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CTAHOBHUIINE
ot npod. a-p AHenust Anekcanaposa JJMMUTPOBa, M,
Karenpa ,,®usunonorus u naropusronorus’” npu MeauuuHCcKy $axyaTeT Ha

MenuuuHCKH YyHUBEpCUTET - [1neBen

OTHOCHO: [luceprallMOHEH TpyJ 3a NMpPUCHXKAAHE Ha oOpasoBaTe/iHaTa M Hay4Ha CTENeH
-JJOKTOP” na a-p [Nnamen Kpacumupos Kpbctes, npenogasatesn B ceKTop ,,0apMakonorus™ KbM

katenpa ,,dapMakosIorus 1 Tokcukoiorus™ Ha @akynrer ,,Papmauus™ npu MVY-I1nesen.
y p p

Cxc 3anmoBen Ha Pexropa Ha MY -ITnesen Ne 2381/28.07.2026 r. u pemenue Ha Ilpencenarens
Ha Hay4HOTO XypH CBM OIpezieieHa Jla IPE/ICTaBs CTAHOBHILE BbB BPb3Ka C IMCEPTALIMOHECH
Tpyn Ha Tema ,E¢pexmu na U-74389G 6 excnepumenmannu modenu Ha 0enodpoona
mokcuyHocm u Koaum npu niavxoee” 3a mpupodouBaHe Ha OHC ,jgokrop™ mo
npodecuonanno Hanpasienne 7.1 Meauuuna, 10KTOopcka nporpama ®apMaxoJioras
(Bki1. PapMaKOKHHETHKA W XMMHOTepanus). ABTOp Ha JUCEPTAMOHHHS TpyX € I-p
[Inamen KpacumupoB KpwcreB, mpenopaBaten B CeKTOp ,,PapMakoyorus™ KeM KaTeapa
.Dapmakosiorus u Tokcukojorus® Ha @axynarer ,Papmamus” npu MY-Ilnesen.
PrpkoBomuTENM Ha aucepranvoHHus Tpyx ca: npod. n-p Tans Iiseranosa Craspepa-
MapwuHoBa., 1.M. i o1l A-p Buosera Hopnanosa Jlangena, 1.M.

J-p Inamen Kpacumupor KpbcTeB € MpeACTaBUI BCUYKH HEOOXOJMMH JIOKYMEHTH CBITIACHO

U3KMCKBaHMATA Ha 3aKOHA 32 Pa3BUTHUE HA aKaJEMUYHUS ChCTaB U MPABUTHUKA Ha MYV-IlneBeH.

J-p Tnamen Kpacumupos KpscreB e poped Ha 29.12.1969 r. B rp. Ilnesen. CpenHoro cu
obpa3oBaHie 3aBbplIBa B Maremaruuecka ruMHasus ,J'eo Munes“ B cohums rpaz. Ilpes
1995 r. 3aBppmBa OKC ,Maructbp™ mo MeAuMIMHA BbB BHCII MEIMUMHCKA HHCTUTYT —
IInepen. B mepuona 1996-2000 r. npumoOuBa CENHANTHOCT ,,ABHAllMOHHA MEJMIMHA™ BbB
Boennomenuuuucka akagemus — Codus, a B nepuona 2000-2004 r. u BTOpa CIEUHATHOCT
,,061a MeaunuHa™ BbB Buci Meaununcku uHCTHTYT — [IneBen. Ilpes 2003 r. mpuaobusa u
06pa3oBaTeIHO-KBATM(HUKAIMOHHA CTEIeH ,,MarucThp™ Mo CHenuasHoct ,DuHaHCH™ BBB

BenukoThpHOBCKH yHHBEpcHTeT ,,CB. ¢B. Kupun u Meroauii™.
OCHOBHHUTE My MHTEPECH B HAYQJIOTO ca HACOYSHH KbM BOeHHaTa MeunuHa. B neproza 1996

2015 r. MOCNIEOBATEIHO 3aeMa JUIHKHOCTUTE HAYaTHHK Ha MeJULMHCKa CiyxO0a, JeKap-
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OpAMHATOP M 3aMECTHUK-HAQUYaIHUK Ha MEIUIMHCKH IYHKT B Ppa3JIM4YHH BOCHHU
dbopmupoBanus. Ot 2015 r. 3amouBa paboTa KaTo acHUCTEHT B Katenpa ,,Papmakosorus™ B
Menuuuncku yHuBepcuteT — [ieBeH, kbaeTo paboTH U 10 JTHEC.

JI-p KpncTeB mpencraBs HayyHu NyOnMKaluu, y4acTus B HaydyHU (GOpyMU U clpaBka 3a
U3MIBIHEHHE HAa MUHUMAQIHUTE HalMOHAHUM U3MCKBaHus. IlpencraBeHuTe JOKYMEHTH
IOKa3BaT, Y€ ca U3MbJIHEHU U3UCKBAHUATA HA 3aKOHA 32 PA3BUTHETO Ha aKaJeMUYHUS CHCTaB
B Peny6nuka brarapus u [IpaBuiiHyka 3a HEroBOTO IpHUIaraHe 3a JOIYyCKaHe 10 MyOnuyHa
3alUTa Ha JUCEpTallMOHEH TPYJ 3a nmpuaoOuBaHe Ha oOpa3oBaTelHAaTa U HAy4yHATa CTENEH
»JLoKTOp*.

Temara Ha nQUCEpTAlMOHHHUS TPy € aKTyalHa U € CBbp3aHa ¢ u3ydaBaHe e(deKkTuTe Ha
aHTHoKcuaanTa yazapoust U-74389G 3a TepaneBTUYHO NPUIIOKEHUE B pazIMYHU MOJIEIH Ha
OKCHU/IATUBEH CTPEC U Bh3NajleHUe. M3mon3Banu ca eKCriepuMEeHTaIHI MOJIEH HAa aMUOJapOH-
uHayuupanara 6enonpodsa TokcuynocT (AUBT) u 6onecrra Ha Kpos.

OKCUIATUBHUAT CTPEC M XPOHUYHOTO THKAHHO BB3MAJCHHE Ca JBa MATOJIOTMYHU MPOLECH,
KOUTO Ca TSICHO CBBP3aHU U MOTaT Jia ObJIaT pasriiexk/IaHu KaTo 001 MEXaHUYEH ,,MOCT* MEXTy
TE€3U J1BE 3a00JIIBaHUsI, BBIIPEKH Y€ 3acsaraT pa3IiyHu opranu. Te GpopMupar camonoabpixali
C€ IOPOYEH KPBI, MPU KOHTO OKCHJIATHUBHUSAT CTPEC CTUMYJIUPA BH3NAIUTEITHUTE CUTHATHU
MEXaHM3MH, & XPOHHMYHOTO BB3MAJEHHE [IONpUHACS 3a JONBIHUTEIHO OOpasyBaHE Ha
pPEaKTHUBHU KHCJIOPOJHM M a30THH BHIOBE. B pesyarar ce 3aamibouyaBaT KIETHUYHOTO
yBpeX/1aHe, ThKaHHOTO PEMOJICIIUPaHE U Pa3BUTHETO Ha (GUOPO3HU U3MEHEHUSL.
AMHOIApOHBT € e()EKTUBEH aHTUAPUTMHUEH MEMKAMEHT, HO IIPU YacT OT MAlUEHTUTE MOXKeE
Jla IpUYMHU cepuo3Ha 6enoapodHa TokcuyHocT. AUBT Moxe f1a uMa pa3iuyHy KIMHUYHH |
[ATOJIOTUYHU MPOSIBYU U TMOTSHIMAIHO Ja JOBEAE [0 TEXKO, IOHSKOra HeoOpaTumo
6enoapobHO yBpexIaHe.

Bonectra Ha KpoH € XpOHHYHO, pEUMIUBHPAIIO BB3MNAIXTEIHO 3a00NsBaHe Ha
raCTpOMHTECTUHAIHUS TPAKT. XapakTepHa OCOOCHOCT € TPAaHCMYPATHOTO BB3NAJICHUE, KOETO
MOe /1a 00XBaHE BCHUKH CJIO€BE HA UpEBHATA CTEHA.

U-74389G e cunTeTHueH 21-aMHHOCTEpOHMJ OT rpynara Ha '"nazapouauTe, ¢ OCHOBEH
MOJIEKYJISIPEH MEXaHW3bM Ha [CHCTBHE HHXUOWpaHE INEpOKCHIAlMATa Ha MEMOpaHHUTE
JUIMIMA 4Ype3 YJaBsHE Ha IEPOKCHIOBM M XHJIPOKCHJIHH paJuKald. 3a pa3iuka OT
MeTwinpeaHusoigona, U-74389G He mposiBsiBa HMMYHOCYIpPECHBHH MJIM METaOOJIUTHU
HEeXENaHU €(PEeKTH, XapaKTepHH 3a KJIACHYECKUTe KOopTHKocTepouad. Chb3aBaHETO Ha
€KCIIEPUMEHTATTHUTE MOEIU Ha OenofpoOHa TOKCHYHOCT U BB3MAIUTEIHH 3a00/siBaHus Ha

yepBaTa U usciuenBane epexrure Ha nazapouna U-74389G npu 14X, ONpenensT aKTyaTHOCTTa
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Ha pa3paboTKaTa, a Bb3MOXHOCTTA 3a IIPUJIaraHe Ha IOJy4YEHHUTE pe3y/ITaTH B MpaKTHKaTa
OIpENENST BHCOKATa W CTOMHOCT. Pesynrature OT HacTOSIMs TPy OMXa JONPHUHECIH 3a
U3sACHsBaHE Ha TepaneBTHYHuUs noteHuuan Ha U-74389G npu 3abonsBanus, B IaToreHesara Ha
KOMTO OKCHIATUBHHSAT CTPEC U BH3NAIECHUETO UIPAsIT LIEHTPAIHA POJIs.

Llenta Ha AucepTalHsTa, KOSATO € Jla ce u3cnensar epekrure Ha jazapouna U-74389G mpu
eKCIIEPUMEHTAIIHA MOJENH Ha 0eloJpoOHa TOKCHYHOCT M BB3NAIMTENHM 3a00JIIBaHUS Ha
yepBata € GopMyJIMpaHa TOYHO H SCHO.

JlucepTauuaTa € HanucaHa Ha 153 crpaHuuu M oHarneneHa ¢ 53 ¢urypu u 9 Tabnuum.
M3non3Banara nuTepaTypa BKiIo4YBa 386 3arnasus, Mo-rojsmara 4acT OT KOMTO ¢a OT MOCJIeJHUTE
roarHu. M3105KeHHETO € ICHO U paboTaTa KaTo Lo € MHOro 100pe opopmeHa.

JlutepaTypHUAT 0030p € u3uepnarteseH U 3aabido4eH. [IpaBu BreyaTieHMe IMPOKOTO MOJI3BaHE U
MO3HaBaHE Ha CBETOBHATa juTepaTypa no mnpobGiema. Llenta e sicHo Qopmyiupana U 3a
TIOCTUTAHETO # ca MpPEJICTaBEHHW TPH 3alaud ¢ moj3anadu. Mscnensanu ca obmo 206 Genu
MBXKH IUIbX0Be nopoaa Wistar . M3non3Banu ca JBa excrnepumeHTannu monena 3a AUBT,
KaTo )KMBOTHHUTE ca pa3JiejieHy Ha reT rpynu. TecTBaHM ca ¥ TP MOJIella Ha €KCIIEPUMEHTAICH
KOJMT, C YETHPH TpyNH >XMBOTHH. Meromute ca afekBaTHM M uHGbOpMaTHBHH. [lpyru
M3M0J13BaHU METOAU ca OMOXUMHYHH, XHUCTONATOJOTUYHH, UMYHOJIOTHYHH M CTATUCTUYECKH 32
00paboTka Ha KOHKPETHUTE JaHHH.

PesynraTtute ca OGEKTHBHHM M JIOCTOBEPHH, KaTO OOCHIKIAHETO MM € HAMPaBEHO KOMIETEHTHO M
3aabna6oueno. PopMysiMpaHu ca 7 OCHOBHHM H3BOJA 3a MOJEJa Ha aMHOJApOH-HHIyLHpaHa
GenonpobHa TOKCHYHOCT ¥ IecT 3a mozena Ha DNBS (2,4-Dinitrobenzenesulfonic acid
hydrate)-uHaynupaH KOJMUT, KOMTO I'M NpueMaM. Te oTpassBarT TOYHO U I'BJHO OCHOBHHTE
MIOCTHO)KEHUS Ha MPEACTaBEeH sl TPY .

JI-p KpbcTeB nokasBa 3Ha4UTENEH 110 OO MPUHOCH, KOUTO Ca IPEACTABEHHU U apIyMEHTHPaHH
nobpe. Te ca pazaeneHu Ha MPUHOCH C OPMIMHAJIEH XapaKTep, KOMTO ca: 3a IbPBH IIBT €
CHCTEMAaTHYHO cpaBHeHa e¢ukacHocTTa Ha nazapomiaa U-74389G u mpemHM30JIOH OpH
aMUOIAapOH-UHIyIUpaHa O0eloApoOHa TOKCHYHOCT IIpH IUTBXOBE — YCTAaHOBEHO €, ue€
npoTekTuBHUAT edexT Ha U-74389G mo oTHOLIEHHE Ha MapkepuTe 3a OenoxpobHa Gubposa
(XMIPOKCHIIPOJIHH, KOJIATeH) € CPaBHUM, a 110 HAKOHM TI0Ka3aTeN| JIEKO MPEBB3X0XK AL eexTa
Ha TIPEIHM30II0H; 3a IbpBH IBT € u3cnenBaH epexrsT Ha U-74389G B DNBS-unayuupan
MOJIeTT Ha KOJIUT TP ILTBXOBE, KaTO € JEMOHCTPUpPAH KOMIUIEKCEH MPOTEKTHUBEH €(EKT —
KJIMHUYEH, MAaKpPOCKONCKM, HMYHOJIOTHYeH (LUMTOKUHM), aHTHOKcuaanTeH (MDA) wu
XHMCTOJIOTHYEH; ycTaHoBeHO e, ye U-74389G HopmaiiM3upa CEpyMHHTE HHBA HA MajOHOB

qangexua npa DNBS-uHaynupan KOJIUT 10 CTOMHOCTH, HEPA3IHYMMHU OT KOHTPOJIaTa, KOETO
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JI0Ka3Ba I'bJIHA aHTHOKCUIaHTHA NpoTeKuus cpeiry DNBS-uHayupanust OKCHIATUBEH CTPEC;
NOKyMeHTUpPaHO €, ye U-74389G notucka 3HauuMo npopb3nanutenaure quTokuau (TNF-a,
IL-1PB, IL-6) u noBumapa IL-10 mpu DNBS-unayuupan KoiuT, ¢ eekT, MpeBb3X0MKIaL]
cyndacana3suH B Ipuaradusi 6-IHeBeH NPOTOKoJI. OT IPUHOCUTE C HOTBBPAUTENCH U HAy4HO-
NPUJIOKEH XapaKTep € IOTBBPACHO, Y€ ABYKPATHOTO HHTPATpPaxXeajHO NPHIOKEHHE Ha
amuomapos (auu 0 u 2, 6,25 mg/kg) npeacrasispa no-6e3onacex u noaxoaaim Mmojaen Ha AUBT
B CPAaBHEHHE C €IHOKPATHOTO TPHJIOKEHHUE B II0-BUCOKA KOHIIEHTpALMsL; 10kazaHo €, ue DNBS
B n03a 30 mg, HHTpapeKTaJHO, € ONTHMAJIHATa J03a 3a MHJyIMpaHE Ha BB3NPOU3BOJUM U
TEXBK KOJIUT IPH IUTbXOBE OT nopoxa Wistar, moaxoasin 3a ¢papMakoJOrH4HU U3CIIE€ABAHHUS,
nokato no3ute oT 10 u 20 mg ocurypsiBaT Hel'bJIHA NIEHETPAHTHOCT; PA3IIMPEHU Ca JaHHUTE
3a aHTU(GUOPOTHYHUS NOTEHLHMA Ha JIa3apOMIMTE NpH OeNoJpoOHHU YBpEXIaHUS, KaTo €
yctaHoBeHO, ye U-74389G 3HaUUTETHO MHXUOMpPA OTJIAraHETO HA KOJAreH U MOBUILIABAHETO
Ha XMAPOKCUIIPOJIMH CIIeJl HHTpaTpaxealHo MPUJIOKEHUE Ha aMMO/IapOH.

Pesynrature ot quceprauusra ca myOiauKyBaHU B 3 cTaTuu: eiHa oT myOnukauuute € ¢ IF B
Archives of the Balkan Medical Union, equa B Journal of Biomedical and Clinical Research u
eZHa B COOpHUK JOKJIAH.

3akjayeHue:

IIpencraBeHUST MU 3a CTAHOBUILE JUCEPTALMOHEH TPYZ CHhABP)KA 3HAUUTEIHHM HAY4YHH U
IPaKTHYECKH IPUHOCU U OTrOBapsi Ha KAUECTBEHUTE U KOJIMYECTBEHUTE KPUTEPUH, 3ATI0KEHH
B [IpaBuiHMKa 3a pa3BUTHE Ha aKaJeMUYHUs cbcTaB Ha MY - [1neBeH kbM 3akoHa 3a pa3BUTHE
Ha akajeMH4Hus cbeTaB Ha P. Bwvarapus. [IpeaBua moOpe mpoBEAEHOTO HAy4HO W3CIEABaHE,
3a/I6I00YEHUS aHAIU3 Ha IOJIyYEHUTE Pe3yJITaTh, LUIOCTHOTO oOopMIIeHHE Ha pa3paboTkara U
Hay4HUTe ITyOIMKaluK, Bb3 OCHOBA Ha KOUTO € Oa3upana, ¢ Jbja0oKa yOeIeHOCT NpernopbhuBaM Ha
IOYHTAaEMUTE WieHOBe Ha Hay4yHOTO Xypu Aa riacyBaT MOJIOXHTETHO 3a NMPUCHKIAHETO Ha
HayyHara crenel ,,JJIOKTOP” na n-p [lnamen Kpacumupos Kpscres.

Kato unen Ha XXKYPUTO ACKJIapupaM, 4€ BOTHT MU LIC € ITOJIOXKUTEIICH.

Ha ocHoBaHue 4n.59 ot 33514

31.08.2026 r. [Tpod. n-p Axenust IumMuTpoBa, iM

[IneBeH



OPINION
by Prof. Aneliya Aleksandrova Dimitrova, MD, PhD

Department of Physiology and Pathophysiology, Faculty of Medicine, 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
of Pharmacology 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 of U-74389G in Experimental Models of
Pulmonary Toxicity and Colitis in Rats” for the acquisition of the 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
of Pharmacology and Toxicology, Faculty of Pharmacy, 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 of Head of a Medical Service, Staff Physician, 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 of Bulgaria 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 of oxidative stress and inflammation. Experimental models of amiodarone-
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 of membrane 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 of pulmonary 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 of scientific 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-a, IL-1B, and IL-6 and increases IL-10 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 10 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 of the Balkan Medical Union, one in the Journal of Biomedical
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 of Medical 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 of the Scientific Jury vote positively for the award
of the 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
Ha ocHoBanue 4n.59 ot 33J/14

Pleven

Prof. Anelia Dimitrova, MD, PhD



