
Io IlpemcemaTeJIHHa HaygHOT0 xypn,

Ha3HaqeH0 CbC 3anoBem NQ 2381/28..07. 2026 r

HO PeKTopa Ha MY- IlaeBeH

PEUEH3HA

OT A-p VIBaHKa VIJIneBa KOCTaAHHOBa,mvf,

110 npouemypno 3a npHA06HBaHe Ha OHC „ÅOKTOP"TIO HanpameHue 7.1. Memnuvma,

TIO AOKTOPCKa nporpaMa „ØapMaK0J10rH*" /BKJI. QaPMaKOKVIHeTMKaxm,fH0TepanvW/

3a AHcepTa11M0HeH „E(beKTH Ha U-74389G B eKcnePHMeHTaJIHH Momenn Ha 6enomp06Ha

KOJIUT 11J1bXOBe"

Ha A-p FIJIaMeH KpacHMnpoB KPbCTeB,ÅOKropaHT Ha caMOCToxreJIHa 110ÅrOTOBKa,

c PbKOBox:cwreJ1n: A-p ra.llfl I-.lBeTaHOBaCTaBpeBa- MapnH0Ba

AOI-I. A-p BuoneTaMopmaH0Ba AaHqeBa,ÅNf,

1. 06mo npencraBHHe Ha npoueAypaTa n morropaHTa

CBC gar10BeÅ NQ2381/28.07.2026r. romuHa Ha A-p A. PeKtrop Ha MY-
llJ1eBeH CbM BKJ1ioqeHa B CbCTaBa Ha Haymo )Kypn 110 npouemypa 3a 3au.xurra Ha mucepTa1XH0HeH

Ha U-74389G B eKcnePVIMeHTaJIHM Momerm Ha 6enomp06Ha n KOJIUT npn 11J1bXOBe

Ha A-p IlJ1aMeH KpacmvfMPOB KPbCTeB3a npnm06HBaHe Ha OHC „Aorrop"

IlpemcTaBeHH*T KOM11J1eKT MaTepna.J1n Ha ejieKTPOHeH HOCUTeJ1 e B CbOTBeTCTBne CbC 3aKOHa 3a

pa3BHTne Ha aKameMU11HV1% CbCTU B Peny6JIHKa n IlpaBHJIHHKa 3a HerOBOTO Ilpnnoxemåe

Kpvnepmne 3a npHÅ06HBaHe Ha aKaÅeMuqHH AJIbXHOCTV1 n 1--layql-m cTeneHH Ha MY-IIJ1eBeH BKJ11-OHBa

BCHHKH M3HCKyeM111M AOKYMeHTU. A-p KPbCTeB e nocoqun 3 rry6JIMKaunu no TeMaTa Ha

mucepTa11H0HH% erpym. ÅOKYMeHTnte ca nompemeHH KOPeKTHO n TOHHO. TOBa ynecHHBa qneHOBeTe Ha

xypwro IIPH lipocneÅ%BaHeHa npoBeÅeHara npoueÅypa 3a IIPHCbXÅaHe Ha OHC „ÅOKTOP".OgeH%BQ'vf

nonoxmeJIH0 cepM03HOT0 OTHOmeHme Ha A-p KPbCTeB HayHHMTe MY PbKOBOÅUTeJIU KbM BCnq1-CH

eTa11H Ha npoBexnaHaTa npouemypa. I-Ima HapymeHH* Ha IlpouemypaTa. ÅeKJ1apnpaM, qe HHN,faM 06111M

TpYÅ0Be C AOKTOPaHTa

2. KpaTKH 6norpacbnHHHmaHHn
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Elpe3 1987 roaHHa A-p 3aBbpmBa MaTeMarnqeCKa B IIJ1eBeH. Mpeg 2002

romvma npHA06HBa MarUCTbPCKa cTeneH no HKOHOMHCT BBB BeJIHKOTbPHOBCKHA

YHHBepcwreT. Ilpe3 1995 roÅHHa 3aBbp111BaMeÅU1.1HHa B MeÅVIUHHCKH YHHBepcn-reT IIJ1eBeH. MMa ABe

cneunaJIHocTm:ABHaUHOHHa MeAHUHHa npe3 2000 roAHHa n 06111a MemnUHHa npe3 2004 ronvma.
A-p KpbcTeB e HaqaJIHHK Ha MeÅHLIHHCKa cnyx6a Ha nomeneHqe 38960 ceno TellH111OT OKTOMBPH

1996 roAHHa AO iOJM 2002 romma. OT 2002 roam-la AO YOHH 2005 roavma e nemp opÅHHaTop B

MeAHUHHCKH nyHKT Ha YB „XPHCTOb0TeB" OT K)HH 2005 romHHa AO Mai 2007 romma TOii e

3aMeCTHHK HaqaJIHHK Ha MeÅHUHHCKHIIYHKT noneneHue 24870 ceno KaMeHeu.OT K)HU 2007 romma
MapT 2015 roÅHHa e 3aMeCHHK Hat-IUIHHK Ha MeAH1.1HHCKH IIYHKT Ha BoeHHO d)OPMHPOBaHUe 52090,

ÅOJIHaMHTP0110JIHfl.OT cemeMBPH 2015 roav1Ha e aCHCTeHT B KaTeapaTa no OapMaK0J10ruq Ha MY
IIJ1eBeH, B MOMeyra e nper10ÅaBareJ1 KBM cbmarra Karrezxpa. Bna;xeeOTJIHHHO rlHCMeHO M roBOPHMO pycKH

H aHrJIHiiCKH e3HK.3a 110BH1-naBa1--1e Ha CH e npoBeJ1 pa.3JIHHHH 06yqeHHR.• "3mpaBeH

MeHHAXMbHT 3a PbKOBomwreJIH Ha neqe6HH 3aBemeHHf" "Captain's Career Course" (Kypc 3a

KapuepH0 pa3Bwrne Ha BHC111HTeMeÅH11HHCKH Kaapn BBB BbOPb*CHHTe CWIH Ha CAIII) — BBB Boemmrre

6a3H "Lackland AFB" H "Fort Sam Houston" B rpaA CaH AHTOHHO, TeKcac, OT 02.2010 AO 09.2010.

IIPHTexaBaKOMIIYOBPHH YMeHH% H JIH3aüHepcKM TaKHBa.

ÅHcePTaUUOHHHHT Ha A-p IIJ1aMeH KpbcTeB cbÅbpxa 156 CTPaHHLIH. IIPH K0HcTpyupaHe

Ha ca cna3eHH H3HCKBaHHxra Ha MY- FIJIeBeH 3a npncb)KÅaHe Ha OHC

„ÅOKTOP":CbKpa11.xeHH1 — 3 CTP., BBBemeHue — 2 CTP., JIMTepa•rypeH 0630P— 49 CTpaHM11H, I-xen, 3aaat1H,

Mamepnan H MeTOAH — 12 CTpaHH, pe3yrraTH H 06CbxqxaHe — 63 CTpaHH1-1H, H3BOAH 2 CTPaHULIU, npvmocn
— 1 cTpaHuua, -17 CTPaHHUH. Pa60TaTa e 0HarJ1eaeHa c 53 H 9 rra6JIHLIH.

KHUror1HCbTKbM ancepTa11HOHHHR Tpym cbA'bpxa 385 H3TOHHUKa- 3 HaKHPHJIH11a n 382 HanaTHHnua.

A-p KpbcTeB e npeacTaBHJ1 no TeMaTa Ha ancepTaunxra 2 CTaTHH B 6a3a Aar--IHH (Scopus

H Web of science) - 30 TOL-IKH n 1 ny6J1mca1-1HA B c 1--1ayHH0 peueH3npaHe WIH ny6JIHKaunn

B pemarrnpaHH KOJIeKTHBHH TOMOBe — 10 TOHKU, Ilpn H3HKyeMU no MHHVIMUIHH H3HCKBaHHH 3a OHC

ÅOKTOP"30 TOHKM, AOKropaHTbT e nocotmll 45 TOHKH.

TeMara Ha aucePTa11HOHHH* e arryæma. CBb1)3aHa e COIIHUIHO 3Hat1HM np06J1eM

HHTePCTH1-1na-TIHa 6eJ10Ap06Ha 60J1eCT, 6eJ10Ap06Ha H Bb3naJIMTeJIHH 3a60JIRBaHHHHa qepBaTa.

TOBa ca 3a60MBaHH51, KOUTO BJ10111aBaT KaqeCTBOTO Ha YUIBOT Ha nauneHTHTe, TPYAHO ce

anar1--10CTnuupaT H neKYBaT. B TepannxraHM ce IlpoYHBaT pa3JIHHHH nemPCTBeHU npenapaTH. CnopeA

MaBCH A.AJIT06HaHH H CbaBTOPH (2024 roAHHa) HHTePCTnqnaJIHaTa6eJ10Åp06Ha 60neCT MOXe ma ce

AbJDKH Ha H3J1araHe Ha aJ1epreHH, pa60Ta C onacHH MaTepna.TIH, neKapcna WIH OCHBHO aBTOHMYHHO
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3a0JIHBaHe. reHeTHHHH Wropn Ha HHÅUBnma, H3J1araHe Ha 3aM'bpcvrreJIV1 Ha OKOJIHaTa cpeÄa.

IlpoyrqBaHe Ha 467685 nauneyrra, AnarHOCTHunpaHH C paK H JleKYBaHH C aHTHHe011J1aCTW--1HHJleKapcTBa

Mexxry 2017 2022 roÄHHa r10Ka3Ba, ye IIPH 23-51% OT cnyqanrre VIHTePCTnqnaJIHaTa 6enomp06Ha

e npuw,1HeHa OT 6J1eOMHUUH, ePJIOTHHHT, TpacTY3YMa6, aepyKcTeKaH UMYHHH

KOHTPOJIHH HHXH6HTOPH.HAHonaTHtmaTa 6eJ10Åp06Ha e Hai-arpecHBHaTa Ha

HHTePCTnqnaJIHa 6eJ10Åp06Ha IIPHHHHHBama nporpecHBH0 VI TpaÜH0 6eJ10ÅP06H0YBpe>KÅaHe.

Tn TIPHHMHRBa XPOHHHHO H He06paTHM0 6enoap06H0 3a60JIHBaHe C noma nporH03a, KaTO cpeA1--1aTa

IIPOKHBRMOCT e 3—5 cnezx nocTaB%He Ha muarH03aTa, alco He ce neKYBa. BbnpeKH ge ABe

neKapcTBa 3HaqvrreJIH0 Har-via-TIABaTcKopocrra Ha nporpecHÆ Ha 3a60J1%BaHeTO, OCTaBa

TPYAHOaa ce npeacKaxe pa3Bn•rnero Ha 3a60J1%BaHeTO OTAeJIHHTe naunewru. Hai-TemcaTaH yecrro

cpe111aHa HAUOnaTHHHa (bopMa e HAH011aTHHHaTa 6enomp06Ha (VII-IO), KOITO npeacTaBJIABa

—50% OT BCHHKH AOKJ14ABaHH HHI-I, 3a KOHTO HHMa Jleqemre. 3Hat1MTeJIHaTa Bapna6WIHOCT,

Ha6JIK)AaBaHa cpea nauueHTHTe, 3aTpYAHflBa nporH03HpaHeT0 Ha HHÅUBHAyaJIHHH pe3YJITaT. HAKOH

nauneHTH c nauonaTHt1Ha 6enoap06Ha (Plb@) H3r1HTBaT 6bP3anporpecnq, a apyrH - 6aBHa.

CHCTeMarrnqeH npernea npemnonara, qe ped)JIYKcHa 60neCT (PEPE) e cBbp3aHa c

HBO TOBa 06CTowreJICTBO onpeaejl* H ÅH3aäHa Ha AHcepTaunxra. 110-KOHKPeTHO, PUCKbT OT pa3Bwrne

Ha nanonaTHHHa Ha 6eJIHTe ap060Be (MOB) e 1,5—2 116TH no-BHCOK IIPH M%Xe-re, OTKOJIKOTO

npn *CHUTe. CTapeeHeT0 e PHCKOB WTOP 3a HHTePCTHIXHaJIHU 6eJIOAP06HH3a60J11BaHHH (Vib3), KaTO

ce Ha6moaaBa 3Hat1MEJIHO YBennqeHne Ha qecTOTaTa cpem no-Bb3pacTHHTe xopa. Ta3H rreHaeH1-1HH e

oc06eH0 oqeBHAHa IIPH vumonaTHHHa 6enonp06Ha (Hb(b), KbÅeTO 3a60JIHBaHeTO 3acxra

npeAHMH0 xopa Haa 65-r0AH111Ha Bb3pacT

HHTePCTnunaJIHOT0 3a60JIHBaHe Ha 6eJIHTe AP060Be (VIEJO e Hapacnam ra06aJ1eH

3ApaBeH np06J1eM, c YBe.mnqenne OT 86% Ha CMbPTHocrrra, CBbP3aHa c n ce oyaKBa Aa

npeACTaBJIHBa 0,26% OT 06maTa CMbPTHOCT npe3 2027 r. B cBerra. HeoTÅaBHa111H0 npoyrHBaHe

YCTaHOBH,ge punpocTpaHeHuerro Ha (MBA) Bapnpa OT 6,3 mo 71 Ha 100 000 AYI-IIH, a qeCTOTam Ha ILD

Bapnpa OT 1 no 31,5 Ha 100 000 romn111H0. Apyro npoyHBaHe OT OpaH1-1H% Cb06maBa 3a

pa3npocTpaHeHne OT 97,9 Ha 100 000 H 3a60J1eBaeMOCT OT 19,4 Ha 100 000 3a HOBeK roÅH111H0 .

BpmaHCKarra 3a 6eJIH ap060Be oueHH qecTOTaTa Ha unuonaultma 6eJ10Åp06Ha

(VIGO) Ha OKOJIO 50 Ha 100 000 AY11.m roÅH111H0 B 06eAUHeHOTO KPaJICTBO.

Tot1HaTa eTHOJ101*HH Ha ynuep03HHA KOJIHT (YK) e HeH3BeCTHa, HO 3a60JIHBaHeTO ngrne»ua e

MHorod)arr0PH0 110J1nreHHO. IlpeA110J1araeMHTe npHHHHH BKJ110HBaT Ha OKOJIHaTa cpeaa,

3



HMYHHa H BepoHTHa reHeTHt1Ha npenpænonoxeHocT. I---IXKOH npemnonaraer, qe zeua•ra C

Terno pa)KAaHe cpeAHOT0, pmeHH OT MaiiKM C YK, ca C no-roJ1%M PMCK OT pa3BHTHe Ha

3a60J1naHeTO. IIPH 110BeqeT0 nauueHTH c ynuep03eH KOJIHT (YK) ce HOBe111KH

neBKOUHTeH aHTHreH (HLA)-B27,B%11PeKH qe TOBa OTKPHTHe He e IIPHHHHHO-CJ1eÅCTBeHOcm,pgaH0

CbCTomneTO OTKPHBaHeTO Ha HLA-B27 He npeanonara 3HaLIMTeJIHO 110BH111eH PHCK OT YK. YK MO)Ke

na 6bÅe 110BJIHA1-1 H OT AHerraTa, Bb11PeKH ye ce CMATa, ye ÅHeTama mrpae BTopocTer1eHHa poJ151.

XpaHHTeJIHHTe WIH 6arrePHaJIHHTeaHTHreHH MoraT na OKaxcaT BJIHHHHe Bbpxy Beqe YBpeaeHaTa

JIHraBHUa, KOHTO HMa 110BH111eHa npor1YCKJIHBOCT. Ynuep03HHflT KOJIHT e XPOHMHHO Bb3naJIHTeJIHO

3a60J1%BaHe Ha yepBaTa C rJ106aJIHOpa3npocTpaHeHHe, oueHeH0 Ha 5 MHJIHOHa cnyqaq npe3 2023 r., KaTO

qecT0TaTa Bapmpa OT 0,5 no 24,5 Ha 100 000 AYI_IIH roAH111HO. 3a60JIHBaHeTO e HaÜ-qecT0 cpemaH0 B

CeBepHa EBpona H CeBepHa AMepmca, Kbaerro pænpocTpaHeHHeT0 B CbeAHHeHHTe II&TH e

rlPH6JIU3HTeJIHOOT 378 AO 721 Ha 100 000 (3acnraMKH MHJIMOHa aMePHKaHUH), a Haii-BHCOKHTe

HHBa ca cpen 6eJIHTe, KOUTO He ca HcrraH11H, H rre3H OT aL11KeHC3KH eBpeücKM IIPOH3XOÄ.

EllHneMVIOJ101'W-1HHTeTeHaeH1_1HH 110Ka3BaT, ye AOKaTO qecT0TaTa ce e cTa6HJIH3Hpæua HJIH e

HayraJ1flJ1a B MHOro c-rpaHH C BHCOKH AOXOAH, TH ce YBeJIH1-1aBa pn3K0 B CTPaHHTe C HMCKH H cpeAHH

AOXOÅH, oc06eH0 B A3H51. PHCKOBHTe (baKTOPH BKJ1}OHBarr 'BarrameH HatlHH Ha XHBOT, rpaacKH XHBOT 6e3

Tl•onOHeB AHM, AOKaTO TWTYOH011Y1.11eHeTO e CBbP3aHO C no-HUCbK PHCK OT pa3BHTHe Ha 3a60JIABaHeT0

H no-JleKH KJIHHHHHU pe3YJITaTH. CncTeMarrnqeH npernem I-la JIHTepmypaTa OT 2014 AO 2025 3a

ermaeMH0J10rnqTa Ha yauep03HHH KOJIHT OT HHyapn 2024 1"OAHHa C BK-moqeHH ca 061110 197

npoyqmuma.• 177 KOXOPTHM (npocneKTHBHH WIH peTpocneKTHBHH), 13 C HanpeHH0 ceqeHue, 4 C

KOHTPOJ1a Ha cnyqaHTe, 1 cTpyKTypnpaH0 npoY1-1BaHe H 2 C HeonpeneneH AV13aMH.qecT0TaTa (Ha 100 000

tlOBeKO-rOAHHM) Bapupa B CBeTOBeH Manxa6 OT 1,16 B TaiBaH AO 57 B AaHHA. TaüBaH B A3HA OTT-IHTa

Haii-HHCKarra qecT0Ta (1, 16), cneABaH OT bpa3HJIMA (1,34), VlcnaHH% (2,37), V13paeJ1 (15,80), KaHaaa

(12,90), IO)KHa Kopen (29,71) H ÅaHM% (57,00). AaHHHTe OT HaaJ1bXHOTO npoY11BaHe OT VITaJIHA,

McnaHH% H 110Ka3BaT Bb3XOÅ%111H erewxeH11MH, KaTO yecTOTaTa B VlcnaHHA ce e YBeJIHt1HJ1a 110Beqe

OT ABa 11bTH 3a 30 rOAHHH. Pa3npocTpaHeHHerro (Ha 100 000 HOBeKO-rOAUHM) Bapmpa OT 11,00 B Kurraü

no 397,0 B ÅaHHA. Hail-HHcKMTe HHBa ca Ha6JIYOAaBaHHB KHTaÜ (11,00) H bpa3HJIH% (11,90), CJ1eABaHH

OT V'IcnaHH}1 (36,60), CbeAMHeHHTe IllaTH (159,50), Kope% (334,00) H AaHHR (397,00). qecTOTaTa

H pa3npocTpaHeHneT0 Ha ynuepogeH KOJIUT (YK) Bapnparr 3HaHHTeJIH0 B pa3JIHHHHTe perHOHH, KaTO HaM-

BMCOKaTa TexeCT ce Ha6moaaBa B EBpor1a, CeBepHa AMepHKa H IOXI--1a Kopen. XopaTac BL13 60neAYBaT

no-qecT0 M OT CbPAeqHO-CbAOBH 3a60J1%BaHHA, 3a60J1*BaHMHHa AHxaTeJIHarra CHCTeMa, 3a60nna1--1Hfl Ha

6b6pe11HHTe H qepHHfl AP06, 3JIOKaqeCTBeHH Hma eTHOJ10rHt1HO neqeHMe Ha B3q.

4



FlaToreHeTHHHOTO JleqeHne e cKbnocTpyBamo. IIPOAbJ1)KHTeJIHOTO neqeHvre e CBbP3aHO c 110TeHunaneH

PHCK OT HexenaHV1 JleKaPCTBeHH peaKunu. HapacTBa11xaTa rn06aJIHa TewxeHUU% Ha 110Bv-1LuaBaHe Ha

ga60neBaeMocrra OT HHTePCTMIUWIHa6enoap06Ha d)H6poga VI Bb3rrannrreJIHH 3a60JIABaHMHHa qepBaTa

110AHepTaBa He06x0AHMocrra OT 3aCMJ1eH0 Ha6JIYOAeHHe, OHTHMM3HPaHH CTpaTerHH 3a ynpamemme H

pa311mpeHH H3CJ1eÅBaHH% 3a cnpaB%He c T03H HapacTBa111 np06neM 3a 06111eCTBeHOTO3mpaBe.

BBB BbBemeHnerro A-p KpbcTeB pærnexua Bbnpocme, CB%P3aHH c H3yqaBaHerro Ha

Ha Jlæapovm, nocot1Ba aKTyaJIHOCTTa Ha Ilp06J1eMa. B nn-reparrypHHH 0630P

AOKTOPaHTbT IlpemcrraBH CBeTOBHHTe HayHHH 110 TeMaTa Ha AUCePTaLIHOHHHH erpym.

JIHTeparrypHHHT 0630P e pumeJ1eH Ha TPH qaCTn: Jla.3apoHÅ U-74389G, 6enomp06Ha (bH6p03a,

Bb3nannrreJIHM 3a60J151BaHH1 Ha qepBaTa. B 11bpBaTa qacT Ha 0630pa 3411bJ160qeHO nonp06H0 ca

ormcaHH XMMnqecKaTa cmpyKTypa, MexaHH3bM Ha Aeiicnqe, H TOKCHHHOCT,

CBOiiCTBa u echeKTMI-la U-74389G B eKcnepHMeHTaJIHM H KJIUHUqHU npoYXIBaHH%.

PurneAay-1H ca HPOTHBOB%3na.rmrreJ11--1Wre Ha CbeÅHHeHueT0 MexaHU3Ma Ha

IIPOTHBOBb311UIUTeJIHO meiicnne. HarrpaBeH0 e cpaBHeyme c CBOÜCTBa n Ha

MeTUJ1npeÅHU30JIOH KaTO ca 06CbJ1eHM pa3JIHtmxra THX. BBB BTopaTa qacT Ha nwreparypm•ll

0630P nomp06H0 e 06CbÅeHa eTHOJ10rnq, qecTOTaTa Ha HÅuonaTntmarra 6eJ10Åp06Ha

HHTePCTH1-U-ra.TIHa 6enonp06Ha 60neCT, XPOHvrqeH CBPbXWBCTBHTeneH rmeBMOHUT.

PurnemaHa e naToreHe3aTa Ha 6eJ10Ap06HaTa n ponxra Ha peaKTUBHU KVICJIOPOAHU BUÅOBe B

pa3BHTneT0 M. HHTepec npemcTaBJ1%BaMHÅY1.xupaHa OT JleKapcTBa MHTepcTngua.11Ha6eJ10AP06Ha60J1eCT

n xncTonaT0J10rw-11-mrre MOAeJIV1 Ha UHTePCTU1..xnaJIHa IIHeBMOHUR. flomp06H0 ca purnemal-m

JleKapcnaTa, KOWro TIPHHHHIBaT 6eJ10mp06Ha n MexaHH3MHTe Ha YBpexq:xaHe Ha 6eJ10AP06HaTa

TbKaH: mmomapoH, xmv1H0TepaneBTHHH1,1 cpeÅcTBa, HMTpod)ypaHT0HH, aHTmpeBMaTUHHU cpemcna,

MeTOTPeKCaT. Enonornmmrre arenrn ca BCe no-qecra npnqvma 3a DI-ILD, a TYMOP neKp03nc d)aKTOP

(TNF) HHxn6nrropnre npeÅCTaBJIHBaT Hai-yecTHTe npHHHHwreJIM Ha ILD. MexaHU3MbT Ha

6eJ10Åp06H0 YBpexuaHero e Hen3BeCTHO, HO MO)Ke ma 6bne CBbP3aHO C MaCUBHO OCB060xqxaBaHe Ha

UUTOKHHVI OT JIM3npaHV1 Heonnacmutll--lkl KJ1eTKU. 06CbÅeHO e neqeHne Ha vuuona•rwma6eJ10np06Ha

B 0630p:a MHOro A06pe ca onncaHH MOAeJIVITe Ha 6eJ10Åp06Ha Pa.3rJ1emaHH ca

xyrvfaHH3npa1--1H MOÅenn Ha 6eJ10Åp06Ha ABYM3MepHn KJ1eTbHHa MOAeJIU, KOUTO ce VB110J13BaT

3a M3CJ1eÅBaHe Ha KJ1eTbHHO 110BemeHue u 110TeHUUU11-m CbeÅHHeHU1, KOUTO Aa ce H3110J13BaT B

TepaneBTHt11--1H* mar-I Ha JleqeHqe Ha 6eJ10Ap06HaTa 3a oueHABaHe Ha HOBH .neqeHH1 ce

U3110J13BaT Precisim-Cut Lung Slices, 3D 6H0HHxceHepHn MOÅeJIU, KOUTO ca 110J1e3Hn 3a 0Ttm•raHe Ha

H TeCTBaHe Ha neKapcTBa. B TpeTaTa qacT Ha 0630pa ca pa3rJ1emaHH
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Bb3nannrreJ11--1urre 3a60J1naHHH Ha qepBaTa (B3M): YJ1uep03eH KOJIHT (YK) n 60neCT Ha KPOH (BK).

06CbaeHa e yecTOTaTa H pænpocTpaHeHneT0 Ha BIB, euronornxra H naToreHe3aTa Ha Te3n

3a60nnaHH*.. OnncaHa e porwra Ha reHeTHHHVITe OTt-1MTa ce, ye BIB ce cpelqa 110BeqeT0

nauneHTH c nonnreHH0 pa3CTPOÜCTB0. PagrJ1emaHa e ponwra Ha qpeBHaTa B namoreHe3aTa

Ha BIB. Pærneaal-lu ca BpomeH amanTHBeH klMYHHTeT npn BH3, KaKTO H mexy-IHTe OC06eHOCTU. IIPH

BIB YBpeAarra BOAM AO HeKOHTPOJIVIPaHO Bb3naneHHe. BIB e CBbP3aHO C HeameKBaTHa HMYHHa H

enmeJIHa peaK11H% KBM MMKP06HOMa nopamn ceKpe11HH Ha BB3na.rmrreJIHM MemuaTOPH Boaemn no

aKTHBHPaHe Ha CD4+ H CD8+ T KJ1eTKU B erlHTena, ceKpeTnpa1-un orPOMHH KOJmqeCTBa Bb311UIHTeJIHU

UHTOKHHH cnpmvf0 IIPOTHBOBb3nannrreJIHUTe AUTOKVIHU. 06cbaeHa e ponxra Ha aBT0(barnxra B

pa3BHTneT0 Ha Bb311UIUTeJIHH 3a60JIABaHHfl Ha gepBaTa. yqacna BBB BbTPeKJ1eTbHHarra

xoMeocma3a, KaTO nonpHHacq ga pærpaxmaHeT0 H pellHKJMpaHeT0 Ha UHT030JIHO

opraHeJIH H YCTOiiHMBOCTcpemy HH(beKUHH H BbTpeKJ1eTbMHM MHKP06H. CBCTomneTO Ha peÅYK1-1HA H

OKHCJ1eHne Ha qepBaTa 3aBHCH OT paBH0BecneT0 Me)KÅY OKCHÅaHTH, KaTO CB060AHH paÅ1åKaJIH,

peaKTHBHH KHCJIOPOAHVI BHAOBe (ROS) WIM peaKTHBHM a30THH BHAOBe (RNS) OT eÅHa cTpaHa

aHTHOKCHÅaHTHH MexaHH3MH KaTO rnyraTH0H nepoKcnma.3aTa (GPX) n rJ1yraTH0H

eH3HMH. Ilonp60H0 ca 06C%AeHH n XHCTonaTOJ10røwra npn BB3naJIUTeJ11--ra

3a60J1naH1åR Ha qepBaTa. OnqcaHa e KJ11-OHOBaTa Ha qpeBHaTa HMYHHa cucrreMa 3a narroreHe3ama

Ha Bb3naJMTeJIHOTO 3a60J11BaHe Ha HepBaTa . Bb3naJMTeJIHHTe 3a60J151BaHH% Ha qepBaTa ca XPOHHHI--IH

Bb3nannrreJIHH 3a60J1na1--1HH Ha CTOMa1.11HO-qpeBHH% TPaKT CJIO)KHa eTHOJ10rmn, BKJffOHBama

reHeTHHHH, HMYHOJIOrnqHH H Wrropn Ha OKOJ11--1ara cpema. xapaKTepucTMKa Ha

Te3H 3a60JIHBa1--1H% e H3flOJ13BaHa pa3pa60TBaHe Ha pa3JIHHHH )KHBOTHHCKH MOAeJIU 3a H3CJ1eABaHe

Ha OCHOBHnrre Mexa1--1H3MH n pa3pa60TBaHe Ha 110TeHUMUIHH TepaneBTHH1--1H cTpaTernn. Ilomp06H0 ca

KJ1aCH(bHUHPaHH n OllHCaHH pa3JIHHHwre Monem Ha Bb3rra-mrreJ11--1H 3a60JIABaHH% Ha qepBaTa:

XHMuqeCKu HHÅyunpaHH Momenn, aaar1THBeH T-KJ1eTbqeH Monel, reHeTw--1H0 K0HcTpyupaH

eKcnePHMeHTaneH MOAeJ1, IL-IO Knockout Momen (Momen Ha eJIHMHHHPaHe Ha IL-IO), MOAeJIH Ha

MHLIIKH CllOHTaHHa Myraunq. SAMPI/YitFc KOJIHT, MUKP06HOM-HHÅY1_lUPaHHMOAeJIU Ha MHIIIKH.

3aAbJ160qeH0 ca 06CbAeHH H orpaHnqeHuxra 3a M3r10J13BaHe Ha ere3H MOAe11H. Te3H naHHH, KOHTO MoraT

ma ce M3110J13BaT npn H360p Ha AM3aiiH Ha cneABa111H eKcnePHMeHTaJIHH H3CJ1eABaHHH. 06CbAeHHTe

maHHH OT LOCTb11HaTa nwreparrypa 110AqepTaBaT He06XOAHMOCTTa OT npoYHBaHHA Ha

ecbeKTHHa HOBH CHHTe3mpaHH CbeAHHeHH% ga nom06pnaHe Ha KaqeCTBOTO Ha

)KHBOT Ha 60JIHHTe H HarvraJIHBaHe Ha CMbPTHocrra OT COUMOIHO 3Haqmv1H 3a60J1%Ba1--1HH Karo B" VI

HHTepcTuuuajma 6eJ10Åp06Ha 60J1eCT.
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IlpeÅCTaBeHHTe AaHH1•1 B JIHTeparrypHHR 0630PAOKUBaT, ye A-p Kp%crreB r103HaBa MHOro Å06pe

JIHTeparrypaTa no TeMaTa Ha ancepraunxra, AHUIVITHHHO H KOMneereHTHO IIJ1aMeH KPbCTeB06Cb)Kna

HepemeHHTe IIP06neMHKaro H3110J13Ba aaHHH OT mocnr1HaTa MY nmeparypa 110 TeMaTa Ha

AVICePTaUHOHHH% Tpym. AOKTOPaHTbTe HanpaBHJ1 06111MpHa JlvrrepaTypHa cnpaBKa. IlpoCJ1eznaHeT0

Ha Bbnpocwre, 110CTaBeHH B ancepTa11M0HHHR TPYA 3a npoAbJ1>KHTeJ1eH nepH0A OT BpeMe MY 110MaraT

Aa H3rpaAH C06CTBeHO MHeHHe, C%BMeCTHO C Hay,'HHHTe CH PbKOBOÅHRJIH manpeueHH He06XOÅHMOCTTa

OT V13crreABaHH%, KOHTO He ca npaBeHH no MOMeHTa. B AHCePTaUHOHHHR CH rrpya A-p

KpbcTeB 110CTaBR 3a pa31'J1eyuaHe AHCKYCHOHHH Bb11POCH, H3Ka.3Ba C06CTBeHO MHeHHe, 060CHOBaBa

aprYMewrupaH0 H360pa Ha H36paHHTe A03H, H3110J13BaHU B eKcnepHMeHTMTe. 110CJ1eAOBaTeJIHO H

nomp06H0 pærnexua OCHOBHHTe Bb11POCH, CBbP3aHH c rreMaTa Ha AHCePTaUHOHHHR Tpym. B

3aKJ11-oqeHHeTO KBM 0630pa KpwreB apr»rewrupa H360pa Ha ABaTa Momena Ha XPOHHHHO Bb3naJ1eHHe

naTOJ101'HHHO pa3JIHHHH, HO CBbP3aHH C OKCHnaTHBeH cTpec mmomaPOH-HHÅY11HpaHa 6eJ10Ap06Ha

TOKCHHHOCT DNBS-HHnyuvrpaH KOJIMT IIPH rnnxoæ. H360pbT Ha Te3H ABa Moaena e IlpoÄHKTYBaH OT

KJIHHW-1HaTaHM peneBaHTHOCT, Å06POT0HM oxapæcrepH3upaHe B JIHTepamypaTa H He H ÅBaTa

06eAUHHBaT HHTeH3HBeH OKCømaTHBeH cTpec C IIPOBb311UIHTeneH 0Tr0BOP, HMeHHO cneKTbP%T OT

aeiiCTBHe, 3a KOiiT0 U-74389G e •reopeTHHH0 060CHOBaH IIPOTeKTOP. Pe3YJITaTnrreOT HacTO%1.11HA erpya

MoraT na ce H3r10J13BaT 3a onpeaeJIHHe Ha Ha TepaneBTHHHHA 110TeHuuaJ1 Ha U-74389G npn

3a60J1naHHH, B naToreHe3aTa Ha KOUTO OKCHÅaTMBHHHT cTpec H Bb3na.neHneTO nrpa*T ueHTpaJIHa pong.

I-lema Ha mucepTa1-1H0HHM*TpYJ1 e HanucaHa RCHO TOHHO. IlocraBeHnrre B zucePTa11HOHHHR

erpya 8 3aaaqn, no qeTHPH 3a BCeKH H36paH MOAeJ1 r10A110MaraT H311bJIHeHneT0 Ha nocTaBeHaTa uen.

B ancePTa11HOHHHRCH AOKTOPaHTbT e H3nOJ13BaJ1 3a H311%JIHeHne Ha nocTaBeHHrre 3anaqn

CbBPeMeHHH, YTBbpaeHH MOAeJIH H MeTOÅH 3a 0THHTaHe Ha nonyqeHH•re pe3YJrraTH. B MaTepuaJ1 H

MeTOAU nomp06H0 ca onucaHH M3r10J13BaHwre eKcnePHMeHTaJIHH MOAeJIH H Merroan. IlpeAHMCTBO Ha

AOKTOPCKaTa Te3a e nocoHBaHerro Ha nonomrremwre H orpnuaTeJIHnrre crpaHH Ha cb1qecTBYBamurre

MOAeJIH n MeTOÅH Ha H3cJ1eÄBaHe, KaKTO H apryw-reHTHTe 3a 1,13110J13BaHeTO Ha onpemeneym OT THX.

.EKcnepvnaeHTHTeca npoBemeHH B na60paTopHRno eKcnepHMeHrraJIHa H Ha

Karrempa „@apMaKonorHA H TOKCHKOJIOI'HH" IIPH MY-IIJ1eBeH. IlpoYHBaHeT0 e npoBemeH0 B

CbOTBeTCTBne C Me)KAYHap0ÅHHTeceraHÅapTH 3a rpmxa H H3110J13BaHe Ha OllHTHU XHBOTHU (EBponeiicKa

AHPeKTHBa 2010/63/EC), KaKTO H C HaUHOHaJIHOTO 3aKOHoaæreJICTBO H IIOJIHTHKH H e om06peH0

OT bbJ1rapcKaTa areH11H* no 6e30nacHocT Ha xpaHHTe.

B eKcnepHMeHTHTe ca H3110J13BaHH 206 6eJIH Mb)KKH nm.xoBe, nopoma Bucrrap, c Terno 200-250

rpaMa. H3BbpmeHa e orpoMHa no 06eM eKcnepHMewraJIHa meiHOCT c rOJIRM 6poM )KHBOTHH. TecnaHH

7



ca JIBa MOAena 3a 6eJ10np06Ha TOKCHHHOCT. H36paH e Momen c ABYKPaTHO npHJ10xeHue Ha ayruoaapoH,

KoeTO e MHOro no-TpynoeMK0. TecnaHH ca 3 MOAena Ha eKcnepHMeHTaJ1eH KOJIMT KaTO Ha 6a3aTa Ha

11011yqeHHrre pe3YJITaTH e H36paH T03H Momen C DNBS B Ä03a 30 Mr.

Pegymaurre ca 06pa60TeHH n npeacTaBeHH KOPeKTHO B rra6JIH1.1HH 3a 06pa60TKa Ha

aaHHHTe OT eKcnepHMewraJ11--1wre H3CJ1eABaHHR ca H3r10J13BaHH 110AX0AH111H CTaTHCTHqeCKM TeCTOBe,

KOHTO ocnrypnaT AOCTOBePHOCT H CMIOCTaBmvfOCT Ha nonyqeHHTe pe3YJITaTH C ÅaHHH Ha Apyrn

aBTOPH.A-p Kp%cTeB npvrrexaBa A06pu KOM11iOTbPHH YMeHHA, K0HT0 MY 110MaraT IIPH npegeHTupaHe-ro

H ny6JIHKYBaHeTO Ha nonyqeHHTe pe3YJITaTH. B 06Cb)KÅaHeTO TOii C'b110CTaBR pe3YJrraTHTe OT

HaCTOH1110TO H3CJ1eABaHe C aaHHH Ha apyrn aBTOPH. ÅncKyrnpaT ce H BePOfTHHTe npHt1H1--1H 3a rre3H

pa3JIHHHA. Aar-murreOT npoBeaeHHTe eKcnePHMeHTH ca 0606rueHH B 06CF,KÅaHeTO Ha pe3YJrraTHTe,

3aKJIK)qeHHeTO, H3Bomrre H npHH0CHTe .

A-p KPbCTeB1103HaBaMHOro A06pe nwrepaTypaTa 110 TeMaTa Ha AHCePTa11HOH1--1H*-rpym, H3Ka.3Ba

CBOTra 1103H11H1, aHaJIM3npa apryMewrnpaH0 nonyqeHHTe pe3YJITaTH H HanpaBeHHTe H3BOÅH.

AncepTaunxra e HarmcaHa H cTpyrrypnpaHa npaBHJIHO. I-Xema H 3a,aaqwre ca 110CTaBeHH *CHO.

Pe3YJrraTHTeH ca CBbP3aHH JIOI'HHHO. B 3aKmoqeHqeTO MHOro A06pe ca 0606L1-xeHH

pe3ymaTHTe OT eKcnepHMewraJIH0T0 npoyHBaHe. B pe3ymaT Ha npeÅH3H0 H3BbP1-ueHaTa pa60Ta

npaBHJIHOTO06Cb>KÅaHeHa pe3Yjrrarvrre ca HanpaBeHH 7 H3Boaa Monen Ha aMnoaapoH HHAyuupaHa

6enoap06Ha TOKCW-IHOCT H 6 H3Boaa npn Momen Ha DNBS- HHAYUHPaH KOJIMT. . Vi3BOAH CbOTBeTCTBarr

Ha nocTaBeHHTe 3aaat1H H TOHHO H KOPeKTHO 0Tpa31BaT Hai-CbmeCTBeHHTe pe3YJITaTH. M3Boawre ca

TOHHO 0TroBapxr Ha aaHHHTe, nonyyeHH B Hayt-1HHH eKcnePHMeHT. IlpneMaM H3BOAHTe

6e3 3a6ene)KKH. A-p KpbcTeB e 110COHHJ14 IIPHOCH c OPHI'HHaJ1eH xapaKTep H 3 TaKMBa c 110TBbpmrreJ1eH

H Hayw-10-11PHJIO)KeHxapæcrep..Y6emeHa CbM, qe npm•locnrre me npeacTaBJ1*BaTHHTepec B CJ1eABa111H

npeAKJIHHHHHH n KJIHHHHHH H3CJ1eABaHH%. IlpneMaM H OlleHHBarvf Karro 3HaHUMH npvmocme,
nocoqeHHTe B mucepTauuwra Ha A-p KPbCTeB CHHTaM, ye Te pea-IIH0 0Tpa3HBaT 110CTnruaTHTe

pe3YJrraTH. A-p KpbcTeB HMa TeopeTH1-1HH1103HaHH% n npaKTnqecKH YMeHnq, Moxe ma pa60TH B eKun.

ÅOKTopaHTbT 60paBH CB060AHO C WTHTe OT AOCTb11HaTa MY mneparrypa, M3KUBa H 3a11xwraBa

apry•'MeHTHpaH0 C06CTBeHaTa CH 1103H11HA, cpaBHRBa H Cb110CTaBHnonyqemrre C06CTBeHH pe3YJITaTH C

ere3H Ha apyrn aBTOPH KaTO TbPCH npHHHHHTe 3a npHJIHKHTe H pa3JIHtmxra THX.

ABTope(bepaTbT Ha AMCePTa11HOHHHH „ Ha U-74389G B eKcnepHMeHrraJIH MOJIeJIV1

Ha 6eJ10Ap06Ha H KOJIUT IIPH 11J1bXOBe
"

CbA'bP',Ka 77 CTPaHH11U H 0Tpa3RBa OCHOBHOTO

CbAbP)Karme Ha AHCePTaUHOHHHH TPYA H nonyqeHMTe pe3YJITaTH. Ton e 0HarnemeH c 53 H 9
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•ra6JIHUH. e K0HcTpynpaH npaBHJIH0, Cb06pa3H0 V13HCKBaHnxra, nocoqeHH B

HOPMaTHBHHTeAOKYMeHTH Ha MY IlneBeH.

Bb3 OCHOBa Ha ropeH3J10)KeH0T0, npeueHABaM AHCePTaUHOHHHH Ha A-p VIJIaMeH

KpacHMupoB KpbcTeB KaT0 HeroB0 JIHHHO meno, Harl%JIHO 0Tr0Bap%1110 Ha H3HCKBaHnxra H

npenopbHHrreJIHHTe HayKOMeTPHHHH KPHTePHH 3a npncb>KÅaHe Ha 06pa30BaTeJIHaTa H HaytmaTaCTeneH

"ÅOKTOP".

A-p IIJ1aMeH KpbcrreB yc11RBa nom PbKOBOACTBOTO Ha Haytmwre CH PbKOBOAUTeJIH Aa 0Bnaaee

CbBPeMeHHH MeTOAHKH, na pa60TH B eKH11 H Aa 110ÅÅbpxaU3CJ1eAOBaEJICKvrre CH HHTepeCH H KOH'rarrq

no np06neMH, KOHTO pa3BHBa C nocrreAOBaTeJIHOCT H B KOJIa60pa11HR C apyrHTe V13cneÄOBaTe11U. ÅaHHHTe

OT npoBemeH0T0 eKcnePHMemaJIHO H3cneABaHe opurHHaJ1eH npvmoc B HayraTa VI

0TroBapqrr Ha V13MCKBaHVMTa Ha 3aKOHa ga pa.3BH'rme Ha aKaÅeMHt1HHA CBCTaB B Peny6JIHKa Bblrapnq
(3PACPb), IlpaBHJIHHKa 3a npvmaraHe Ha 3PACPB n FIpaBHJIHHKa Ha MY - IIJ1eBeH. Pa3pa60TKaTa Ha

AHCePTaUHOHHHA rrpym 110Ka-3Ba, ye A-p IlJ1aMeH KpebcTeB HMa 3411'bJ160qeHH TeopeTWIHH 3HaHHf

npo(becH0HaJIHH YMeHHA no Haytmarra cne11HUIHOCT "@aPMaKOJ101'HA(BWI. H

xHMH0Tepa11HH). AncepTaHTbT npHTexaBa Kaqecna H YMeHHH 3a caMOCTomeJIHO npoBexua1--1e Ha

Hayrtmu H3cneÄBaHV1*.

B 3aKJ11-oqeHne, AaBaM 110JIO)KMTeJIHa ouemcaTa Ha npeÅc•raBeHHR OT A-p IlJ1awreH KpacHMnpB

KPbCTeB ancepra1-1H0HeH Tpym Ha TeMa: Ha U-74389G B eKcnepHMeHTaJIHH Momenn Ha

6eJ10Ap06Ha n KOJIHT npn rlJ1bxoBe" H y6eÅeH0 MHeHneTO CH, ge rrpYÅbT HarlbJIHO

0Tr0BapR Ha Bb3npueTHTe H3UCKBa1--1HA 3a npncbyqxaHeT0 Ha 06pa30BaTeJIHaTa n Hayma cTeneH

„ÅOKTOP".

Bb3 OCHOBa Ha ropeu3noxeH0T0, y6eÅeH0 aaBaM CBoxra nonoxn•re.rma oueHKa Ha

npoBemeH0T0 H3CJ1eABaHe, npencrraBeH0OT peueH3npaHHTe no-rope Ancepra1-1H0HeH TW,

nocrnrHaTH pe3YJITaTH u IIPHHOCU, H npeA.naraM Ha noqnrraeMHTe qaeHOBe Ha nayHH0T0 *O'pn Aa

npncbAHT Ha A-p IIJ1aMeH KpacnMnpoB Kpbc•reB 06pa30BaTeJIHa n HayrqHa CTeneH „ÅOKTOP" B

AOKTOPCKanporpaMa no „„(bapMaK0J101'H* (BKJI. n xuMH0Tepar1H*). 06J1aCT Ha Bucme

06pa-30BaHue: 7. 3ÅpaBeona3BaHe n cnopt, Hanpameyme: 7.1 Menu11MHa.

A-p H. KOCT411UHOBa,ÅM
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To the Chairman of the Scientific Jury,
appointed by order No. 2381/28..07. 2026

of the Rector of MU-Pleven

REVIEW
by Prof. Ivanka Ilieva Kostadinova, MD, PhD

in accordance with the procedure for obtaining the PhD in the professional field 7.1. Medicine, in

the doctoral program "Pharmacology" /incl. Pharmacokinetics and chemotherapy//

for the dissertation "Effects ofU-74389G in experimentalmodels of pulmonary fibrosis and

colitis in rats"

of Plamen KrasimirovKrastev, MD, PhD student in independent training,

with scientific supervisors: Prof. Galya Tsvetanova Stavreva -Marinova.MD,PhD

1.

Assoc. Prof.. Violeta Yordanova Dancheva,MD,PhD

presentation of and the doctoral studentGeneral the procedure

By order No. 2381/28.07.2026 of Prof. D. Dimitrov, MD, PhD, Rector ofMU-P1even, 1 am

included in the scientific jury for the procedure for the defense of the dissertation "Effects ofU-74389G
in experimental models ofpulmonary fibrosis and colitis in rats" by Dr. Plamen Krasimirov Krastev for

the acquisition of the PhD.

The presented set of materials on electronic media is in accordance with the Act on the

Development ofAcademic Staff in the Republic of Bulgaria and the Regulations for its implementation

and the criteria for acquiring academic positions and scientific degrees of MU-Pleven and includes all

required documents. Dr. Krastev has indicated 3 publications on the topic of the dissenation. The

documents are arranged correctly and accurately. This facilitates the members of the jury in following

the procedure for awarding the ONS "Doctor". I positively assess the serious attitude of Dr. Krastev and

his scientific supervisors to all stages ofthe procedure. There are no violations ofthe procedure. I declare

that I have no common works with the doctoral student.

2. Brief biographical data
In 1987, Krastev graduated from the Mathematics High School in Pleven. In 2002, he obtained

a Master's degree in Finance, Economics from the University ofVeliko Tarnovo. In 1995, he graduated

from the Medical University ofPleven. 1--1e has two specialties: Aviation Medicine in 2000 and General

Medicine in 2004. Krastev was the head of the medical service of unit 38960, village ofTepish, from
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October 1996 to July 2002. From July 2002 to June 2005, he was a resident physician at the medical

center of the University Hospital "Hristo Botev" Pleven. From June 2005 to May 2007, he was the

deputy head of the medical center ofunit 24870, village ofKamenets. From June 2007 to March 2015,

he was the deputy head of the medical post ofmilitary formation 52090, Dolna Mitropolia. Since

September 2015, he has been an assistant professor at the Department ofPharmacology ofthe Pleven

Medical University, and is currently a lecturer at the same department. He is fluent in written and

spoken Russian and English. To improve his qualifications, he has conducted various training courses:

"Health Management for Heads ofMedical Institutions", "Captain's Career Course" (Career

Development Course for Senior Medical Personnel in the US Anned Forces) — at the military bases

"Lackland AFB" and "Fort Sam Houston" in San Antonio, Texas, from 02.2010 to 09.2010. He has

computer skills and design skills.

The dissertation of Plamen Krastev, MD contains 156 pages. When constructing the dissertation,

the requirements ofMU-Pleven for awarding the PhD were met: Abbreviations - 3 pages, introduction -

2 pages, literature review - 49 pages, goal, tasks, material and methods - 12 pages, results and discussion
- 63 pages, conclusions 2 pages, contributions - I page, bibliography - 17 pages. The work is illustrated

with 53 figures and 9 tables. The bibliography to the dissertation contains 385 sources - 3 in Cyrillic and

382 in Latin. Dr. Krastev has presented 2 articles on the topic of the dissertation in refereed databases

(Scopus and Web of Science) - 30 points and 1 publication in non-refereed with scientific review or

publications in edited collective volumes - 10 points. With the required minimum requirements for the

ONS "Doctor" of 30 points, the phd student has indicated 45 points.

The topic ofthe dissenation is relevant. It is related to a socially significant problem of interstitial

lung disease, pulmonary fibrosis and inflammatory bowel diseases. These are diseases that worsen the

quality of life of patients, are difficult to diagnose and treat. Various drugs are being studied in their

therapy. According to Mavsn A. Altobiani and co-authors (2024), interstitial lung disease can be due to

exposure to allergens, work with hazardous materials, drugs or primary autoimmune inflammation.

genetic factors of the individual, exposure to environmental pollutants. A study of 467,685 patients

diagnosed with cancer and treated with antineoplastic drugs between 2017 and 2022 shows that in 23-

51% of cases, interstitial pulmonary fibrosis was caused by bleomycin, eferolimus, erlotin, trastuzumab,

deruxtecan, and immune checkpoint inhibitors.ldiopathic pulmonary fibrosis is the most aggressive form

of interstitial pulmonary fibrosis, causing progressive and permanent lung scan•ing. It causes a chronic

and irreversible lung disease with a poor prognosis, with a median survival of 3—5 years after diagnosis

if untreated. Although two antifibrotic drugs have demonstrated a significant reduction in the rate of
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disease progression, it remains difficult to predict the course of the disease in individual patients. The

most severe and common idiopathic form is idiopathic pulmonary fibrosis (IPF), which accounts for

—50% of all reported IPF, for which there is no treatment. The considerable variability observed among
patients makes it difficult to predict individual outcome. Some patients with idiopathic pulmonary

fibrosis (IPF) experience rapid progression, while others experience slow progression.A systematic

review suggests that gastroesophageal reflux disease (GERD) is associated with IPF. Specifically, the

risk of developing Idiopathic Pulmonary Fibrosis (IPF) is 1.5—2 times higher in men than in women.

Aging is a risk factor for interstitial lung disease (ILD), with a significant increase in incidence among

older people. This trend is particularly evident in idiopathic pulmonary fibrosis (IPF), where the disease

predominantly affects people over 65 years of age.lnterstitial lung disease (ILD) is a growing global

health problem, with an 86% increase in ILD-related mortality and is expected to account for 0.26% of

all deaths worldwide by 2027. A recent study found that the prevalence of (IBD) ranged from 6.3 to 71

per 100,000 people, and the incidence ofILD ranged from 1 to 31.5 per 100,000 people per year. Another

study from France reponed a prevalence of 97.9 per 100,000 and an incidence of 19.4 per 100,000 per

person per year. The British Lung Foundation estimated the incidence of idiopathic pulmonary fibrosis

(IPF) to be around 50 per 100,000 people per year in the United Kingdom.The exact etiology ofulcerative

colitis (UC) is unknown, but the disease appears to be multifactorial and polygenic. Suggested causes

include environmental factors, immune dysfunction, and a possible genetic predisposition. Some suggest

that children with a lower birth weight bom to mothers with UC are at greater risk of developing the

disease. Human leukocyte antigen (HLA)-B27 is identified in most patients with ulcerative colitis (UC),

although this finding is not causally related to the condition, and the detection of HLA-B27 does not

imply a significantly increased risk ofUC. UC may also be influenced by diet, although diet is thought

to play a minor role. Dietary or bacterial antigens can affect an already damaged mucosa that has

increased permeability. Ulcerative colitis is a chronic inflammatory bowel disease with a global

prevalence estimated at 5 million cases in 2023, with an incidence ranging from 0.5 to 24.5 per 100,000

people per year. The disease is most common in Northern Europe and North America, where the

prevalence in the United States is estimated at 378 to 721 per 100,000 (affecting —2.4—2.7 million

Americans), with the highest rates among non-Hispanic whites and those of Ashkenazi Jewish

descent.Epidemiological trends indicate that while the incidence has stabilized or decreased in many

high-income countries, it is increasing shmply in low- and middle-income countries, particularly in Asia.

Risk factors include a Western lifestyle, urban living without tobacco smoke, while smoking is associated

with a lower risk of developing the disease and milder clinical outcomes. A systematic review of the
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literature from 2014 to 2025 on the epidemiology of ulcerative colitis as ofJanuary 2024 included a total

of 197 studies: 177 cohort (prospective or retrospective), 13 cross-sectional, 4 case-control, I structured

study, and 2 with an unspecified design. The incidence (per 100,000 person-years) varies worldwide from

I. 16 in Taiwanto 57 in Denmark. Taiwan in Asia reported the lowest incidence (1.16), followed by Brazil

(1.34), Spain (2.37), Israel (15.80), Canada (12.90), South Korea (29.71) and Denmark (57.00).

Longitudinal study data from Italy, Spain and Denmark show increasing trends, with the incidence in

Spain having more than doubled in 30 years. Prevalence (per 100,000 person-years) ranged from 1 1.00

in China to 397.0 in Denmark. The lowest rates were observed in China (11.00) and Brazil (11.90),

followed by Spain (36.60), the United States (159.50), South Korea (334.00) and Denmark (397.00). The

incidence and prevalence of ulcerative colitis (UC) vary considerably across regions, with the highest

burden observed in Europe, North America, and South Korea. The increasing global trend of increasing

incidence of interstitial pulmonary fibrosis and inflammatory bowel disease highlights the need for

enhanced surveillance, optimized management strategies, and expanded research to address this growing

public health problem.

In the introduction, Dr. Krastev examines the issues related to the study ofpharmacological effects

of lazaroid, points out problem.relevance of thethe

In the literature review, the doctoral student presents the world's scientific achievements on the

topic of the dissertation. The literature review is divided into three parts: lazaroid U-74389G,pulmonary

fibrosis, inflammatory bowel diseases. In the first part of the review, the chemical structure,mechanism

of action, pharmacokinetics and toxicity, pharmacological properties and effects of U-74389G in

experimental and clinical studies are described in depth and in detail. The anti-inflammatory effects of

the compound and themechanism ofanti-inflammatory action are examined. A comparison is made with

the pharmacological properties and effects ofmethylprednisolone, and the differences between them are

discussed. In the second pan of the literature review, the etiology, incidence of idiopathic pulmonary

fibrosis, interstitial lung disease, chronic fibrotic hypersensitivity pneumonitis are discussed in detail.

The pathogenesis ofpulmonary fibrosis and the role of reactive oxygen species in its development are

reviewed. Of interest are drug-induced interstitial lung disease and histopathologicalmodels of interstitial

pneumonia. The drugs that cause pulmonary fibrosis and the mechanisms of lung tissue damage are

reviewed in detail: amiodarone, chemotherapeutic agents, nitrofurantoin, antirheumatic agents,

methotrexate.Biologic agents are an increasingly common cause of DI-ILD, and tumor necrosis factor

(TNF) inhibitors are the most common agents of ILD. The mechanism of lung injury is unknown, but

may be related to the massive release of cytokines from lysed neoplastic cells. Treatment of idiopathic
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pulmonary fibrosis is discussed. Models of pulmonary fibrosis are well described in this review.

Humanized models ofpulmonary fibrosis, two-dimensional cell models used to study cellular behavior,

and potential compounds to be used in the therapeutic treatment of pulmonary fibrosis are reviewed.

Precisim-CutLung Slices, 3D bioengineered models that are useful for assessing the efficacy and testing

of antifibrotic drugs, are used to evaluate new treatments.The third part of the review discusses

inflammatory bowel diseases (IBD): ulcerative colitis (UC) and Crohn's disease (CD). The incidence and

prevalence oflBD, etiology and pathogenesis of these diseases are discussed. The role of genetic factors

is described. It is reported that IBD occurs in most patients with a polygenic disorder. The role of the

intestinal microflora in the pathogenesis of IBD is discussed. Innate and adaptive immunity in IBD are

reviewed, as well as their features. In IBD, damage leads to uncontrolled inflammation. IBD is associated

with an inadequate immune and epithelial response to the microbiome due to secretion of inflammatory

mediators leading to activation ofCD4+ and CD8+ T cells in the epithelium, secreting huge amounts of

inflammatory cytokines versus anti-inflammatory cytokines. The role of autophagy in the development

of inflammatory bowel diseases is discussed. Autophagy is involved in intracellular homeostasis,

contributing to the degradation and recycling of cytosolic contents and organelles and resistance against

infections and intracellular microbes. The redox state of the intestine depends on the balance between

oxidants, such as free radicals, reactive oxygen species (ROS) or reactive nitrogen species (RNS), on the

one hand, and antioxidant mechanisms such as glutathione peroxidase (GPX) and glutathione S-

transferase enzymes. The pathophysiology and histopathology of inflammatory bowel disease are

discussed in detail. The key role of the intestinal immune system in the pathogenesis of inflammatory

bowel disease is described. Inflammatory bowel diseases are chronic inflammatory diseases of the

gastrointestinal tract with a complex etiology involving genetic, immunological and environmental

factors. The multifactorial nature of these diseases has been used in the development of various animal

models to investigate the underlying mechanisms and develop potential therapeutic strategies. The

differentmodels of inflammatory bowel disease are classified and described in detail: chemically induced

models, adaptive T-cellmodel, genetically engineered experimental model, IL-IO Knockout model (IL-

10 elimination model), mouse models with spontaneous mutation. SAMPI/YitFc colitis, microbiome-

induced mouse models.The limitations ofusing these models are also discussed in depth. These data can

be used when choosing the design of subsequent experimental studies. The discussed data from the

available literature emphasize the need for studies of the phmmacological effects of new synthesized

compounds to improve the quality of life of patients and reduce mortality from socially significant

diseases such as COPD and interstitial lung disease.The data presented in the literature review prove that
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Krastev knows the literature on the topic of the disseltation very well. Plamen Krastev analytically and

competently discusses the unresolved problems using data from the literature available to him on the

topic of the dissertation. The doctoral student has made an extensive literature review. Following the

questions posed in the dissertation for a long period of time helps him to form his own opinion, together

with his scientific supervisors to assess the need for additional research that has not been done so far. In

his dissertation, Krastev raises discussion questions for consideration, expresses his own opinion,

justifies the choice of the selected doses used in the experiments with arguments.Consistently and in

detail, the main issues related to the topic of the dissertation work are considered. In the conclusion to

the review, Krastev argues for the choice of two pathologically different, but oxidative stress-related

models of chronic inflammation: amiodarone-induced pulmonary toxicity and DNBS-induced colitis in

rats. The choice of these two models is dictated by their clinical relevance, their good characterization in

the literature, and the fact that both combine intense oxidative stress with a pro-inflammatory response,
precisely the spectrum of action for which U-74389G is a theoretically justified protector. The results of

the present work can be used to determine the therapeutic potential of U-74389G in diseases in the

pathogenesis ofwhich oxidative stress and inflammation play a central role.

The purpose of the dissertation is written clearly and precisely. The 8 tasks set in the dissertation,

four for each selected model, support the implementation of the set goal.

In his dissertation, the doctoral student used modern, established models and methods for reponing the

results to fulfill the tasks set. The experimental models and methods used are described in detail in the

material and methods. An advantage of the doctoral thesis is the indication of the positive and negative

sides ofthe existing models and research methods, as well as the arguments for the use ofcertain of them.

The experiments were conducted in the laboratory of experimental physiology and pharmacology of the

Department of Pharmacology and Toxicology at MU-Pleven. 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.

The experiments used 206 white male Wistar rats, weighing 200-250 grams. A huge volume of

experimental work was carried out with a large number of animals. Two models ofpulmonary toxicity

were tested. A model with a double administration ofamiodarone was chosen, which is muchmore labor-

intensive. 3 models ofexperimental colitis were tested, and based on the results obtained, this model with

DNBS at a dose of 30 mg was chosen.
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The results have been processed and presented correctly in tables and figures. Appropriate

statistical tests have been used to process the data from the experimental studies, which ensure the

reliability and comparability of the obtained results with data from other authors. Dr. Krastev has good

computer skills, which help him in presenting and publishing the obtained results. In the discussion, he

compares the results of the present study with data from other authors. The probable reasons for these

differences are also discussed. The data from the conducted experiments are summarized in the

discussion of the results, conclusion, inferences and contributions. Krastev knows the literature on the

topic of the dissertation very well, expresses his position, analyzes the results obtained and the

conclusions drawn with arguments.

The dissertation is written and structured correctly. The goal and tasks are clearly stated. The

results and discussion are logically connected. The conclusion summarizes the results ofthe experimental

study very well. As a result of the precisely performed work and the correct discussion of the results, 7

conclusions were made in the model of amiodarone-induced pulmonary toxicity and 6 conclusions in the

model of DNBS-induced colitis. . The conclusions conespond to the tasks set and accurately and

colTectly reflect the most significant results. The conclusions are precisely formulated, correspond to the

data obtained in the scientific experiment. I accept the conclusions without remarksKrastev has indicated

4 contributions of an original nature and 3 of a confirmatory and scientifically applied nature. I am

convinced that the contributions will be of interest in subsequent preclinical and clinical studies. I accept

and evaluate as significant the contributions indicated in Krastev's dissertation. I believe that they actually

reflect the achieved results. Krastev has theoretical knowledge and practical skills, can work in a team.

The doctoral student freely handles the facts from the literature available to him, expresses and defends

his own position with arguments, compares and contrasts his own results with those of other authors,

looking for the reasons for the similarities and differences between them.

The abstract of the dissertation "Effects of U-74389G in experimental models of pulmonary

fibrosis and colitis in rats" contains 77 pages and reflects the main content of the dissertation and the

results obtained. It is illustrated with 53 figures and 9 tables. The abstract is constructed correctly, in

accordance with the requirements specified in the regulatory documents of the Medical University of

Pleven.

Based on the above, I assess the dissertation work ofPlamen Krasimirov Krastev as his personal

work, fully meeting the requirements and recommended scientometric criteria for awarding the

educational and scientific degree "PhD". Plamen Krastev managed, under the guidance ofhis scientific

supervisors, to master modem methodologies, to work in a team and to maintain his research interests
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and contacts on problems, which he develops consistently and in collaborationwith other researchers.The

data from the conducted experimental study represent an original contribution to science and meet the

requirements of the Act on the Development of Academic Staff in the Republic of Bulgaria, the

Regulations for the Implementation of the Act on the Development ofAcademic Staff in the Republic of

Bulgaria and the Regulations of the Medical University of Pleven. The development of the dissertation

work shows that Plamen Krastev has in-depth theoretical knowledge and professional skills in the

scientific specialty "Pharmacology (incl. pharmacokinetics and chemotherapy). The phd student

possesses the qualities and skills to independently conduct scientific research.

In conclusion, I give a positive assessment of the dissertation presented by Plamen Krasimirv

Krastev on the topic: "Effects ofU-74389G in experimental models ofpulmonary fibrosis and colitis in

rats" and I confidently express my opinion that the work fully meets the accepted requirements for the

award ofthe educational and scientific degree "PhD". Based on the above, I confidently givemy positive

assessment of the conducted research, presented by the above-reviewed dissertation, abstract, achieved

results and contributions, and I propose to the esteemed members of the scientific jury to award Plamen

Krasimirov Krastev the educational and scientific degree "PhD" in the doctoral program in

"Pharmacology (incl. pharmacokinetics and chemotherapy). Field of higher education: 7. Health and

sports, Professional field: 7.1 Medicine.

Prof. Ivanka Kostadinova,MD,PhD
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