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1. O6mo npeacTaBsiHe HA MPOLEAYPATA U JOKTOPAHTA

Cnc 3anoBes Ne 2381/28.07.2026 r. na Pexropa Ha Meununcku yHuBepcuret — [1neBeH cbM
ornpejeseHa 3a wieH Ha HayyHOTO JXypH o mpoueaypaTa 3a NpUChX/JaHe Ha oOpa3zoBaTeHaTa
Hay4yHaTa cTeneH ,, 0kTop* Ha a-p Ilmamen Kpacumupo KpwereB mno mnpodecroHanno
Hanpasienue 7.1. Meamuuua, JDoKTOopcka nporpama ,®apmakosorusi (papMaKkoKHHETHKA U
XHMHOTepanus)“.

[Ipouenypara o OTKpUBaHE W MPOBEX/JaHE HA 3alUTaTa € OpraHU3UpaHa B CHOTBETCTBUE C
M3UCKBaHMATA Ha 3aKOHA 3a pPa3BUTHETO Ha akKaJeMHU4YHHs cbhcTaB B PenyOnuka bwarapus,
[IpaBuiHHMKa 3a HEroBOTO MpHWJIaraHe M BBTPEUIHMTE HOPMATHBHM aKTOBE Ha MeIuUUHCKH
yauBepcuteT — IlneBeH. IIpencTaBeHMSAT KOMIUIEKT JOKYMEHTH € MBJIEH M OTroBaps Ha
HOPMATHBHUTE W3UCKBAaHHUSA 3a JONyckaHe A0 MmyOiauyHa 3amura. Jlekiapupam, ye HsAMaM OOLIH
Hay4YHH TPYJIOBE C JIOKTOPAHTa M HE ca HAJIUIIE 0OCTOSTENICTBA, TOpaXK ALy KOH(IUKT Ha HHTEPECH
BBB BPb3Ka C HACTOSIIATa MPOLEIypa.

Kparku 6uorpaguynu 1aHuu

J-p Ilnamen Kpacumupos Kpbcres e poaen Ha 29.12.1969 r. B rp. Ilnesen. Cpeanoro cu
oOpa3oBaHue 3aBbplIBa B Maremartuyecka rumHaszus ,,['eo Munes® — rp. [IneBen. IIpe3 1995 r.
npu100uBa 00pazoBaTeIHO-KBATH(PUKAIMOHHA CTENEH ,,MaruCThp™ MO CNEUUATHOCT ,,Meaununa“
BbB Buci MeauuuHcku uHCTUTYT — [lneBen. B mepuoga 19962000 r. npugobuBa crenuaiHoOCT



.~ABHallMOHHA MeauuMHa" BbB BoenHomenuuuncka akagemus — Codus, a B nepuona 20002004 r.
— cnenuansocT ,,06ma mequnuHa™ BbB Bucm meauuunckun usctutyt — [lnesen. Ilpes 2003 r.
npuo6uBa ¥ 06pa3oBaTEIHO-KBAIM(DUKAIIMOHHA CTENEH ,,MaruCThP™ MO CreHatHoCT ,,DOuHaHCH
BbB BenukoTepHOBCKM yHUBEpeHTET ,,CB. cB. Kupun u Metoaumit*.

IIpodecronamHuAT My OBT 3amovBa BbB BOSHHaTa MeauiuHa. B mepuoma 1996-2015 r.
NOCJICIOBATENIHO 3aeMa UIBKHOCTUTE HAuaJlHUK Ha MEJUIMHCKa CiIyx0a, JieKkap-OpAMHATOp U
3aMECTHUK-HAYaJIHUK Ha MEJIMIMHCKY IIyHKT B Pa3JIM4HU BoeHHHU popmupoBanus. Ot 2015 r. pabotu
B Menuuuncku — yHuBepcuTreT — IlmeBeH, KbAE€TO  pa3BHBa  IIpenojaBareiicka |
Hay4YHOM3CJIE0BATENICKa IEHHOCT B 00acTTa Ha hapMakoIOrusaTa U TOKCUKOJIOTHSTA.

ITpes 2021 r. e 3auMciaeH KaTo JOKTOPAHT Ha CaMOCTOSTENIHA MOATOTOBKA IO JOKTOPCKA
nporpama ,,®apMakosiorust (BKI. papMaKOKHHETHKA ¥ XUMHOTEpAIHs) ¢ HAYYHH PHKOBOIUTEIM-
npod. a-p Fans 1{seranosa CraBpeBa-MapuHoBa, A.M. ¥ Joll. A-p Buonera Mopnanopa Jlanuesa,
I.M. B pamkuTe Ha DOKTOpaHTypaTa pa3paboTBa JAMCEpTALMOHEH TpyJ] Ha Tema ,.Edextu na U-
74389G B excriepuMEHTAIHU MOJIENU Ha 6e10Apo6Ha TOKCHYHOCT M KOJIUT TIPH IUTBXOBE.

BB Bpb3Ka ¢ AMCEPTALMOHHUS TPYJ JOKTOPAHTHT MPEACTABS HAyYHH MyOIMKALMH, YUaCTHs
B HayyHd (GOpYyMM U CIpaBKa 3a WU3MBJIHEHHE HA MHHUMAJHHUTE HAIMOHAJIHM W3UCKBAHHS.
IIpencraBenyTe TOKYMEHTH [IOKa3BaT, Y€ Ca U3IIbJIHEHN U3UCKBAHUATA Ha 3aKOHA 3a Pa3BUTUETO HA
aKaZieMU4HHus cbeTaB B Peny6nuka bonrapus u [IpaBuiiHuKa 3a HErOBOTO MpHJIAraHe 3a JIOIYCKaHe
J0 myOnvyHa 3alMTa Ha AUCEPTALMOHEH TPyl 3a MpHao0uBaHe Ha 0Opa3oBaTeNHATa M HaydyHaTa
creneH ,,JlokTop®.

2. AKTyaJIHOCT HAa TEMATHKATA

TemaTa Ha quCEpTalMOHHUSA TPYJ € aKTyallHa U € MOCBETEHA Ha 3HAYMUM MpobJsieM B 00JacTTa
Ha €KCIepMMEHTalHata (apMakoJorus MW TOKCHUKOJIOTHS. BBIPEKH 3HAYUTEHUS HAIPENbK B
U3ACHABAHETO Ha NATOTCHETMYHUTE MEXaHW3MHM Ha JIEKapCTBEHO MHAyLMpaHata 6ejoapobHa
TOKCHYHOCT M BB3NAIMTEIHUTE 3a00JsBaHUS Ha uYepBaTa, BB3MOXHOCTUTE 3a e(eKTHBHA
(bapmakonoruyHa IPOTEKUMS OCTaBaT OrpPaHHYEHHW. ToBa oOmpenelss HEOOXOJUMOCTTa OT
€KCIIEPUMMEHTAIHO IPOYyYBaHE Ha HOBU ChEIMHEHUS C TIOTEHIMAJIEH IPOTEKTUBEH eEKT.

CobBpeMeHHMTE [aHHM TIOKA3BaT, Y€ OKCHUAATUBHHSAT CTpPEC, 00pa3yBaHETO HA PEAKTUBHH
KUCJIOPOJIHU BUOBE, JIMIIMIHATA NIEPOKCHAAIMS ¥ HAPYLICHUATA B KJIEThUHATA XOMEOCTa3a MMar
CBIUIECTBEHO YYaCTHE B Pa3BHTUETO HAa THKAHHOTO yBpekaaHe. [lopaau ToBa M3CIEIBAHETO Ha
BEIECTBA C AHTHOKCHJAHTHO M MEMOPAaHONPOTEKTUBHO [CHCTBHE MpPEACTABIsABA 3HAYUTEIICH
UHTEPEC KAKTO OT EKCIIEPUMEHTAJIHA, TaKa ¥ OT TepaneBTUYHA IJI€HA TOUKa.

B 1031 xoHTeKkeT M360pPHT Ha Temara e HaydyHO 0OOCHOBaH. M3cienBaneTo Ha epeKkTuTe Ha
amuHoctepousia U-74389G B excriepMMEHTAIHU MOJENM Ha aMHOAApOH-HHAyLMpaHa 0enoapobHa
TOKCHYHOCT M EKCIEPUMEHTAIEH KOJUT CBOTBETCTBA HAa CHBPEMEHHHUTE HAIpPaBI€HUS B
€KCIIEpUMEHTaNHaTa (apMaKoIOTUs M TOKCHKOJOTHs. IloJlydeHHWTe pe3ysiTaTd pa3uIupsBaT
MO3HAHUATA 32 (HapMaKOJIOTHYHUTE €(EKTH Ha U3CIIE/IBAHOTO ChEIMHEHUE M HETOBHUS IMOTEHIIHAI 34
OrpaHMYaBaHE Ha OKCUJATUBHOTO U BBH3MAIUTEIHOTO YBPEXK/IAHE.

3. [lo3naBaHe Ha npobJemMa

JIOKTOpaHTBT JEMOHCTPUPA MHOTO 0OPO MO3HABAHE HA HAy4YHATa IPOOJIEMATHKa, CBhP3aHa C
MEXaHU3MHUTE Ha OKCUIATUBHUS CTPEC, JIUIMHATA TIEPOKCHIAIMS U TAXHATA POJIs B NIATOreHe3ara
Ha JICKapCTBEHO HHAyUHMpaHaTa OenoJpoOHAa TOKCHYHOCT M BB3MAIUTEIHUTE 3a00JsSBaHHS Ha
yepBara. JlurepaTypHUsAT 0030p € CTPYKTYypHpaH JIOTHYHO M IOC/IEIOBATEHO, KaTO MpPEACTaBs
CbBPEMEHHUTE IIO3HAHUS 3a NATOTEHETHMYHHTE MEXaHH3MH Ha aMHOJApOH-WH/IyLHpaHaTa
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OenoapobHa TOKCHYHOCT, BB3MAIUTCIHUTE IPONECH IPH EKCNEPUMEHTAIHHS KOJIUT U
BB3MOXXHOCTHTE 3@ TAXHOTO (apMaKoJOTHYHO IIOBJIMSBAHE 4Ype3 AHTHOKCHJIAHTHH H
MeMOPaHONPOTEKTUBHH CPEJCTBA.

JluteparypHata chpaBka BKIOuBa 386 JMTepaTypHH H3TOYHHMKA, KaTo IpeobianaBar
MyONMKalMK OT IOCJIEIHUTE [IBE JeceTUseTus. VI3Moy3BaHM ca OpUIMHAIHM Hay4yHH CTaTHH,
0030pHHM MyOIMKAKKA ¥ (YHIAMEHTAIHH TPYJOBE, KOUTO OTpa3sBaT CHBPEMEHHOTO ChCTOSIHHE Ha
NO3HaHMATAa B O0OJacTra Ha eKCIepUMEHTalHaTta (apMakolIorus, TOKCHKOJIOTHSATA H
naTo()M3KOJIOTHATa Ha OKCHAATHBHOTO yBpexaaHe. IlonbopbT Ha JMTEpaTypHUTE HU3TOYHHIH €
aJleKBaTeH Ha IIOCTaBEeHATa 1€ M OCHIypsBa HAJEX[IHAa TEOPETHYHA OCHOBA 3a IIPOBEIEHOTO
U3CIIe[BaHE.

Cnensa na ce OTOENEXKH, Ye JIUTEpaTypHHUAT 0030p HE c€ OrpaHHyaBa J0 NpPEJACTaBIHE Ha
nyOJIMKyBaHWTE JaHHHM, a IEMOHCTPUPA YMEHHETO Ha aBTOpa Jla M'M aHAJIM3Upa KPUTHYHO U J1a T
MHTEpIpETHpa B KOHTEKCTa Ha IOCTaBeHaTa Hay4Ha 3ajaya. Pasrienany ca OCHOBHUTE MEXaHM3MHU
Ha OKCH/IATUBHHUS CTPEC, JIMIUAHATA IEPOKCHIALINS, Bb3NAIUTEIHHS OTTOBOP U apMaKOJIOrHIHUTE
epeKTH Ha AaHTHOKCHAAHTHHTE CpPEACTBA, KaTo € OCBUIECTBEHA JIOTHYHA BpB3Ka MEXIY
CBhIIICCTBYBAIUTE HAYYHH JAaHHHU H LICJIUTE HA JUCEPTALITUOHHUSA TPY O.

JluteparypHusT 0030p Ch3JaBa HEOOXOoAWMaTa TEOPETHYHA OCHOBA 3a MPaBHIHOTO
dopMmynupaHe Ha [e]Ta ¥ 3a/laukTe Ha JUCEPTAlMOHHKUS TPy M MMOANOMAara WHTEpIpeTanusra Ha
NOJIyYeHUTE pe3yiITaTd. 1oBa IOKa3Ba J00pa OpWEHTAalHs Ha JOKTOpaHTa B CBHBPEMEHHOTO
CHCTOSHHE Ha Pa3riIeX/JaHus HaydeH IIpo0JIeM U CIOCOOHOCT 3a KpUTHYEH aHAJIU3 Ha JIUTepaTy pPHUTE
JTAaHHH.

4. MeToauKa Ha H3CJIEABAHETO

M36panara METOIONOTHs € ChoOpa3eHa ¢ IOCTaBEeHaTa Lell U 3aa4uTe Ha JUCePTAlHOHHHUS
TpyA. 3a TAXHOTO H3MBIHEHHE aBTOPBT € INPUIOKMI KOMIUICKCEH EKCIEPUMEHTAIEH IIOAXOZ,
BKJIIOYBAIl YTBBPAEHM MOJEJIM Ha aMHOJApPOH-MHAYNHpaHa OenofpoOHa TOKCHYHOCT —H
EKCIIEpUMEHTANIEH KOJUT TpH J1abOpaTOPHH IUTBXOBE, KaKTO M XHCTOJIOTHYHH, OMOXMMHUYHU H
CTaTHCTHYECKH METO/IH.

ExcrepiMEHTaTHUSAT AM3alH € JIOTHYHO CTPYKTYPUPAH U II03BOJISABA OOEKTUBHO MPOCIIE/IIBaHe
Ha (apmakonoruunute edexrn Ha U-74389G B 1Bara ekcrepuMeHTaIHu mozena. IlonbopsT Ha
W3CJICBAHUTE [I0KA3aTEH € ChOOPa3eH C IOCTABEHUTE 1EJIM U OCHTYPsiBa IISUIOCTHA XapaKTEPUCTHKA
Ha CTENEeHTA Ha ThKaHHOTO YBPEXIaHEe U MPOTEKTUBHOTO JEHCTBHE HA U3CJIEIBAHOTO ChEIUHEHHE.
M3non3BaHuTe J1abOpaTOPHH METOAM Ca OINKMCaHH JOCTaThYHO IOAPOOHO, KOETO IMO3BOJISIBA
BB3IPOU3BOIUMOCT Ha U3CJIEABAHETO.

[IpuioXeHHTE CTATUCTHYECKH METOJM Ca aJeKBaTHM Ha XapaKTepa Ha M3CJICIBAHETO H
CHOTBETCTBAT HA EKCIEPUMEHTATHHS JIu3aiiH. Te OCHIypsBaT HaAexaHa oOpaboTka |
MHTEpIPETALHUS Ha MOyYEeHHTE JaHHU U TIOAKPENAT 000CHOBaHOCTTa HA HANIPABEHUTE U3BO/IU.

CuuTaM, uYe NPHUIIOXKEHATa METOMOJOTUS € CHhBPEMEHHa, Hay4yHO OOOCHOBaHA W HAIIBJIHO
MOAXOMAINA 33 M3IIBJIHEHHE Ha IOCTaBeHaTa HaydHa 3ajada. M3moi3BaHMAT METOJMYECH IMOAXON
OCHTypsiBa HEOOXOAMMHTE IPEANIOCTAaBKH 3a IMOJyyaBaHe Ha JOCTOBEPHH PE3YNTaTH U TAXHATa
KOPEKTHA MHTEPIpETalHs.



5. XapakTepucTHKA M OlleHKA HA JMCEPTAUMOHHMS TPYA H IPHHOCHTE

JlicepTauMOHHUAT TpyA € pa3pabOTeH B CHOTBETCTBHE C YTBBPACHUTE M3UCKBAaHHUS 3a
npu00KBaHe Ha 0Opa3oBaTeNIHATa U HAy4YHATa CTEMeH ,,JlokTop™. 3/10)KEHHETO € MOCIIeI0BATEIHO,
KaTO OTACIHMUTE pa3fely ca JoOpe OamaHCHpaHU U OCUTYpPSIBAT JIOTHUEH MPEXOJ] OT JIUTEPATy PHHS
0030p KbM €KCHEpPUMEHTaJHaTa YacT, MPEICTABSHETO Ha DPE3YJITATHTE, TSAXHOTO OOCHKIAHE M
HalpaBeHWTE U3BOAM. PesynraTure ca oHarneneHu ¢ MOAXOASL] Opo# Tabmuuy u QUrypH, KOMTO
yJIECHSIBAT TAXHOTO BB3NIPHEMaHE U aHAJIH3.

ITocTaBenara Len ¥ NPOU3TUYALIMTE OT HEs 3afadyl ca sSICHO (HOPMYJUpaHH M YCIEIIHO
peanusupany. Pesynrature ca npencTaBeHM CHCTEMaTHMYHO M Ca MOJJIONKEHH Ha 3aJbJI00YEHO
obcrexnane. Jluckycusra nokassa 100pa OpHeHTalMsl B ChBpeMEHHATA HayYHa JIUTEpaTypa U YMEHUE
32 KpUTMYEH aHAJIM3 HAa COOCTBEHUTE pe3yJTaTH 4pe3 CHIIOCTABSIHETO UM C IyOJIMKYBaHHTE [0
MoMeHTa JaHHM. HanpaBeHnuTe U3BOaM ca JOrMYHO 0OOCHOBAHM M MPOU3THYAT HETTOCPEICTBEHO OT
IIOJIy YEHUTE EKCIIEPUMEHTATIHU PE3YJITaTH.

@opMynupaHUTe HAyYHU NPUHOCH Ca Pe3yjITaT OT CaMOCTOSTEIHA Hay4YHOU3CIIEN0BATEICKA
paboTa U OTpa3sBaT IOCTUTHATHTE pe3yiTaTd. [Ipuemam oleHKaTa Ha aBTOpA, Y€ TE UMAT KAKTO
Hay4YHOTEOPETHYEH, Taka U INPHIIOKEH Xapakrep. OCHOBEH NMPHHOC HA AUCEPTAIMOHHHS TPYH €
CKCIIEPUMEHTAIHOTO [0Ka3BaHE HAa NPOTEKTUBHUTE edexktu Ha amuHoctepouna U-74389G npu
MOJIEJIM Ha aMHOJapOH-UHAyLUpaHa 6e10JpoOHa TOKCUYHOCT ¥ €KCIIEPUMEHTAIEH KOJIUT, KaKTO H
OLIEHKaTa Ha Heropara €()eKTHUBHOCT B CpPaBHEHHE C YTBBPACHH MPOTUBOBB3NAIUTEIHH CPEACTBA.
[Tonyuenure naHHM pa3lIMpsIBAT MO3HAHUATA 3a (apMaKOJIOTHYHUTE €(EKTH Ha H3CIIEIBAHOTO
CbEIMHEHUE M HEroBUs IOTEHIMAJl KaTO CpPEACTBO 3a OrpaHHYaBaHE Ha OKCHAATUBHOTO H
BB3NATUTEIHOTO YBpPEX/IaHE.

IIpuemam QopMyIMpaHuTe OT aBTOpa HAY4YHHM MPHHOCH. Te ca apryMeHTHpPaHH, IPOU3THYAT
JIOTHYHO OT PE3YJITaTHTE Ha IIPOBEACHOTO M3CIIEABAHE U JONPUHACAT 3a 00OraTsBaHe Ha HAYYHUTE
NOo3HaHWs B 00JacTTa Ha eKCIepUMEHTanHata (apmakonorus u Tokcukonorus. Cuumram, uye
JIUCEPTALIMOHHUSAT TPY /I IPEACTABIISABA 3aBBPILICHO HAYYHO U3CIIeIBaHE U OTrOBapst Ha M3UCKBAHUSATA
3a npuI00KMBaHe Ha 0Opa3oBaTeIHaTa U Hay4YHaTa CTeMeH ,,JJoKkTop®.

6. Hayunu my6imkanmy ¥ JIM4eH NPUHOC HA A0KTOPaHTA

Pesynratute OT JUCEPTAMOHHUS TPY/ ca yOJIMKYBaHU B TPH HAyUHM IyOIMKAIMHU, JBE OT
KOWTO Ca B HAY4YHH CIIMCAHUS, MHACKCUPAHU B MEXIyHapoaHU 0a3u JaHHM, a elHa — B COOPHHK OT
HayueH KoHrpec. [lyOnukanuute oTpa3sBaT OCHOBHUTE HAYYHH PE3YJITATH U Ca JOCTATHYHM 110 06eM
4 KayecTBO 3a NpH00uBaHe Ha 0Opa3oBarTeHaTa ¥ Hay4YHaTa CTemneH ,,JJokrop®.

JIOKTOpaHTBT € NPEeJICTaBUJI PE3yJTaTHTE OT CBOMTE W3CIEBAHHUS HAa HaydyHH (GOpyMH B
CTpaHaTa M 4y>OHHa U € yyacTBaJl aKTUBHO B HAyYHOM3CJIENOBATEICKH pa3pabOTKU B 0671aCTTa Ha
€KCIEpUMEHTalHaTa ()apMakoJIOTUss M TOKCHUKOJIOTHS, KOETO CBHMJIETEICTBA 3a HErosaTa
II0CJIEI0BATENIHA HAyYHOU3CIeIoBaTeICKa TEHHOCT.

CnpaBkaTa 3a M3I'BJIHEHME HAa MHHHAMAJHHUTE HAIMOHAIHW WU3HUCKBAHUS yIOCTOBEPSBA, Y€
JIOKTOPaHTBT IIOKpMBAa H3UCKBaHMATa Ha 3aKOHA 3a pPa3BUTHETO Ha aKaJEeMUYHHs CBHCTaB B
Peny6nuka bwarapus u [IpaBuiHuKa 3a HErOBOTO NpHJIaraHe 3a NpUI00MBaHe Ha 0Opa3oBaTeIHaTa
M Hay4Hara crerneH ,,JIokTop*.

Ot mpencTaBeHUTE MaTEpHAIU CE YCTAHOBSIBA, Y€ JOKTOPAHTHT € Y4acTBaJl aKTUBHO BbLB
BCUYKH €Talld Ha HAyYHOTO U3CJIE€BaHE — OT IJITAHUPAHETO ¥ IPOBEXKIAHETO HAa EKCIIEPUMEHTAIHATA
pabota 10 obpaboTkara, aHaIM3a U HHTEPNPETALMATA Ha MOJyYyeHUTe pe3yiaTaTd. ToBa MU JaBa



OCHOBaHHME Jia NIPUEMa, Y€ JMYHHUSAT My TPUHOC MPH pa3pabOTBaHETO HAa AUCEPTALMOHHMS TPy €
CBIIECTBEH M OE3CIOpEeH.

7. ABTopedepar

ABTopedeparbT € U3rOTBEH B ChOTBETCTBUE C YTBBPAECHUTE U3UCKBAHMS 3a NPHI00MBaHE HA
obpasoBaresiHaTa U Hay4yHaTa CTeneH ,,JIoktop®. B cHHTEe3Mpan B/ Ca H3JI0XKEHH aKTyallHOCTTa Ha
Temara, IelTa M 3aJa4uTe Ha M3CJICIBAHETO, MATEPUAIMTE M METOAUTE, OCHOBHHUTE pE3YJITATH,
W3BOJUTE W HAyYHUTE NPHHOCH. ABTOpedepaTbT KOPEKTHO OTpa3sBa CbAbPKAHHETO Ha
JMCEPTALMOHHMS TPy ¥ OOEKTHBHO IpPEACTaBs Hal-CHIIECTBEHHMTE €JIEMEHTH Ha IPOBEICHOTO
n3cieasane. He ce ycTaHOBSBAT HECHOTBETCTBHS MEX/Ly aBTopedepaTa i JUCEPTAllMOHHUS TPYI.

3AKJIIOYEHHUE

Jucepranuonnust tpya Ha A-p [lnamen Kpacumupos Kpneres na tema ,,Edexrn na U-
74389G B excHEepHMEHTAJHH MOJeIH HAa 0eJ0APOsHA TOKCHYHOCT M KOJHMT NpH MIbX0Be“ ¢
MOCBETEH HAa aKTyaJeH M HaydyHO 3Ha4uM [podieM B 00jacTra Ha CKCIepUMEHTallHaTa
(hapMakoorusi ¥ TOKCUKOJIOTHS.

TpyasT ce oT/MyaBa ¢ SCHO (HopMyJIMpaHa Iel, aeKBaTHO U30paHa METOIOJIOTHS, KOPEKTHO
NpoBeJieHa eKCIepUMEeHTalHa paboTa M 3aAbI00YEH aHalW3 Ha [OJYYCHHUTE pe3yJITaTH.
dopMyIMpaHUTe HAy4YHH TIPUHOCH IIPOM3THYAT JIOTMYHO OT IIPOBEACHOTO U3C/Ie/IBAHE U UMAT KaKTO
HAy4YHOTEOPETUYHO, TaKa ¥ NPUIIOKHO 3HAUYCHHE.

JIOKTOPaHTBT JEMOHCTPUpA 3a[BIOOYEHH MO3HAHMS B M3Cie[BaHaTa O0JIACT, YMEHHUs 3a
CaMOCTOSTEIHO IUIAHUPAHE ¥ MPOBEXKIAHE HA €KCIICPUMEHTAITHHI H3CIIeIBAHUS, KAKTO U CIOCOOHOCT
3a KpUTHYEH aHaIU3 M 0OeKTUBHA MHTEpIpeTalus Ha pesyrarute. [IpeacTaBenuTe myOnuKauy 1
W3MBIHEHUETO HAa MHMHMMAJIHHMTE HAIMOHAJIHM M3UCKBaHUS IOTBBPIKIAABaT HEroBaTa aKTHBHA
Hay4HOM3CJIEI0BATENICKA JEHHOCT H CHIIECTBEHHS MYy JIMYEH IIPHHOC B pa3pabOTBaHETO Ha TPyJa.

Bb3 0CHOBa HA H3JI0KEHOTO JaBaM IMOJIOKHUTEIHA OLEHKA HA JHCEPTANHOHHUA TPYA H
npeaiaram Ha yakaemoro Hayuno :xxypu na npucwau Ha a-p Ilnamen Kpacumupos Kpncres
o0pasoBaTe/lHaTa W Hay4Ha crTeneH ,JlokTop“ mo npodecuonanHo HampapjeHHe 7.1.
MeauuuHa, AOKTOpcka mporpama ,®Papmaxosorus (BkJI. ¢GapMaKOKHHETHKAa H
XUMHOTEepanus)®.
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04.08.2026 r. HM3roTBHUII CTAHOBHIIETO: «.coevveevennnnrrrnnnneennnnnns

Jou. n1-p Apmune Bapaauu [ purops, 1.M.






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 of Pharmacology and Toxicology, Faculty of Pharmacy, Medical
University — Pleven

Dissertation Title: " Effects of U-74389G in Experimental Models of Pulmonary 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 of documents 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.



Brief Biographical Information

Dr. Plamen Krasimirov Krastev 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 of Medicine 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 of Veliko Tarnovo.

His professional career began in military medicine. Between 1996 and 2015, he
successively held the positions of Head of Medical 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 of pharmacology 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 of Prof. Galya Tsvetanova Stavreva-Marinova, MD, PhD, and Assoc. Prof.
Violeta Yordanova Dancheva, MD, PhD. During his doctoral studies, he developed the dissertation
entitled "Effects of U-74389G in Experimental Models of Pulmonary 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 of the 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 of scientific 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 of knowledge 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 of oxidative 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.



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 of the 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 of previously
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 of the study. I agree with the author's assessment
that these contributions are of both theoretical and practical significance. The principal contribution
of the dissertation is the experimental demonstration of the protective effects of the aminosteroid
U-74389G in models of amiodarone-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".



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 of his 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 of the 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 of Dr. Plamen Krasimirov Krastev, entitled “Effects of U-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



obtained. The formulated scientific contributions logically derive from the conducted research and
are of both 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)”.
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