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1. O6mo npeacTaBsiHe HA NpPoNeIYPATAa H JOKTOPAHTA

[IpencTaBeHUST KOMIUIEKT MaTepHaid Ha XapTUEH/EJEKTPOHEH HOCUTEN € B
CHOTBETCTBHE C M3MCKBAHMATA HAa 3aKOHA 3@ Pa3BUTHE Ha aKkaJeMU4YHUs chcTaB B PemyOnuka
benrapus (3PACPB), [lpaBunnuka 3a mpuiaraHeto My M IIpaBuiHuKa 3a pasBUTHE Ha
akageMu4Hus cbetaB Ha MY — [Inesen (2022). KoMmiekTsT € MOApeaEH KOPEKTHO U IIBJIHO.
He ce ycTaHOBsIBaT HapyIlIeHHUs Ha MPOLEIypHUTEe W3UCKBaHUs. Hsma qaHHU 3a MjaruaTcTBo
B [IPEJIOCTABEHUS] MU 3a OLICHSIBAHE JUCEPTALMOHEH TpyI. JlekiapupaM, 4e HiMaM KOH(IUKT
Ha MHTEPECH ¢ KaHAM/aTa 110 CMUChJIA Ha JeHCTBalllaTa HOpMaTHBHA ypeada.

2. KpaTku Onorpaduysu JaHHHU 32 JOKTOPAHTA

J-p Tlnamen Kpacumupo KpbceTeB 3aBbpuiBa Bucle 00pa3oBaHHEe B MeIUIUHCKH
yHHUBepCcHUTET B rp. IlneBeH che crnenuanHocT MeaunuHa npe3 1995 r. B cTpemexsT cu 3a
OBJaJsiBaHe Ha HOBM 3HaHus mnpe3 2002 roxuHa mnpuaoOMBa MAarucTbpcKa CTENEH IO
(UHaHCH, UKOHOMUCT BbB BETHMKOTHPHOBCKUSI YHUBEPCUTET.

[TpodecuoHamHusT My mBT KaTo Jiekap 3amouBa rnpe3 1996 r. karo HavajaHUK Ha
MeQuIMHCKa ciy0a Ha noaenenue 38960 ceno Temmm. B mepuoma 2002 roauna mno 2005
roJIMHa € JIeKap OpAMHATOP B MeauiuHcku MyHKT Ha YbB .. Xpucro bores™ Ilnesen. Ot 2005
roguHa 10 2007 roauHa TOM € 3aMECTHMK HAYaJIHUK Ha MEJMLMHCKH IYHKT Ha IOJAEJICHHUE
24870 ceno Kamenen. Ot 2007 rommna o 2015 roauHa € 3aMECHHMK HayallHMK Ha
MEIUUMHCKM MMyHKT Ha BoeHHO (opmupoBanue 52090 B Jlonna Mutpononus. Ilpes 2015
roJuHa CJIeJ] yCIelleH KOHKypC € Ha3HaueH 3a pEJOBEH AaCUCTEHT B Kareapara II0
®apmakosiorusi 4 ToOkcukoaorust Ha MY [lneBeH A0 HaCTOSIIIMA MOMEHT.

J-p KpbcTeB mpoBexaa MpakTHYECKUTe 3aHUMEHHUs M0 (apMakosorus Ha CTYJIECHTHTE
mo MeauuuHa BBB Dakynrer ,MeauMuMHA™ W CTYJEHTH OT CHEUHATHOCT ,MeauuuHcka
cecTpa® B MeIMLIMHCKU KOJIEK KbM YHUBEPCUTETA.

JIOKTOpaHTBHT MPUTEXaBA MHOTO JOOPH YMEHHS 3a paboTa ¢ NEPCOHANIEH KOMITIOTHD C
OCHOBHHMTE OGHC NPOrpaMH, CTATHUCTUKUA M €JIEKTPOHHM IulaThopmu 3a oOyueHue Ha
ctyneHt. To#t Biagee OTIMYHO MUCMEHO ¥ TOBOPUMO aHIVIMMCKU U pycKH e3uK. [Ipemunan e
obyueH#e 10 ,,3ApaBeH MEHUKMBHT 32 PbKOBOAMTENM Ha jeyeOHH 3aBeneHus . IIpes 2010
roauna e npemunan ,,Captain’s Career Course™ 3a MEAMIIMHCKH KaJIpU ¢ BHclIe oOpa3oaHue
BbB BoeHHuTEe 0a3u ,.Lackland AFB* u ,Fort Sam Houston®, Can AHTOoHHO, ata Texcac,
CAILL.

% Amya.rmocT Ha TEMaTHUKaTa U HCJICC'bOﬁpaI!HOCT Ha NMMOCTABCHUTE LEJ U 3a1aYH



TemaTHKara Ha qUcepTaIMATa € aKTyallHa, OCOOEHO IIpe3 MOCIeAHUTE TOJUHH KOraTo
MHJIHOHH XOpa 10 CBETa CTpajaT OT YCIOXKHEeHusTa Ha 3apa3aTta ¢ Kosua-19. Ot apyra
CTpaHa HapacTBalllaTa yrnoTpeda Ha HOBH JIEKapcTBa OT IpyliaTa Ha MOHOKJIOHAJIHM aHTUTENA,
IPOTHBOTYMOPHU XHMUOTEPATIEBTUIIM ¥ ar€HTH C MOJIEKYJISIPHO HACOYBAHE MPEAU3BUKBAT
OKCH/IATHBEH CTPEC U MOTEHI[HATIEH PUCK OT OpraHHa TOKCUYHOCT. OKCHUIaTUBHUAT CTPEC €
OCHOBEH (haKTOp 3a Pa3BUTHETO Ha peulia 3a00IIBaHus, BKIIOUUTENIHO 6eI0ApOOHH
YBpEXIaHHUs U BH3NAIUTEIHHU 3a00sBaHus Ha yepBaTta. OT Apyra cTpaHa IpH JE€YEHUETO Ha
MIaTOJIOTUYHHU CHCTOSHHUS, CBHP3aHU C OKCHUIATUBEH CTPEC CE U3I0JI3BAT PAa3/IMYHU KJIacOBE
aHTHOKCcHaHTH. HeoOX0IMMOCTTa OT Ch3JaBaHETO HAa HOBU MEAUKAMEHTH 3a Ta3H LIE]
HapacTBa.

LlenTa U oceMTe 3aJaud Ha JUCEPTALMOHHUS TPYJ Ca HAIlMCAHU ACHO U To4HO. Te ca B
'BJIHO CHOTBETCTHHE € ITIOJyYEHUTE DE3YJITaTH, a UMEHHO Ja ce u3cueaBaT e(exTuTe Ha
nazapouga U-74389G mnpu eKCrepUMEHTAIHM MOJENM Ha OeloApoOHa TOKCHYHOCT H
BB3NMAIMTEIHU 3a00JsgBaHWs Ha uepBara. VI3BbpimeHa € 3HA4YMTENHa 10 00eM
eKcriepuMeHTanHa pabora ¢ 206 Genrt MBXKH ILTBXa nopoja Buctap, ¢ Tersio 200-250 rpama.
JI-p KpbcTeB € M3Mon3Bal CHbBPEMEHHH EKCIEPMMEHTAIHM MOJIENH 32 MPEeIU3BHKBaHE Ha
MeIMKaMeHTO3Ha MyMOGHOpo3a ¥ XUMHUYECKM HMHAYLUpPaH KOJMT Ha ONMTHMU >KHBOTHH.
[Ipoy4yBaHEeTO € MPOBEIEHO B CHOTBETCTBHE C MEXIYHAPOJHHWTE CTaHAAPTH 3a TpUXa U
m3nomBaHe Ha onuTHH kuBoTHH (EBpomeiicka aupextuBa 2010/63/EC), xakto u ¢
HALMOHATHOTO 3aKOHOJATEICTBO M TOJIMTHKH U € 0700peHo oT beiarapckara areHuus o
0€30MacHOCT Ha XpPaHHUTE.

4. XapaKkTepHCTHKA H OLIEHKA HA JHCEPTANHOHHHUS TPy

JlvcepTallMOHHHUAT TPy € ¢ obm obem 153 cTpaHulM, OT KOMTO: H3IIOJI3BAHU
CBKpallleHus — 5 CTp., BbBeAeHHe U 0030p — 51 cTp.; Lel, 3a4a4y, MaTepuan u Meroau — 11
CTp.; pe3ynTatd ¥ oOckkaaHe — 62 CTp.; HaydHH NPUHOCH — 1 CTp.; M3BOAM — 2 CTp.;
3aKIIIOYeHHe — | CTp.; CIUCHK Ha Hay4YHUTE IyOsmKaimu — 1 crp.; Gubmuorpadus — 16 ctp.

PaGorara e oHareeHa ¢ 52 purypu u 9 Tabauim, KOETo € IoKa3aTesl 3a rojieMus obem
W3CJIe/IBaHUS, OCBILIECTBEHH CAMOCTOSTEIHO OT JOKTOpaHTa 3a JI0Ka3BaHE Ha IOCTaBeHaTa
Te3a U M03BOJSABAT JOOPO BH3IPUEMAHE Ha NPEICTABEHUTE PE3YJITATH.

Bubnuorpadusta KbM JMCEPTALMOHHMS TPyd CBAbpXka 386 M3TOYHMKa — 3 Ha
kupumina u 383 Ha natunuua. Hazg 60% ot 1uTepaTypHUTE H3TOYHHULM Ca OT MOCISAHATE 5
TOJIMHHU.

3arjJaBUeTO Ha  JWCEPTAllMOHHHS TPyJ € MHTpUIyBall0o M Haco4YBa KbM

€KCIIEpUMEHTaJIHATa CBIIHOCT Ha Ta3H pa6OTa. BeBenenuero Ha JUCCPTALlMOHHUSA TPYA



JIOTMYHO HACOYBAa BHUMAHHETO KbM H3ydaBaHe Ha (hapMakoJIOTHYHUTE e)EKTH Ha Ja3apou —
AQHTHOKCHIAHT OT rpynarta Ha 21-aMHMHOCTEPOUIUTE, KOMTO MHXMOMpa NEPOKCUAALMUATa Ha
JUnUHaTa MeMOpaHa BCleACTBUE Ha okcuaaTueH crpec. Jlasapoun U-74389G — obGekT Ha
JMCEPTALlMOHHMS TPYJ, UMa MOTECHIMAT la MHHUMM3MpPA Te3u epeKTH KaTo aHTHOKCHIAHT.
MexaHu3MHUTE Ha TOBa ACHCTBHE HE ca J00pe NMpOy4YeHH, a TAXHOTO M3y4yaBaHE pa3KpHBa
BB3MOXKHOCTH 32 Ch3/1aBaHE Ha HOBU TEPANEBTHYHH CTPATCTHH.

O630pbT Ha JUCEPTALMOHHMS TpPYJ pPa3KpuBa BB3MOXKHOCTUTE Ha A-p KpbereB na
HaBJIE3€ B CHIHOCTTA HA BaXKEH 32 MEAMIIMHCKATA IpaKTHKaTa MpobaeM U Jia NpOsiBU Hay4YeH
IO/IXOJ] IPH HETOBOTO EKCIIEPUMEHTAIHO MOJIeMpane. TpyUTe yacTi Ha JIUTepaTypHHs 0030p
ca MPSKO CBBP3SHU ChC CHIIHOCTTA HA JUCEpTalMOHHUS TpyA. [IbpBaTa yacT € nmocBeTeHa Ha
nasapouy U-74389G, HeroBute OCHOBHH (hapMaKOJOTHYHU XapaKTEPHUCTHKH H NPOOIEMHUTE,
KOMTO MPEACTOST Ja ObJaT pelleHH, CBbP3aHi C MEXaHU3Ma Ha JEUCTBHE U OE€30I1aCHOTO My
M3II0JI3BaHE MPH )KUBOTHH M XOpa. MHOro CIOJIy4IMBO Ta3H 4acT Ha 0030pa 3aBbpllBa ChC
cpaBHeHHE Ha (apmakosoruyHute cBoiictBa Ha U-74389G u TepaneBTUYHHUTE BH3MOXKHOCTH
Ha MeTWInpeaHu30yioH. CpaBHEHHU ca NpeIMMCTBaTa U HEAOCTATHIMTE HA BCEKH OT TAX KaTo
CpeZCTBa 3a MPEOJ0IsIBaHE HAa OKCUIATUBHUS CTpPEC.

BTopara u TpeTa yacT Ha JIMTepaTypHus 0030p ca cBhp3aHu ¢ OenospodHaTa pudposa u
BB3NAJIUTEHUTE 3a00JISIBAHKS HA YepBaTa KaTo yJlepo3eH KoyMT u G6onect Ha Kpon. [[sere
YacTH NPEACTaBAT HAKPATKO XHMCTOJOTHYHHUTE IPOMEHH, IAaTOaHATOMHUYHUTE H3MEHEHMUS,
naTo(GU3NOJOTMYHI MEXaHU3MU M KJIMHUYHU CUMITOMH Ha OKCHJIATHBHHUS CTPEC, JIOBEIIH 10
yBpeXaHe Ha Oenute JpoOOBe U TUIaBHIMTE HAa XpaHOCMHIIATeNHaTa cucTemMa. B Tesu jBe
YaCcTH aKIEHTHT € BbPXY CKCIIEPHMEHTATHUTE MOJENH Ha IMyJIMo(puOpo3a M KOJUT, KOUTO
apryMeHTHpaT METOJAMUTE, U3MOJI3BaHU B AUCEPTALIMOHHUS TPYI.

B rnaBata Marepuas U METOJH MOAPOOHO U KOPEKTHO Ca ONHCaHH €KCIIEPUMEHTATHUTE
MoJeNd ¥ MeToau. M3nonssanu ca 206 Oenu MBXKH TUTbXa nopoaa Wistar ¢ terno 200-250 r,
OTIJIEKJaHW TpPH  CTAHJAPTHU3MPAHU  YCJIOBUS, Karo OOEMBT Ha  M3BBpIICHATA
eKCIieprMeHTalHa paboTa e 3HauuTeneH. [IpaBu BreuyaTiieHHE H3KIFOUMTENIHO MNPELU3HUSA
noaAGOp Ha ONWTHM TIOCTAHOBKM 3a BepuU(HIMpaHe Ha TepalneBTHYHATa €(PEKTUBHOCT OT
npuiarane Ha jazapoun U-74389G. Ilpu mojena Ha aMHOJApOH-MHAYLUMpaHa OenoapodHa
TOKCHYHOCT Ca CPaBHEHH JIBa PEXMMa Ha MHTPATPaxealHO NPHIIOKECHHE HA aMHUOJAPOH —
€IHOKpPAaTHO W JBYKpaTHO. B excnepumeHTUTE € Hu30paH [BYKPAaTHHsS pPEXUM, KOHTO
OCUTYpsIBa BB3IIPOU3BOIUMO yBpPEXIaHe NPU MO-HUCHK JeTanuTeT. [Ipy excnepumeHTaitus

MOJI€]l Ha KOJIAT ¢a TECTBAHM TPU 1034 Ha yiueporeHHus areHT DNBS. B3 ocHoBa Ha



MOJIyYEHHUTE pe3yaTaTd e u3bpana mo3ara ot 30 mg, KOATO HHAYLHMPA BB3IIPOU3BOAMM KOJIUT
IIPU BCUYKU ONIUTHHU XUBOTHHU.

ExcriepuMeHTHTE ¢ OMMTHY KMBOTHH Ca OCBILECTBEHH IPH CIIa3BaHE Ha IIpaBara Ha
KUBOTHHTE chbrylacHO International Guiding Principles for Animal Research u eruunute
NPUMHIIUIIY [P [UIAHUPAHE U TPOBEXIaHe Ha eKCIIEPUMEHTH Criope]] M3ucKkBanuaTa Ha BABX
U KoMucuaTa o ETvka Ha HayuHHu u3ciiensanus npu MV Ilnesen.

B rnaBara pesyarard u OOCBHXJaHe IposdyaBa yMeHHeTo Ha JA-p KpbereB na
CBHIIOCTaBsl CBOMTE pE3yJITAaTH C JaHHU Ha JPYrd aBTOPU. AHaIu3bT Ha IyOJIMKalMUTE 110
TeMara o3BoJisiBa Ha A-p KpbCeTeB [ja HacOul BHUMAHUETO KbM HE PEIIEHUTE NPOOJIEMH U J1a
NOACKaXE WM 3a HOBH TepameBTHMYHM peuieHus. [IpencraBeHuTe paschKICHHS
KPacHOPEUMBO 3aTBBPIKIABaT yOexIeHHeTo, 4e A-p KpbeTeB € u3rpajieH y4eH ¢ TBOPYECKH
MOJXO/1 KbM ITOCTaBEHAaTa 1ieJl ¥ 3aJa4H.

JlMcepTallMOHHMAT TPY/l 3aBbpIIBa ¢ 7 U3BOJA IPH MOJEN HAa aMMOJApOH MHAyLHpaHa
6enoapobHa TOKCHYHOCT ¥ 6 u3BoAa npu Mozaen Ha DNBS- muaynupan xoaut. Tosu Tpya
¥Ma IIPUHOCH C Hay4YHO M MIPHJIOKHO 3HaueHue. [IpremMaM HaIbjIHO, TIOCOYEHUTE OT aBTopa 4
MPHHOCA C OPUTHHAJICH XapaKTep U 3 ¢ MOTBBPAUTENHO U IPHIIOKHO 3HAYECHHE.

Crartuctuyeckata oOpabotrka Ha pmaHHuMTe. [lomyuenure HaHHH ca TOMJIOXKEHH Ha
TOIXOIAI CTATUCTHUMKM aHanu3 ¢ mporpamara SPSS, v.21 ¢ rpaduuHo mpeicTaBsHEe Ha
nannute upe3 GraphPad copryep. Pesynrarure ca NpeicTaBEeHH KOPEKTHO B TaOIULM H
¢urypu. [-p KpbcreB npurtexaBa MHOTO J00pH KOMIIOTHPHH YMCHHS 3a OHArJeIsBaHE U
Npe3eHTUpaHe Ha MOJTy4YeHUTE pe3yJITaTH.

6. Ily6iMKanyu 1 HAy4YHA aKTHBHOCT

JI-p KpbeTes e npejcTaBuil 3 HayyHH My OJIMKAIUH, B IBE OT KOUTO € IbPBHU aBTop. [Be
OT NyONMKaUMWTE ca OTIeYaTaHH B HAy4YHHM HU3JaHus, pedepupaHd W HHICKCUpaHH B
CBETOBHOM3BECTHH 0a3u JaHHH ¢ Hay4Ha uHdopmanus (Scopus, Web of Science), a enna — B
Hepe(epHpaHO W3JaHHe C Hay4yHO peleH3upane. IlyOnvkanuoHHaTta aKTHBHOCT Ha
JIOKTOpaHTa Mo mokasaren ,,I™ e 45 TOYKH, KOETO HAAXBBPJISI MUHMMAIHUTE HAlMOHAIHH
m3ncKBaHus 3a npugobusane Ha OHC ,Jloktop™ B mpodecHoHanHO HampasieHue 7.1.
MenuiyHa, ¢ HOPMaTHBHO U3KMCcKyeM MUHUMYM oT 30 T. Pesynrtatute OT mpoyd4BaHuUsATa ca
npeacrapenu Ha VIII Haumonanen konrpec mo dapMakonorus, KIMHAYHA HapMaKkoIOrHs U
Tepanyus ¢ MeXayHapoHo yyactiue B MY — Ilnesen, npes 2024 r.

[Ty6auKkaloHHaTa akTUBHOCT Ha JI-p KpbCTeB € nmpenocTaBka 3a MomyJisipu3supaHe Ha

MOJIydeHHTE PEe3yJITaTH CPeJl Hay4YHO-M3CIICI0BATEICKH KOJEKTHBH y Hac U B uyxOuHa. Te



IIpEaACTaBIABaT HHTEPEC 3a CICHHAIUCTH B obmacTra Ha (bapMaKOHOl"Hﬂ, TOKCHKOJIOT'Hs,

BOCHHa ME€AWIIMHA, BbTPCIIHA 6OJI€CTI/I, WHTCH3HMBHO JICUCHHUEC U pCaHUMalusl.

7. JIuuHO y4yacTHe HAa JOKTOPAHTA

CunraM, Y€ JMCEPTALMOHHMAT TpyJ € Ju4yHo aeno Ha A-p Ilnmamen Kpneres. B
MOJIKpena Ha TOBa € ¥ (HaKThT, Ue MOJTyUSHUTE pe3yITaTd U GopMyJIMpaHy IPUHOCH Ca JINUHA
3aciIyra Noji yMEJIOTO PHKOBOJICTBO Ha HAYYHUTE DPHKOBOJUTENH Ha JOKTOPAHTKATa — Ipod.

n-p 'anst CraBpeBa-MapuHoBa u jio1l. 1-p Buonera Jlanuesa, 1M

8. ABTopedepar

ABTOpedepaThT KbM JIUCEPTALMOHHHUS TPY € H3UeprareeH, OTIMYHO OHarjIeAeH ¢ 53
(urypu v 9 TabNMIK U HAIBJIHO JOCTaThyeH Kato obeM oT 60 cTpaHHMIM 3a Ja MpeICTaBu
ChIIHOCTTa Ha pabortara. Tol e M3roTBEH CHOpE] W3UCKBaHUATA Ha IMPAaBUITHHKA 32
YCIIOBHUATA M peJia 3a MpUAoOMBaHe Ha HAYyYHH CTENICHU U 3a€MaHe Ha Hay4HH UIHKHOCTH B
MY IlneseH.

9. Kputuunu 0es1e;KKH U NpenopbKH

Hsamam kpuTU4HM O€NeXKH, a Npenopbkata MU KbM JUCEPTaHTa € Ja IOBMIIM
nyOJMKallMOHHATa CH AKTHBHOCT B pedepupaHd MEXAyHApOAHU u3naHus. Tosa e
MOy JIApU3Mpa MHTEPECHUTE PE3YJITaTH OT JUCEPTALMOHHHUS TPYX M ILIE JOBEJAC IO BHUCOK
MPOLEHT LIUTUPAHHUSL.

3AKJIIOYEHUE

JIMCcepTallMOHHUSAT TPY ChABPXKA HAYUHO-TIPUIIONKHH PE3yJITaTH, KOUTO NPEACTABIIABAT
OpMIMHAJIEH NIPUHOC B HAyKaTa ¥ OTrOBapsAT Ha BCUUKU M3MCKBaHMs Ha 3aKOHA 3a Pa3sBUTHE
Ha akajgeMuyHus chcTaB B Pemy6iuka benrapus (3PACPB) u IIpaBunHMKa 3a HEroBOTO
npunarade. [IpeacTaBeHUTE MaTepualid W pe3yJITaTH ChOTBETCTBAT Ha HM3UCKBaHMATA Ha
[IpaBunHMKa 32 YCJIOBUSATA U pejia 3a IPUI00MBaHE HA HAYy4YHHU CTEIIEHU U 3aCMaHe Ha Hay4YHH
JUTBXHOCTH B MV Ilnesen.

JlvcepTallMOHHMAT TPyZ MoKa3Ba, 4ye a-p [lnmamen KpbcreB nmputexkapa 3a1blI00YEHH
TEOPETUYHU 3HAHUS M NPOPECHOHATHH YMEHHs MO HaydHaTa crenuannoct dapmakoiorus
(BKJI. (apMaKOKMHETHKA MW XHMHOTEpamusi) Karo JEeMOHCTpHpa KadecTBa M YMEHHs 3a

CaMOCTOSATEIIHO NIPOBEXKIaHE HA HAYYHO U3CJIC/IBAHE.



[Topagu ropeusnoxeHOTo, YOEJCHO JaBaM CBOSITA HONONCUMENHA OUEHKA 3a
MPOBE/ICHOTO H3CJIEBaHe, IMPEACTaBeHO B DPELEH3UpAHHUsS TO-rOpe JUCEPTAlMOHEH TPY/I,
aBTOpedepar, MOCTUTHATH PE3yJITATH U IPUHOCH.

IIpenaraM Ha NMOYHMTAEMOTO HAYYHO JKypH Na NPHCHAM 00pa3oBaTeJHATA H
Hay4Ha creneH ‘{lokrop’ Ha a-p [lnamen Kpacumupos KpbcreB B 10KTOpCKa mporpama

no ,,apmakoJiorus (BKJ1. papMaKOKHHETHKA H XHMHOTepanus)“.

Ha ocHoBaHnue 4n.59 ot 33714
IlaoBaus, 01.09.2026r.
Mpod. a-p TIOJIMUJI IEAYEB IEMYEB, am, M3m
/Karenpa 1o  ¢apMakoiorusi,  TOKCHKOJOTHUS U
dapmakorepanus mnpu @DapmaineBTHueH GdakyiaTeT Ha

Menuuuncku ynuBepcutet [1moBaus/
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1. General presentation of the procedure and the doctoral student

The submitted set of materials on paper/electronic media is in accordance with the
requirements of the Act on the Development of the Academic Staff in the Republic of
Bulgaria (DASRB), its Implementing Regulations and the Regulations on the Development of
the Academic Staff of MU — Pleven (2022). The set is arranged correctly and completely. No
violations of the procedural requirements are established. There is no evidence of plagiarism
in the dissertation submitted to me for evaluation. I declare that I have no conflict of interest
with the candidate within the meaning of the current regulations.

2. Brief biographical data about the doctoral student

Dr. Plamen Krasimirov Krastev graduated from the Medical University in Pleven with a
degree in medicine in 1995. In his quest to master new knowledge, in 2002 he obtained a
master's degree in finance, an economist at the University of Veliko Tarnovo.

His professional path as a doctor began in 1996 as the head of the medical service of
unit 38960, village of Tepish. In the period from 2002 to 2005, he was a resident doctor at the
medical center of the "Hristo Botev" University Hospital in Pleven. From 2005 to 2007, he
was the deputy head of the medical center of unit 24870, village of Kamenets. From 2007 to
2015, he was the deputy head of the medical center of military formation 52090 in Dolna
Mitropolia. In 2015, after a successful competition, he was appointed as a full-time assistant
in the Department of Pharmacology and Toxicology of the Medical University of Pleven until
NOW.

Dr. Krastev conducts practical classes in pharmacology for medical students at the
Faculty of Medicine and students of the specialty "Nursing" at the Medical College of the
university.

The doctoral student has very good skills in working with a personal computer with the
main office programs, statistics and electronic platforms for training students. He has
excellent written and spoken English and Russian. He has completed training in "Health
Management for Heads of Medical Institutions". In 2010, he completed the "Captain's Career
Course" for medical personnel with higher education at the military bases "Lackland AFB"
and "Fort Sam Houston", San Antonio, Texas, USA.

3. Relevance of the topic and appropriateness of the set goals and objectives

The topic of the dissertation is relevant, especially in recent years when millions of
people around the world suffer from the complications of Covid-19 infection. On the other

hand, the increasing use of new drugs from the group of monoclonal antibodies, antitumor



chemotherapeutics and molecularly targeted agents cause oxidative stress and a potential risk
of organ toxicity. Oxidative stress is a major factor in the development of a number of
diseases, including lung damage and inflammatory bowel diseases. On the other hand, in the
treatment of pathological conditions associated with oxidative stress, different classes of
antioxidants are used. The need to create new medications for this purpose is growing.

The goal and eight tasks of the dissertation are written clearly and precisely. They are in
full accordance with the results obtained, namely to study the effects of lazaroid U-74389G in
experimental models of lung toxicity and inflammatory bowel diseases. A significant
experimental work was carried out with 206 white male Wistar rats, weighing 200-250 grams.
Dr. Krastev used modern experimental models to induce drug-induced pulmonary fibrosis and
chemically induced colitis in experimental animals. The study was conducted in accordance
with international standards for the care and use of experimental animals (European Directive
2010/63/EU), as well as with national legislation and policies and was approved by the
Bulgarian Food Safety Agency.

4. Characteristics and evaluation of the dissertation work

The dissertation has a total volume of 153 pages, of which: abbreviations used — 5
pages, introduction and overview — 51 pages; goal, tasks, material and methods — 11 pages;
results and discussion — 62 pages; scientific contributions — 1 page; conclusions — 2 pages;
conclusion — 1 page; list of scientific publications — 1 page; bibliography — 16 pages.

The work is illustrated with 52 figures and 9 tables, which is an indicator of the large
volume of research carried out independently by the doctoral student to prove the thesis and
allows for a good perception of the presented results.

The bibliography to the dissertation contains 386 sources — 3 in Cyrillic and 383 in
Latin. Over 60% of the literary sources are from the last 5 years.

The title of the dissertation is intriguing and points to the experimental nature of this
work. The introduction of the dissertation logically directs attention to the study of the
pharmacological effects of lazaroid - an antioxidant from the group of 21-aminosteroids,
which inhibits lipid membrane peroxidation due to oxidative stress. Lazaroid U-74389G - the
subject of the dissertation, has the potential to minimize these effects as an antioxidant. The
mechanisms of this action are not well studied, and their study reveals opportunities for
creating new therapeutic strategies.

The review of the dissertation reveals the capabilities of Dr. Krastev to delve into the
essence of an important problem for medical practice and to demonstrate a scientific approach

in its experimental modeling. The three parts of the literature review are directly related to the



essence of the dissertation. The first part is dedicated to lazaroid U-74389G, its main
pharmacological characteristics and the problems that remain to be solved, related to the
mechanism of action and its safe use in animals and humans. This part of the review very
successfully ends with a comparison of the pharmacological properties of U-74389G and the
therapeutic possibilities of methylprednisolone. The advantages and disadvantages of each of
them as means for overcoming oxidative stress are compared.

The second and third parts of the literature review are related to pulmonary fibrosis and
inflammatory bowel diseases such as ulcerative colitis and Crohn's disease. Both parts briefly
present the histological changes, pathoanatomical changes, pathophysiological mechanisms
and clinical symptoms of oxidative stress, which led to damage to the lungs and mucous
membranes of the digestive system. In these two parts, the emphasis is on the experimental
models of pulmonary fibrosis and colitis, which argue the methods used in the dissertation
work.

In the chapter material and methods, the experimental models and methods are
described in detail and correctly. 206 white male Wistar rats weighing 200-250 g were used,
raised under standardized conditions, and the volume of experimental work performed was
significant. The extremely precise selection of experimental setups for verifying the
therapeutic effectiveness of the application of lazaroid U-74389G is striking. In the model of
amiodarone-induced pulmonary toxicity, two regimens of intratracheal administration of
amiodarone were compared — single and double. The double regimen was chosen in the
experiments, which provides reproducible damage with lower lethality. In the experimental
model of colitis, three doses of the ulcerogenic agent DNBS were tested. Based on the results
obtained, the dose of 30 mg was chosen, which induced reproducible colitis in all
experimental animals.

The experiments with experimental animals were carried out in compliance with the
rights of animals according to the International Guiding Principles for Animal Research and
the ethical principles in planning and conducting experiments according to the requirements

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

Medical University.

The chapter results and discussion demonstrates Dr. Krastev's ability to compare his
results with data from other authors. The analysis of publications on the topic allows Dr.
Krastev to draw attention to unsolved problems and suggest ideas for new therapeutic
solutions. The presented reasoning eloquently reinforces the belief that Dr. Krastev is a well-

established scientist with a creative approach to the set goal and tasks.



The dissertation work ends with 7 conclusions in a model of amiodarone-induced
pulmonary toxicity and 6 conclusions in a model of DNBS-induced colitis. This work has
contributions of scientific and applied significance. I fully accept the 4 contributions indicated
by the author as original in nature and 3 with confirmatory and applied significance.

Statistical data processing. The obtained data were subjected to appropriate statistical
analysis with the SPSS, v.21 program with graphical presentation of the data using GraphPad
software. The results are presented correctly in tables and figures. Dr. Krastev has very good
computer skills for visualizing and presenting the obtained results.

6. Publications and scientific activity

Dr. Krastev has presented 3 scientific publications, in two of which he is the first
author. Two of the publications are printed in scientific journals, referenced and indexed in
world-renowned databases of scientific information (Scopus, Web of Science), and one - in a
non-referenced publication with scientific review. The publication activity of the doctoral
student according to indicator "G" is 45 points, which exceeds the minimum national
requirements for acquiring the ONS "Doctor" in the professional field 7.1. Medicine, with a
regulatory minimum of 30 points. The results of the studies were presented at the VIII
National Congress on Pharmacology, Clinical Pharmacology and Therapy with international
participation at the Medical University - Pleven, in 2024.

The publication activity of Dr. Krastev is a prerequisite for popularizing the results
obtained among scientific research teams in our country and abroad. They are of interest to
specialists in the fields of pharmacology, toxicology, military medicine, internal medicine,
intensive care and resuscitation.

7. Personal participation of the doctoral student

[ believe that the dissertation is the personal work of Dr. Plamen Krastev. This is
supported by the fact that the results obtained and formulated contributions are a personal
merit under the skillful guidance of the doctoral student's scientific supervisors - Prof. Dr.
Galya Stavreva-Marinova and Assoc. Prof. Dr. Violeta Dancheva, MD

8. Abstract

The abstract of the dissertation is comprehensive, excellently illustrated with 53 figures
and 9 tables and is completely sufficient in its 60 pages to present the essence of the work. It
has been prepared in accordance with the requirements of the regulations for the conditions
and procedure for acquiring scientific degrees and holding scientific positions at the Pleven

Medical University.



9. Critical remarks and recommendations
[ have no critical remarks, and my recommendation to the dissertation is to increase his
publication activity in refereed international journals. This will popularize the interesting

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

CONCLUSION

The dissertation contains scientific and applied results that represent an original
contribution to science and meet all the requirements of the Act on the Development of
Academic Staff in the Republic of Bulgaria (ADABRB) and the Regulations for its
implementation. The presented materials and results comply with the requirements of the
Regulations on the conditions and procedure for acquiring scientific degrees and occupying
scientific positions at the Medical University of Pleven.

The dissertation shows that Dr. Plamen Krastev possesses in-depth theoretical
knowledge and professional skills in the scientific specialty of Pharmacology (incl.
pharmacokinetics and chemotherapy) by demonstrating qualities and skills for independent
conduct of scientific research.

Due to the above, I confidently give my positive assessment of the conducted research
presented in the above-reviewed dissertation, abstract, achieved results and contributions.

I propose to the esteemed scientific jury to award the educational and scientific
degree ‘Doctor’ to Dr. Plamen Krasimirov Krastev in the doctoral program in

“Pharmacology (incl. pharmacokinetics and chemotherapy)”.
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