributions claimed in the dissertation are the outcome of independent
research and accurately reflect the achievements ofthe study. I agree with the author's assessment
that these contributions are ofboth theoretical and practical significance. The principal contribution
of the dissertation is the experimental demonstration of the protective effects ofthe aminosteroid

U-74389G in models ofamiodarone-induced pulmonary toxicity and experimental colitis, together
with the evaluation of its efficacy in comparison with established anti-inflammatory agents. The
findings broaden the current understanding of the pharmacological effects of the investigated
compound and its potential as an agent for limiting oxidative stress and inflammatory tissue injury.

I accept the scientific contributions presented by the candidate. They are well substantiated,
logically derived from the findings of the study, and contribute to advancing knowledge in the field
of experimental pharmacology and toxicology. In my opinion, the dissertation represents a
complete and scientifically sound piece of research and satisfies the requirements for the award of
the Educational and Scientific Degree "Doctor".
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6. Evaluation of the Publications and the Doctoral Candidate's Contribution

The results of the dissertation have been reported in three scientific publications, two of

which have appeared in peer-reviewed journals indexed in international databases, while the third
has been published in the proceedings of a scientific conference. These publications adequately

reflect the principal findings of the dissertation and are sufficient in both quality and scope to

support the award of the Educational and Scientific Degree "Doctor."
The doctoral candidate has presented the results ofhis research at national and international

scientific meetings and has actively participated in research projects in the field of experimental

pharmacology and toxicology. These activities demonstrate his consistent commitment to scientific
research and professional development.

The documentation submitted to verify compliance with the minimum national

requirements confirms that the candidate fulfils the criteria established by the Academic Staff
Development Act of the Republic of Bulgaria and the Regulations for its Implementation for the

award of the Educational and Scientific Degree "Doctor."
Based on the submitted materials, it is evident that the candidate has actively participated

in all stages of the research process, from the planning and execution of the experimental work to

the processing, analysis, and interpretation ofthe obtained results. This provides sufficient grounds

for concluding that his personal contribution to the development of the dissertation is substantial
and well documented.

7. Dissertation Abstract

The dissertation abstract has been prepared in accordance with the established requirements

for the award of the Educational and Scientific Degree "Doctor." It provides a concise and well-
structured presentation of the relevance of the research topic, the aim and objectives of the study,

the materials and methods employed, the principal findings, the conclusions, and the scientific
contributions. The abstract accurately reflects the content of the dissertation and presents the

essential aspects of the research in an objective and concise manner. No discrepancies were
identified between the dissertation abstract and the dissertation itself.

CONCLUSION

The dissertation thesis ofDr.Plamen KrasimirovKrastev, entitled "Effects ofU-74389G
in Experimental Models of Pulmonary Toxicity and Colitis in Rats", addresses a current and

scientifically significant problem in the field of experimental pharmacology and toxicology.

The dissertation is characterized by a clearly formulated aim, appropriately selected
methodology, properly conducted experimental work, and an in-depth analysis of the results
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obtained. The formulated scientific contributions logically derive from the conducted research and

are ofboth theoretical and applied significance.

The doctoral candidate demonstrates in-depth knowledge in the field of study, skills for
independently planning and conducting experimental research, as well as the ability to critically
analyze and objectively interpret the results. The presented publications and the fulfilment of the
minimum national requirements confirm his active research activity and substantial personal
contribution to the development of the dissertation.

Based on the above, I give a positive evaluation of the dissertation thesis and propose
that the esteemed Scientific Jury award Dr. Plamen Krasimirov Krastev the educational and
scientific degree "Doctor" in Professional Field 7.1. Medicine, Doctoral Programme
"Pharmacology (including Pharmacokinetics and Chemotherapy)".

04.08.2026 Prepared by: .

Assoc. Prof. Armine Vardani Grigoryan, MD, PhD
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