
CTAHOBUIUE
OT A-p AHeJIH% AJIeKcaHÅpoBaAHMHTpoBa, AM,

KaTempa „ØH3HOJ10rH% H npu MeAMÅHHCKH Ha

MeÅHUHHCKU YHHBepcHTeT - IlJ1eBeH

OTHOCHO: AHCePTaUHOHeH ga Ha 06pa30BaTeJIHaTa H Hayr-ma cTeneH

,ÅOKTOP" Ha A-p IInaMeH KpacHMupoB KPbCTeB, npenonaBaTeJ1 B ceKTOP „ØapMaKonorH51" KBM

KaTeApa M TOKCHKOJIOrH%"Ha (barcymeT „@aprwauw" MY-IIneBeH.

CBC 3a110BeA Ha PeKTopa Ha MY-VIJIeBeH NQ 2381/28.07.2026 r. H pemeHue Ha IlpeÅcenaTeJ1%

Ha HayqH0T0 xypu CBM onpeneJ1eHa na npencTaB%CTaHOBHIUe BBB BPb3Ka C ÅHCePTaUHOHeH

Ha TeMa „EØejcmu na U-74389G g eccnepuxenmwmu M0Denu Ha öenoDpoöHa

nt0Kcuqnocm u Komma npu nm,xoge" 3a npHÅ06HBaHe Ha OHC „ÅOKTOP" no

npod)ecH0HaJIH0 HanpaBJ1eHne 7.1 Mean11HHa, AOKTOPCKa nporpaMa

(BKJI. n xHMH0Tepannq). ABTOP Ha AMCePTaUHOHHH% e A-p

FIJIaMeH KpaCHMHPOB KPbCTeB, npenonaBaTeJ1 B ceKTop „ØapMaK0J10rw" KbM KaTenpa

OapMaK0J10FHA H TOKCHKOJIOFUSI" Ha OaKYJITeT „@aprqaunq" MY-FIJIeBeH.

PbKOBOÅHTeJIH Ha nncePTaUHOHHH% Tpyn ca: npod). A-p ra-Fl* I-IBeTaHOBa CTaBpeBa-

MapuH0Ba., A.M. H nou. A-p BH0J1ema MopnaH0Ba ÅaHqeBa, A.M.

A-p IInarvteH KpacHMupoB KpbcTeB e rrpeACTaBHJ1 BCHHKH He06XOÅHMH ÅOKYMeHTH CbrJ1aCHO

H3HCKBaHH51TaHa 3aKOHa 3a pa3BHTme Ha aKaneMHt1HH% CbCTaB H IIPaBHJIHHKa Ha MY-FIJIeBeH.

A-p IInaMeH KpacHMupoB KpbcTeB e POAeH Ha 29.12.1969 r. B rp. IlJ1eBeH. CpeÅHOTO CH

06pa30BaHue 3aBbPL11Ba B MaTervrarrmqecKa rHMHa3H% „reoMmeB" B CbLUH% rpan. Ilpe3

1995 r. 3aBbp111Ba OKC „MarHCTbP"no MeÅH1-1HHa BBB BHCUI MenHLIHHCKH HHCTUTYT

IlJ1eBeH. B rrepnma 1996—2000 r. IIPHA06HBa cne11HUIHOCT „ABmaUHOHHa MeÅHUHHa" BBB

BoeHHOMeÅUUHHCKa mcaÅerv1HA — Cod)H51, a B nepuona 2000—2004 r. H BTopa cneumaJIHOCT

„06111aMeÅHUUHa" BBB Bucm MeAUUHHCKH HHCTHTYT — IlJ1eBeH. Ilpe3 2003 r. npun06HBa H

cTer1eH „Marqcnp" 110 cneUHUIHOCT „ØHHaHCH" BBB

Bej1UKOTbPHOBCKH YHHBePCViTeT „CB. CB. KHPUJIu MeT0ÅHü"

OCHOBHHTe MY MHTepecu B HaqaJ10T0 ca HacoqeHH KbM BoeHHaTa MeÅHUHHa. B nepH0Åa 1996—

2015 r. 110CJ1eAOBaTeJIHO 3aeMa AJIb)KHOCTHTe HaqaJIHVIK Ha MeÅHUHHCKa cJIY)K6a, nercap-
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OPAHHaTOP H 3aMeCTHMK-HaqaJIHHK Ha MeÅHUHHCKH TIYHKT B pa3JIMHHH BoeHHH

(bOPMHPOBaHHH. OT 2015 r. 3a110HBa pa60Ta KaTO aCHCTeHT B KaTenpa B

MeAHUHHCKH YHHBepcurreT — IIJ1eBeH, KbAeTO pa60TM no A1-rec.

A-p KpbcTeB npencrraB% Hayt1HH ny6JIUKaUHH, yqacTHH B Hayt1HH (I)OPYMH H cnpaBKa 3a

VB11%JIHeHV-re Ha MHHHMUIHnrre HallHOHaJIHH VBHCKBaHH51. IlpeÅCTaBeHHTe AOKYMeHTH

110KUBaT, qe ca H31%JIHeHH H3HCKBaHH%Ta Ha 3aKOHa 3a PUBHTHeTO Ha aKaneMHt1HH51 CbCTaB

B Peny6JIHKa bbJ1rapH% H IlpaBHJIHHKa 3a HerOBOTO npwraraHe 3a ZlonycKaHe no ITY6JIHHHa

3a111HTa Ha AHcePTa11MOHeH 3a TIPHA06HBaHeHa 06pa30BaTeJIHaTaH I-layt1HaTa CTeneH

„ÅOKTOP".

TeMaTa Ha AHCePTa1-1HOHHHH e aKTyaJIHa H e CBbP3aHa C H3yqaBaHe ed)eKTHTe Ha

aHTHOKCHAaHTa nuapovrn U-74389G 3a Tepanewrut1H0 IIPHJIO)KeHHe B pa3JIHHHH MOAeJIH Ha

OKCUnaTHBeH cTpec H Bb311æueHue. Pi3r10J13Ba1--1H ca eKcnePHMeHTaJIHH MoneJIH Ha mmonaPOH-

HHAYLIHpaHaTa 6eJ10Ap06Ha TOKCHHHOCT (AMbT) H 60J1ecrra Ha KPOH.

OKCUnaTHBHHAT cTpec H XPOHHHHOTO T'bKaHHO Bb3nueHne ca ABa naTonorMHHM npouecm,

KOUTO ca MCHO CBbP3aHH H MoraT na 6bLtaTpa3rJ1excnaHM KaTO 06111 MexammqeH „MOCT"

Te3H ABe 3a60J1naHUH, BBnpeKH qe 3acqraT pa3JIHt1HH opraHH. Te (bopMupaT carvror10AÅbpxa111

ce nopoqeH Kpn, KOiiT0 OKCUÅaTHBHH%T cTpec CTHMynupa BB311UIHTeJIHHTe CHI"HUIHH

MexaHH3MU, a XPOHHHHOTO Bb3næneHue Aonpvmacq 3a 11011bJIHHTeJIHO 06pa3YBaHe Ha

peaKTHBHH KUCJIOPOJIHH H a30THH BHAOBe. B pe3YJITaT ce 3aÅbJ160qaBaT KJ1eTbHHOTO

YBpexuaHe, TBKaHHOTO perv•ronenupaHe H pa3BHTueT0 Ha (bH6P03HH H3MeHeHH%.

AMHonapoHbT e ed)eKTHBeH aHTuaPHTMmqeH MenmcaMeHT, HO qacT OT nal-1HeHTHTe MO)Ke

na IIPHHHHH cepH03Ha 6eJ10Åp06Ha TOKCHHHOCT. AMBT MO)Ke na VIMa pa3JIHt1HH KJIMHHHHH

naTOJIOFHHHH TIPO%BH H 110TeH11HaJIH0 Aa Ä0Bene AO TOKKO, 110HflKora He06paTHMO

6enoap06H0 YBpe)KÅaHe.

bonecrra Ha KPOH e XPOHHHHO, pellHÅHBmpa1_uo Bb31WIHTeJIHO 3a60J151BaHe Ha

racTPOMHTeCTHHaJIHH% TPaKT. XapaKTepHa OC06eHOCT e TpaHcMypaJIH0T0 Bb3næneHme, KOeTO

MO)Ke Aa 06XBa1--1e BCHLIKH cnoeBe Ha qpeBHaTa CTeHa.

U-74389G e 21-aMMHOCTep0HÅ OT rpynæra Ha "nuapounme", c OCHOBeH

MORKYJIAPeH MexaHU3bM Ha neVfCTBue HHXH6HPaHe nepoKcunaunwra Ha MeM6paHHHTe

qpe3 ynaB51He Ha nepoKCHJ10BH H XHAPOKCHJIHH panHKaJIH. 3a pa3JIHKa OT

MeTmmpeAHU30JIOHa, U-74389G He HMYHocynpecMBHH WIH MeTa60JIHTHH

HexenaHH ecbeKTH, xapaKTepHH 3a KJ1acnqeCKMTe KOPTMKOCTePOHAH. Cb3ÅaBaHeTO Ha

eKcnepHMeHTaJIHHTeMOAeJIH Ha 6eJ10Ap06Ha TOKCHHHOCT H Bb3naJIMTeJIHH 3a60j151BaHMS1 Ha

qepBaTa H H3CJ1eÅBaHe ed)eKTHTe Ha nuaponna U-74389G THX, onpeneJ1flT aKTyaJIHocrra
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Ha pa3pa60TKaTa, a Bb3MO)KHOCTra 3a npmaraHe Ha nonyqeHHTe pe3YJITaTH B npaKTHKaTa

onpeneJ1%T BHCOKaTa ii CTOiiHOCT. Pe3YJITaTHTeOT HaCTO%111VIH Tpyn 6uxa A011PHHeCJIH ga

V13fCHABaHe Ha TepaneBTHt1HH51 rlOTeHLV1aJ1 Ha U-74389G IIPH 3a60J1%BaHHA, B narroreHe3aTa Ha

KOHTO OKCHÅCTHBHU%T cTpec H Bb3naJ1eHneTO unpam ueHrrpaJIHa POJIH.

Llema Ha nucepTaunxra, KOATO e na ce H3CJ1eÅBaT ed)eKTMTe Ha Jlæapouna U-74389G

eKcnePHMeHTUIHH MOAeJIU Ha 6enonp06Ha TOKCHHHOCT H Bb3naJIHTeJIHH 3a60JIABaHH% Ha

qepBaTa e (bopMYJ1upaHa TOMHO H *CHO.

AncepTaumxra e HanmcaHa Ha 153 CTPaHHUH H 0HarneneHa C 53 (burypn H 9 Ta6JIUUH.

M3110J13BaHaTa JIHTeparrypa BKJIEOLIBa 386 3arnaBH51, no-roJ151MaTa qacT OT KOUTO ca OT nocneAHHTe

I*OAHHH. H3JIO)KeHneTO e *CHO H pa60TaTa KaTO UflJIO e MHOFO A06pe

JIHTepaTypHHflT 0630Pe H3HepnaTeneH H 3aAbJ160qeH. IlpaBH BneqarrneHme UIHPOKOTO 110J13BaHe H

r103HaBar-1e Ha CBeTOBHaTa JIHTepaTypa no np06neMa. I-lema e *CHO (bopMYJIHpaHa 3a

nocTuraHeT0 ca npeÅcrraBeHH TPH 3maLIH c 110Å3anaqu. V13CJ1eABaHH ca 061110 206 6eJIV1

Mb)KKH 11J1bXOBe nopoma Wistar . H3TIOJ13BaHH ca ÅBa eKcnePHMeHTaJIHH Monena 3a AVIbT,

KaTO XHBOTHHTe ca pa3AeJ1eHH Ha neT rpyrm. TecnaHH ca H TPH Monena Ha eKcnePHMeHTaJ1eH

KOJIHT, C qeTHPH rpynm XUBOTHH. MeTOAHTe ca aneKBaTHH H UHd)OPMaTHBHH. Apyru

H3r10J13BaHH MeTOAH ca 6HOXHMHHHM, XHCTonaTOJ10rHHHH, HMYHOJIOI'HHHH CTaTHCTmqeCKH 3a

06pa60TKa Ha KOHKPeTHHTe maHHH.

Pe3YJITaTHTeca 06eKTHBHH H AOCTOBePHH, KaT0 06Cb)KAaHeT0 HM e HanpaBeH0 KOM11eTeHTH0 H

3aAbJ160qeH0. OopMYJ1npaHH ca 7 OCHOBHH H3BOÅa 3a MOÅena Ha aMH0Åap0H-HHAyuupaHa

6eJ10Åp06Ha TOKCHHHOCT IllecT 3a Momena Ha DNBS (2,4-Dinitrobenzenesulfonic acid

hydrate)-HHnyumpaH KOJIHT, KOUTO ru npqeMaM. Te 0Tpa3ABaT TOMHO H 11bJIH0 OCHOBHHTe

FIOCTVDICHHA Ha npeÅCTaBeHH51 TpyA.

A-p KpbcrreB 110Ka3Ba3HaqurreJ1eH TIO 6poii IIPHHOCH, KOHTO ca npencTaBeHH H aprYMeHTupaHH

Å06pe. Te ca pumeneHH Ha npvmocn c opurHHaJ1eH xapaKTep, KOHTO ca: 3a ribpBH e

CHCTeMaTHHHO cpaBHeHa ed)HKacHocrra Ha nuapovma U-74389G H npeAHH30J10H

aMH0Åap0H-HHÅyunpaHa 6enonp06Ha TOKCHMHOCT I-IPH 11JYbXOBe YCTaHOBeHO e, qe

IIPOTeKTHBHHAT ed)eKT Ha U-74389G 110 OTH0111eHne Ha MapKepme ga 6enonp06Ha (l)H6p03a

(XHÅPOKCUIIPOJIHH, KOJIareH) e cpaBHHM, a 110 HAKOU 110Ka3aTeJIHJleKO npeBb3xoxna111ed)eKTa

Ha npeÅHH30JIOH•, 3a 11bPBH 116T e H3CJ1eÅBaH ed)eKTbT Ha U-74389G B DNBS-HHnyuupaH

MOÅeJ1 Ha KOJIHT rlJ1bxoBe, KaTO e neMOHCTpupaH KONITIJ1eKCeH IIPOTeKTMBeH ed)eKT

KJIHHuqeH, MaKPOCKor1CKH, HMYHOJIOrmqeH (UHTOKUHH), aHTUOKCHÅaHTeH (MDA) H

XHCTOJ10rnqeH•, YCTaHOBeH0 e, He U-74389G HopnmaJIM3upa cepyMHHTe HUBa Ha MaJIOHOB

nuannexun DNBS-HHÄYLIHpaH KOJIMT no CTOiiHOCTH, Hepa3JIHt1HMH OT KOHTPOJ1ama, KOeTO
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AOKUBa 11bJIHa aHTHOKcnnaHTHa IIPOTeKUHH cpemy DNBS-HHnyumpaHH51 ORCHAaTHBeH cTpec;

AOKYMeHTupaH0 e, ye U-74389G 110THCKa 3HaqHMO IIPOBb311UIHTeJIHHTe UHTOKHHH (TNF-u,

IL-IP, IL-6) H TIOBHLL1aBa IL-IO DNBS-HHnyuupaH KOJIHT, c ed)eKT,

cynd)acana3HH B npHJ1araHHA 6-ÄHeBeH IIPOTOKOJI. OT IIPHHOCHTe C 110TBbPAUTeneH H HayqH0-

IIPHJIOHCH xapaKTep e r10TBbpneH0, ye ABYKpaTHOTO HHTpaTpaxeaJIH0 TIPHJIO)KeHme Ha

aMHOÅapoH (AHH 0 2, 6,25 mg/kg) upencTaBJ151Bano-6e30naceH H nonx0A%111 Momen Ha AVIBT

B cpaBHeHvre C eAHOKpaTHOTOTIPHJ10xeHue B no-BHCOKa KOHLIeHTpaUVW, AOKuaHO e, ye DNBS

B Ä03a 30 mg, HHTpapeKTaJIH0, e 011THMaJIHarra 1103a 3a HHÅYUHPaHe Ha Bb3r1POM3BOÅHM H

TOK%K KOJIHT 11J1bXOBe OT nop0Åa Wistar, r10AXOÅA1_u 3a (bapMaK0J10rHHHH H3CJ1eÅBaHHS1,

AOKarro A03HTe OT 10 20 mg ocurypnaT HerlbJIHa rieHeTpaHTHOCT•, pa3111upeHH ca naHHHTe

3a 110TeHqqaJ1 Ha Jluapoumurre 6enonp06HH YBpe)KÅaHHA, KaTO e

YCTaHOBeHO,qe U-74389G 3HaHHTeJIHO HHMå6mpa 0TJ1araHeT0 Ha KOJIareH H TIOBV-1LL1aBaHeTO

Ha XHÅPOKCUHPOJIHH cneÅ HHTpaTpaxeaJIH0 IIPHJIO)KeHHe Ha aMnonapoH.

Pe3YJITaTHTeOT nucepTaLIHATa ca ny6JIHKYBaHH B 3 CTarruu: eÅHa OT ny6JIHKaUHHTe e C IF B

Archives of the Balkan Medical Union, eAHa B Journal of Biomedical and Clinical Research H

eAHa B C60PHHK AOKJ1aÅH.

3aKJ110qeHne:

IlpencrraBeHH51T MH 3a CTaHOBH11-xe AHCePTa1_1HOHeH cbÅT,pxa 31-1aLIHTeJIHH Hayt1HH H

IIPaKTHHeCKH IIPHHOCH H 0TroBapq Ha KaqecTBeHwre H KOJIMqeCTBeHHTe KPHTePHH, 3aJ10)1CHH

B IlpaBHJIHHKa 3a pa3BHTHe Ha ay«aÅeMHHHHH CbCTaB Ha MY- FIJIeBeH KBM 3aKOHa 3a pa3BHTme

Ha aKmeMHLIHH51 CbCTaB Ha P. bmrapm. FIpeÅBHÅ A06pe npoBeneH0T0 Hayt1H0 H3CJ1eABaHe,

3aÅbJ160qeH1d% al-1UIU3 Ha 110J1yqeHHTe pe3YJITaTH, I-WIOCTHOTO Ha pa3pa60TKaTa H

HayHHHTe ny6JIVfKaLIHH, Bb3 OCHOBa Ha KOHTO e 6æmpaHa, C ABJ160Kay6eneHocT npenopbt1BaM Ha

1101-1HTaeMHTe LIJIeHOBe Ha HayqH0T0 xypH na rnacyBaT HOJIO)KHTeJIHO 3a IIPHCbxcnaHeT0 Ha

HayHHarra cTerreH „ÅOKTOP" Ha A-p FIJIaMeH KpacHMqpoB Kpb(2TeB.

KaT0 qneH Ha xypHT0 neKJ1apupaM, qe BOTbT MH I-ue e 110JIO)KHTeneH.

31.08.2026 r.

IIneBeH

Ilpod). A-p AHeJIH51 AHMHTPOBa, AM
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OPINION

by Prof. Aneliya Aleksandrova Dimitrova, MD, PhD

Department of Physiology and Pathophysiology, Faculty ofMedicine, Medical
University — Pleven

REGARDING:

Dissertation thesis for the award of the educational and scientific degree "DOCTOR" to

Dr. Plamen Krasimirov Krastev, Lecturer in the Pharmacology Sector at the Department
ofPharmacology and Toxicology, Faculty of Pharmacy, Medical University — Pleven.

By Order No. 2381/28.07.2026 of the Rector of Medical University — Pleven and by

decision of the Chair of the Scientific Jury, I have been appointed to present an opinion

regarding the dissertation thesis entitled "Effects ofU-74389G in Experimental Models of

Pulmonary Toxicity and Colitis in Rats" for the acquisition ofthe educational and scientific
degree "Doctor" in Professional Field 7.1 Medicine, Doctoral Programme Pharmacology
(including Pharmacokinetics and Chemotherapy). The author of the dissertation thesis is

Dr. Plamen Krasimirov Krastev, Lecturer in the Pharmacology Sector at the Department

ofPharmacology and Toxicology, Faculty ofPharmacy, Medical University — Pleven. The
supervisors of the dissertation thesis are Prof. Galya Tsvetanova Stavreva-Marinova, MD,
PhD, and Assoc. Prof. Violeta Yordanova Dancheva, MD, PhD.

Dr. Plamen Krasimirov Krastev has submitted all the required documents in accordance
with the requirements of the Academic Staff Development Act and the Regulations of

Medical University — Pleven.

Dr. Plamen Krasimirov Krastev was born on 29 December 1969 in Pleven. He completed

his secondary education at the Geo Milev Mathematical High School in the same city. In
1995, he obtained a Master's degree in Medicine from the Higher Medical Institute —

Pleven. During the period 1996—2000, he acquired a specialty in Aviation Medicine at the

Military Medical Academy — Sofia, and during the period 2000—2004, he acquired a second

specialty in General Medicine at the Higher Medical Institute — Pleven. In 2003, he also
obtained a Master's degree in Finance from St. Cyril and St. Methodius University of

Veliko Tarnovo.

His primary interests were initially focused on military medicine. During the period 1996—

2015, he successively held the positions ofHead ofa Medical Service, StaffPhysician, and

Deputy Head of a Medical Centre in various military formations. Since 2015, he has been

working as an Assistant Professor at the Department of Pharmacology at Medical

University — Pleven, where he continues to work to the present day.



Dr. Krastev has presented scientific publications, participation in scientific forums, and
documentation demonstrating fulfilment of the minimum national requirements. The
submitted documents indicate that the requirements of the Academic Staff Development
Act in the Republic ofBulgaria and its Implementing Regulations for admission to a public
defence of a dissertation thesis for the acquisition of the educational and scientific degree

"Doctor" have been fulfilled.

The topic of the dissertation thesis is relevant and is related to the investigation of the
effects of the antioxidant lazaroid U-74389G for potential therapeutic application in

various models ofoxidative stress and inflammation. Experimental models ofamiodarone-
induced pulmonary toxicity (AIPT) and Crohn's disease have been used.

Oxidative stress and chronic tissue inflammation are two pathological processes that are

closely interconnected and may be regarded as a common mechanistic "bridge" between
these two diseases, despite their involvement of different organs. They form a self-
sustaining vicious cycle in which oxidative stress stimulates inflammatory signalling
mechanisms, while chronic inflammation contributes to the additional generation of

reactive oxygen and nitrogen species. As a result, cellular damage, tissue remodelling, and
the development of fibrotic changes are further aggravated.

Amiodarone is an effective antiarrhythmic drug; however, in some patients it may cause
serious pulmonary toxicity. AIPT may have various clinical and pathological
manifestations and may potentially lead to severe and, in some cases, irreversible
pulmonary damage.

Crohn's disease is a chronic, relapsing inflammatory disease of the gastrointestinal tract.
A characteristic feature is transmural inflammation, which may involve all layers of the
intestinal wall.

U-74389G is a synthetic 21 -aminosteroid belonging to the group of "lazaroids", whose
principal molecular mechanism of action is the inhibition ofmembrane lipid peroxidation
through scavenging of peroxyl and hydroxyl radicals. Unlike methylprednisolone, U-
74389G does not exhibit the immunosuppressive or metabolic adverse effects

characteristic of classical corticosteroids. The development of experimental models of
pulmonary toxicity and inflammatory bowel disease and the investigation of the effects of
the lazaroid U-74389G in these models determine the relevance of the present research,

while the possibility of applying the obtained results in practice determines its high value.
The results of the present study could contribute to clarifying the therapeutic potential of
U-74389G in diseases in whose pathogenesis oxidative stress and inflammation play a
central role.



The aim of the dissertation, namely to investigate the effects of the lazaroid U-74389G in

experimental models ofpulmonary toxicity and inflammatory bowel disease, is formulated

precisely and clearly.

The dissertation comprises 153 pages and is illustrated with 53 figures and 9 tables. The

bibliography includes 386 references, the majority of which are from recent years. The
presentation is clear, and the work as a whole is very well structured and formatted.

The literature review is comprehensive and thorough. The extensive use of and familiarity
with the international literature on the subject are particularly noteworthy. The aim is

clearly formulated, and three main tasks with sub-tasks are presented for its achievement.

A total of 206 male albino Wistar rats were studied. Two experimental models of AIPT
were used, with the animals divided into five groups. Three models of experimental colitis
were also tested, involving four groups of animals. The methods used are appropriate and

informative. Other methods included biochemical, histopathological, immunological, and
statistical methods for the processing of the specific data.

The results are objective and reliable, and their discussion has been carried out competently

and in depth. Seven main conclusions have been formulated regarding the model of

amiodarone-induced pulmonary toxicity and six regarding the model of DNBS (2,4-

dinitrobenzenesulfonic acid hydrate)-induced colitis, all of which I accept. They accurately
and comprehensively reflect the principal achievements of the presented work.

Dr. Krastev demonstrates a considerable number ofscientific contributions, which are well

presented and substantiated. The contributions of an original nature include the following:
for the first time, the efficacy of the lazaroid U-74389G and prednisolone has been

systematically compared in amiodarone-induced pulmonary toxicity in rats, establishing
that the protective effect of U-74389G with regard to markers of pulmonary fibrosis
(hydroxyproline and collagen) is comparable to, and according to some parameters slightly
exceeds, that of prednisolone; for the first time, the effect of U-74389G has been

investigated in a DNBS-induced model of colitis in rats, demonstrating a complex
protective effect—clinical, macroscopic, immunological (cytokines), antioxidant (MDA),
and histological; it has been established that U-74389G normalizes serum malondialdehyde
levels in DNBS-induced colitis to values not differing from those of the control group,

demonstrating complete antioxidant protection against DNBS-induced oxidative stress; it

has been documented that U-74389G significantly suppresses the pro-inflammatory
cytokines TNF-u, IL-lß, and IL-6 and increases IL-IO in DNBS-induced colitis, with an

effect superior to that of sulfasalazine within the applied 6-day protocol. Among the

confirmatory and scientifically applicable contributions, it has been confirmed that twice-
repeated intratracheal administration of amiodarone (on days 0 and 2, 6.25 mg/kg)

represents a safer and more appropriate model of AIPT compared with a single

administration at a higher concentration; it has been demonstrated that DNBS at a dose of



30 mg, administered intrarectally, is the optimal dose for inducing reproducible and severe

colitis in Wistar rats suitable for pharmacological studies, whereas doses of IO and 20 mg
provide incomplete penetrance; and the available data on the antifibrotic potential of

lazaroids in pulmonary injury have been expanded by establishing that U-74389G
significantly inhibits collagen deposition and the increase in hydroxyproline following

intratracheal administration of amiodarone.

The results of the dissertation have been published in three articles: one publication with

an impact factor in Archives ofthe Balkan Medical Union, one in the Journal ofBiomedical
and Clinical Research, and one in a conference proceedings volume.

Conclusion:

The dissertation thesis submitted to me for evaluation contains significant scientific and

practical contributions and meets the qualitative and quantitative criteria laid down in the
Regulations for Academic Staff Development ofMedical University — Pleven pursuant to

the Academic Staff Development Act of the Republic of Bulgaria. In view of the well-
conducted scientific research, the in-depth analysis of the obtained results, the overall
presentation of the work, and the scientific publications on which it is based, I firmly
recommend that the esteemed members ofthe Scientific Jury vote positively for the award
ofthe educational and scientific degree "DOCTOR" to Dr. Plamen Krasimirov Krastev.

As a member of the Jury, I declare that my vote will be positive.

31 August 2026

Pleven

Prof. Anelia Dimitrova, MD, PhD


