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lo Ilpencenaresisi Ha HAY9IHOTO KypH,
Ha3Ha4YeHo cbe 3amoBen Ne 2381/28..07. 2026 r
Ho PexTopa Ha MVY- Ilnesen
PEIEH3Us

ot mpo¢. n-p Visanka Mmera KocraguHosa, M,

1o mpoueaypno 3a npupobusane sa OHC ,,JIokTop™ mo npodecronanyo anpasienue 7.1. Menuuusa,
II0 JOKTOpCKa Iporpama ,,dapmaxosorus /. GapMakOKMHETHKA H XMMHOTeparus/
3a IUCepTAlMOHEH TpyX ,,Edextu Ha U-74389G B exciepuMeHTaIHA MoJienH Ha 6emonpobra ¢pubposa

¥ KOJIMT IIPH ILTBXOBE™

Ha a-p IInamen Kpacumupos KpbCTEB,JOKTOPAaHT Ha CaMOCTOSTENHA IOATOTOBKA,

¢ Hay4HH phKoBoauTeNH: npod. a-p I'ana [{seranosa CraBpesa- Mapunosa

xow. 1-p Buonera Hopnanosa [landesa,mm,
1. O6mo npeacTaBsiHe HA NPONeAYPaTa H JOKTOPAHTA

Cobc 3anoBen Ne2381/28.07.2026r. romuna Ha npod. a-p M. Jumurpos,nM,, Pexrop na MVY-
[TneBeH cBM BKIIOYEHA B ChCTaBa Ha HAydHO )KypH IIO IpOLEIypa 3a 3alMTa Ha JUCEPTAUUOHEH TPYA

»Ebextn na U-74389G B excriepuMeHTaIHM Mozenu Ha GenonpobHa ¢pubposa 1 KOIMT IIPH ITBXOBE

“ ga 1-p I[Inamen Kpacumupos Kpscres 3a npunodusarne sa OHC ,,Jloktop®.

IIpefcTaBeHUAT KOMIUIEKT MaTepHaiy Ha eIeKTPOHEH HOCHTEN € B ChOTBETCTBHE ChC 3aKOoHa 32
pa3BUTHE HA aKajeMU4HUS cbeTaB B Pemy6muka bearapus u [IpaBuiHuka 3a HETOBOTO NIPHIIOXKEHUE K
KpHTEPHHTE 3a IPHA0OUBaHE Ha aKaJIleMUYHH JTBKHOCTH U HayIHH CTerneny Ha MY -I1lieBeH 1 BKIIouBa
BCHYKH H3HCKYyEMIIH nokymentd. JI-p KpecreB e mocoumn 3 myOnMKaupu IO Temara Ha
JMCepTanuoHus Tpyd. JJOKyMEHTHTE ca IOAPEeJCHH KOPEKTHO U TO4HO. TOBa ynecHsBa WICHOBETE Ha
’XyPHTO TIPH IPOCIIesBaHe Ha [IPOBEJieHaTa Ipouexypa 3a npuckxiaane Ha OHC ,,Jloxrop®. Onensisam
TIOJIOKUTETHO CEPHO3HOTO OTHOLIEHME Ha I-p KpbcTeB ¥ HaydHHTEe My PHKOBOIUTENHM KBM BCHYKH
eTaly Ha IPOBEXIaHaTa npoueAypa. Hsama Hapymenus Ha mponexypara. JlexiapupaM, 9e HaMaM 001y

TPYHOBE C JOKTOPaHTa

2. KpaTku 6uorpagu9ay JaHHH



Ilpe3 1987 romuna n-p KpbcreB 3aBbpmBa MareMarmdecka rumHasus B IInesen. I[Ipes 2002
roiMHa NpHAOOMBAa MAarMCThpcka CTENEH IO (HMHAHCH, MKOHOMHCT BHB  BENMKOTHPHOBCKHS
yauBepcuteT. IIpe3 1995 ronuna 3aBppmBa mMeaununa B Megununcku YausepcureT [Liesen. Mima nse
crenMaaHOCTH: ABHanoHHa MeaunuHa npe3 2000 roquaa u O6ma Mexgunusa npes3 2004 roguna.

J-p KpscTeB € HaganHuK Ha MeJUIMHCKa ciryx6a Ha nonenenue 38960 ceno Temum ot OKTOMBpH
1996 romuaa o romr 2002 roguHa. Ot romm 2002 roguna o foHE 2005 roguHa e nekap OpAMHATOD B
MegunuHCKH MyHKT Ha YD ,,Xpucto bores* I[IneBen. Ot roau 2005 romuna mo mait 2007 romuna Toi e
3aMECTHUK Ha4daJIHUK Ha MeaunuHCKH nyHKT nogenenue 24870 ceno Kamenen. Ot roru 2007 roauna 10
MapT 2015 roguHa e 3aMECHHMK HaJaTHHK Ha MEIUIMHCKH IYHKT Ha BOeHHO (opmupopanme 52090,
Homnaa Mutponomus. Ot centemBpr 2015 roguna e acuctedT B Karenpara no ®apmakonorus Ha MY
ITnesen, B MOMEHTA € IIPENO/aBarTell KbM ChINara Kare/ipa. Biajgee oTIMYHO NHCMEHO ¥ TOBOPUMO PYCKH
¥ aHIVIMACKY €3WK.3a IMOBHIIaBaHE Ha KBAIM(HUKAIUATA CH € IIPOBEN pa’udHU oOydeHus: “3apaBeH
MEHH/DKMBHT 32 PBKOBOIUTENM Ha jedeOHHM 3aBeneHus”, “Captain’s Career Course” (Kypc 3a
KapHepHO pa3BUTHE Ha BUCIIUTE MEAUIMHCKY KaJJp¥ BbB BhOpBxKeHUTe ciid Ha CAILl) — BEB BOeHHHTE
6azu “Lackland AFB” u “Fort Sam Houston” B rpag Can ArTonmo, Tekcac, ot 02.2010 mo 09.2010.
ITpuTexaBa KOMIIOTEPHA YMEHHS M QU3afHEPCKH TaKHBA.

Hucepranmonnuar Tpya Ha a-p [lnamen KpscreB cpaspxa 156 crpanunu. IIpm koHCTpyHpane
Ha JMCEepPTallMOHHHUS TpYJ ca cra3eHd H3uckBaHuATa Ha MY- IlneBeH 3a mnpucwxigane na OHC
»JJOKTOp““: ChbKpameHus — 3 CTp., BbBEIEHHE — 2 CTP., IUTepaTypeH 00630p — 49 cTpaHuIy, e, 3a1a9H,
Marepuall ¥ MeTou — 12 cTpaHHu, pe3yaTaTy ¥ 00ckxaane — 63 CTpaHUIY, U3BOOY 2 CTPAHHULIY, IPUHOCH
— 1 crpanuna, 6ubmorpadus -17 crpanuuu. Paborara e oHarneneHa ¢ 53 ¢urypu u 9 Tabmunu.
KHuronucsT K6M JUCEpTAlMOHHUS TPYH ChABpKa 385 m3TounMKa- 3 Ha KupwImua U 382 Ha JIaTHHUIA.
JI-p KpbetTeB e npencTaBmi 0 TemaTa Ha JucepranusaTa 2 cTaTud B pedepupanu 6asa ganau (Scopus
u Web of science) - 30 Touxu u 1 myGukanus B HepedepupaHy ¢ HAy9HO PELEH3UPaHE WU ITyOIUKaIUH
B PE€OAKTHpaHU KOJIeKTUBHHU ToMoBe — 10 Touxy, [Ipyn m3ukyemu no MuauManeay usuckeanus 3a OHC |,
Joxrop* 30 TOYKH, JOKTOPAHTHT € MOCOYMNI 45 TOYKH.

Temara Ha gucepranMOHHHS TPYX € akTyanHa. CBbp3aHa € ChC COLMANHO 3HAYMM IpodieM
HHTepCTHIHAHA O6enoapobHa 6onect, 6enonpobHa pudpos3a U Br3NAIUTETHY 3a00JIIBaHUS Ha YepBara.
Tora ca 3aboysBaHMs, KOMTO BJOIIAaBaT Ka4eCTBOTO Ha JXXHMBOT Ha MALUEHTHTE, TPYOHO C€
JQWarHOCTHIMPAT M JIeKyBaT. B TepanusTa UM ce npoydBaT pa3Id4HH JEKapCcTBeHH npenapatu. Cropen
MagcH A.Anrro6uanu u cbaBTopu (2024 roauHa) HHTEpCTHIHAIHATa OenoapobHa 6oecT MoXe /1a ce

ABJDKH Ha H3JIaraH€ Ha aJICpreHy, pa60Ta C OIIaCHHU MaTe€pHalii, JICKapCTBa HJIYM OCHBHO aBTOMMYHHO
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3a0JBaHE. IeHEeTHYHHM (GaxKTopy Ha HHIMBHJA, H3JIaraHe Ha 3aMBPCHTENIM Ha OKOJHAara cpeja.
IIpoyuBane Ha 467685 nanuenTa, IMarHOCTULMPAHH C paK U JIEKyBaHH C aHTHHEOIUIACTUYHM JIEKapCTBa
Mexay 2017 u 2022 roguna nokassa, 4e npu 23-51% ot ciaygauTe MHTepcTHHHATHATa OenoxpobHa
¢ubposa e npuurHEHA OT OIEOMULIUH, edepoMyC, EpIOTHHHUT, TPacTy3yMal, JepyKCTEKaH U HMYHHH
KOHTpOIHM uHXMOWTOpH. Mmuomarwynara GemompoOHa ¢ubpo3a e Haif-arpecuBHaTa (opMa Ha
HHTepCTHIHaHA 6enoapobHa Gpubpo3a, MpUIMHABAINA IPOTPECHBHO ¥ TPAHHO 6eI0apoOHO yBpeKIaHe.
Tsa npuunHsABa XpOHHYHO M HeoOparuMo Genofpo6HO 3a00iABaHE C Joma IPOrHO3a, Karo cpexHara
IIPEXUBAEMOCT € 3—5 roguHu clie] IOCTaBSHE Ha JUarHosara, ako He ce JieKyBa. BrIpeku de ase
aHTHGUOPOTHYHH JIEeKapCTBa 3HAYUTEIIHO HAMAJISBAT CKOPOCTTA Ha IIPOrpecHs Ha 3a00IsIBaHETO, OCTaBa
TPYAHO Jja Ce IpeCKaXKe Pa3BUTUETO Ha 3a00JIsIBAHETO IIPY OT/E/IHUTE ManueHTy. Haii-Texkara v 94ecTo
cpemraHa uyauonaruyHa ¢opma e mauonaruyHara 6enoxpobra ¢ubpoza (UIID), xosTo mpencrapissa
~50% ot Bcuwuku poxiaaBanu HMUII, 3a xoWTO HAMa Jed4eHHE. 3HAYUTEIHATA BapHaOMIIHOCT,
Ha0JoaBaHa cpej] NAlMEHTHTE, 3aTPyIHsABA IIPOrHO3MPAHETO HAa MHAMBUIYAIHHS pe3yirar. Hsaxou
IAlMeHTH ¢ uauonaruyHa 6enoxpodna pudposza (UBD) uanurear Obp3a mporpecus, a Apyru - OaBHa.
CucremarryeH nperie] npearoara, 9e ractpoesodareansara pediykcra 6onect (CEPB) e cepp3ana ¢
UB® Tosa obcTosTeNncTBO ONpeAess U Au3aiiHa Ha qucepranusira. [10-KOHKpEeTHO, pUCKBT OT pa3BUTHE
Ha pamonarudHa ¢pubposa Ha 6emure apobose (UDB) e 1,5—2 mbTH NO-BHCOK NPH MBKETE, OTKOJIKOTO
npu xenute. CTapeeHeTo € puckoB (axTop 3a HHTEpCTUIMAIHY Oenoapoduu 3abonsBanus (Mb3), xato
ce HaOmoaBa 3HAYMTETHO YBEJIMYCHHUE HAa YECTOTaTa Cpel IO-Bb3PACTHUTE XOpa. Ta3u TEeHIEHIHUS €
0co0eHO OYeBHAHA IIpH HaWonarudHa OenoapobHa ¢ubpoza (UBD), xpaero 3abomnsBaHeTo 3acsra

IIpeJUMHO Xopa Haj 65-roguniHa Be3pacT

HaTepcTHINANHOTO 3a00siBaHe Ha Oesmmre apobose (MB/]) e nHapacreBam mniobajieH
3ApaBeH mpodieM, ¢ yBeauuenne or 86% Ha cMbpTHOCTTA, cBhp3aHa ¢ UBJ/[ u ce ovaksa Ja
npeacrapiassa 0,26% or oomara cmbprHOocT npe3 2027 r. B cBera. HeoTnaBHamHO NpoydyBaHe
ycTaHoBH, 4e pasnpocrpanenuero Ha (MB/]) Bapupa ot 6,3 mo 71 na 100 000 xymm, a yecrorara Ha ILD
Bapupa ot 1 mo 31,5 ma 100 000 mymm rommmuo. [Ipyro mpoyuBaHe or DpaHmus cpobmasa 3a
paznopoctpanenue oT 97,9 ma 100 000 u 3abonepaemoct ot 19,4 Ha 100 000 3a WoBEK rogMNIHO .
Bpuranckara ¢onganus 3a Oenu ApoOOBe OLIEHHW YecTOTaTa Ha MaWomaThyHa OemonpobHa ¢pudposa

(UB®) na oxomno 50 va 100 000 xymu rogumuo B O6eqUHEHOTO KPAJICTBO.

Tounara eruonorus Ha ynauepo3nus konut (YK) e HemsBecTHa, HO 3a00/IBAaHETO M3IVIEXKIA €

MHOro(akTopHO M nojuresHo. [IpeanonaraeMure NMpUYMHM BKIIIOYBAT (AKTOPU Ha OKOJIHATA Cpena,



MMyHHa JUCOYHKIMS M BEpOATHA FEHETHYHA IpEeApa3noyIokeHOCT. Hskou mpeamonarar, ye genara ¢
TEIVIO IPU pakAaHe IOJ CPEeAHOTO, POAECHM OT Maiku ¢ YK, ca ¢ HO-roisiM puUCK OT pa3sBHTHE Ha
3abonsBaneTo. Ilpm moBedero mamumenTtH ¢ ynueposeH komut (YK) ce maeHTmbuumpa YoBEIKH
neskonuteH anTured (HLA)-B27, Bpripexu 4e ToBa OTKPUTHE HE € IPUYHHHO-CJIE/ICTBEHO CBBP3aHO ChC
ChCTOSHMETO U 0TKpuBaHeTo Ha HLA-B27 He nmpeanonara 3Hauutenso nosummeH pruck oT YK. YK moxe
Ja Obp/le NMOBNMSH M OT JHETara, BBIOPEKH Y€ CE CMsTa, Ye JueTara Wrpae BTOPOCTEIEHHA DOJIA.
XpaHuTenHuTe WM OaKTepHaJHUTE AHTUICHHM MOTaT Jia OKaXKaT BIIMSHHE BBbpPXY Beue yBpeAeHaTa
JIMTaBHUIA, KOSTO MMa IOBUIIEHA IPOMYCKIMBOCT. YIIIIEPO3HUAT KOJIUT € XPOHUYHO BB3MAIMUTEIHO
3aboJIsiBaHe Ha YepBara ¢ INI00AJIHO pa3NpOCTpaHEeH e, OLEHEHO Ha S MUJIHOHa cityyas npe3 2023 1., karo
yectoTara Bapupa ot 0,5 1o 24,5 sa 100 000 gymu roaumso. 3a60/5BaHETO € Hai-4eCTO CpeljaHo B
Cesepna EBpoma u CeBepHa AMepHKa, KBAETO pa3npocTpaHeHHeTo B CheIUHEHHUTE INATH €
npubmuzurenso ot 378 go 721 na 100 000 (3acsraiixu ~2,4—2,7 MHJIMOHA aAMEPUKAHIIH ), 2 HAal-BUCOKHTE
HMBa ca cpep OenuTe, KOMTO HE Ca HCIAHIM, U Te3M OT AalIKeHAa3KH EBPEHCKH IIPOHM3XO.

EnuaeMuonoruyHuTe TEHICHIMH ITOKA3BaT, Ye JOKATO YeCTOTara Ce € CTaOMIM3Mpalia WM €
HaMmajsia B MHOTO CTPaHH C BHCOKH JOXOHM, TS CE€ YBEJIHWYaBa PSA3KO B CTPAHUTE C HUCKH U CPEIHH
JI0XO/¥, 0COOEHO B A3us. PuckoBHTE (hakTOpH BKIIIOUBAT 3allaieH HAYMH Ha XUBOT, IPAJICKH JXUBOT 6e3
TIOTIOHEB JIUM, JIOKaro TIOTIOHOIYIIEHETO € CBHP3aHO C II0-HUCHK PUCK OT Pa3BUTUE Ha 3a00NSBAHETO
Y NO0-JeKH KIMHUYHM pesynaratd. CucreMaTnyeH nperyex Ha Jjureparypara ot 2014 no 2025 3a
eNH/IeMHOIOTHATA HA YJINEepOo3HHs KOJHUT oT sinyapu 2024 roguna c¢ BKIIOYeHH ca obuio 197
npoyuBaHusi: 177 KOXOpTHH (IPOCIEKTHBHM WM PETPOCIEKTUBHH), 13 ¢ HampeyHO ceuyeHue, 4 C
KOHTpOJIa Ha CJydauTe, | CTpyKTypHpaHO Npoy4yBaHe U 2 ¢ Heonpe/eneH qu3aiH. Yecrorara (va 100 000
YOBEKO-TOJIMHHU) Bapupa B cBeToBeH mamab ot 1,16 B TaiiBan go 57 B Jlanus. TaiiBan B A3us oTuuTa
Haii-HuCcKara 4ectota (1,16), cnenan ot bpaszumus (1,34), Ucnanusa (2,37), Uspaen (15,80), Kanaga
(12,90), IOxna Kopes (29,71) u Janus (57,00). [lanHUTE OT HALIBXHOTO INpoy4yBaHe oT Hranus,
Wcnanus u Jlanus noka3Bar Bb3XOAALIM TEHACHIIMH, KaT0 YecToTara B VicnaHus ce e yBelIn4uia noseye
ot aga nbTH 32 30 rogunu. Pasnpocrpanenueto (#a 100 000 goBexo-ronunu) Bapupa ot 11,00 B Kuraii
110 397.0 B Jlanus. Haii-auckute HuBa ca HabmonaBanu B Kuraii (11,00) u bpaszunus (11,90), cneasanu
ot Ucnanus (36,60), Crequnenute maru (159,50), FOxxna Kopest (334,00) u Hanus (397,00). Yecrorara
¥ pa3npoCTpaHEHUETO Ha yaiepo3eH koiut (YK) Bapupar 3Ha9uMTeHO B pa3sIMYHUTE PETHOHH, KaTO Hal -
BHCOKaTa TexecT ce Habmonasa B EBpona, CeBepra Amepuka u FOxxna Kopes. Xopara ¢ BU3 6onenysar
II0-4eCTO M OT ChPAEYHO-CHOBH 3a00IsIBaHus, 3200/ ISIBaHUS HA {UXaTeIHaTa CUCTeMa, 3200 IsIBaHUS Ha

ObOperMHTe M 4YepHUS Apod, 3/okadecTBeHM 3abonsaHusa. Hsma etwonorumuno neyenue Ha B3Y.
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ITaToreHETHYHOTO JIEYEHHE € CKBIIOCTPYBANIO. IIPOIBIKUTEIHOTO JIEYEHHE € CBBP3aHO ¢ INOTEHIMAIECH
PUCK OT HE)XeJaHH JIeKapCTBEHH peakuuu. HapacrBamara rio6anHa TeHAEHUMs Ha NOBHIIABAaHE Ha
3a60J1€BaEMOCTTa OT HHTEPCTUIIHANHA GetoapobHa HHOpo3a U BE3IMATUTENHY 3a00/IBaHNs Ha YepBaTa
IoA4YepTaBa HEOOXOAMMOCTTA OT 3aCHJIEHO HAOMIONEHMe, ONTHUMU3UPAHU CTPATETHHM 32 YIPABICHHE U

pasIIMpEHy M3CIIeIBaHMs 3a CIPaBsSHe C TO3M HapacTBalll pobeM 3a OOIECTBEHOTO 3/IpaBe.

Bbe BhBeseHmeTo A-p KpBCTeB pasmiexnaa BBIPOCHTE, CBBP3aHM C M3y4YaBaHETO Ha
dapmakonormunu eheKTH Ha a3apons, OCOYBa aKTyalTHOCTTa Ha npobnema. B mareparypuus o630p
JOKTOPaHTHT IIPEACTABSI CBETOBHHUTE HayYHH IIOCTIDKEHMSA IO TeMara Ha IUCEPTALUOHHHS TPYA.
JIuteparypHuaT 0630p € pasgeneH Ha Tpu dacTh: nasapoup U-74389G, Genompobna ¢ubposa,
BB3MAINTENHA 3a00/9BaHAS HA YepBara. B mppBara yacT Ha 0030pa 3ambn00d4eHO M moApobHO ca
OIMCAaHM XHMMHYECKaTa CTPYKTypa, MEXaHH3BM Ha JeHcTBHE, (apMaKOKMHETHKA M TOKCHYHOCT,
dapmaxosnoruunn cBoicTa u edexkru Ha U-74389G B eKClepMMEHTAIHM ¥ KIMHAYHU IPOYYBaHHUS.
Pasrienasy ca NPOTHBOBBE3NAIMTENHHTE e(PekTM Ha CBEOMHEHHETO M MEXaHW3Ma Ha
IPOTHBOBE3NATHTENHO JekicTare. HampaseHo e cpaBHeHHe ¢ HapMaKoTOTMIHUTE CBOKCTBA M €HEKTH Ha
METHIIIPENHHU30JIOH KaTo ca OOCHICHH Pa3M4usATa MeXIy TaX. BbB BrOpara 4acT Ha JHTEpaTypHHS
0630p mompo6HO € OOCHOEHa ETHONOrMs, YecToTaTa Ha MuMomarHyHara Genmoapobna ¢uGposa,
uHTepcTHIHAHa OenonpobHa 6Gonect, (HUOPO3€H XPOHMYEH CBPBXIYBCTBUTENCH ITHEBMOHHUT.
Pasrnenana e maroresesara Ha OenoppoGHara ¢pubpo3a U pojiTa Ha PEaKTHBHM KMCIIOPOJHH BHU/IOBE B
pasBUTHETO ii. VIHTepec npeacTasiiBa HHAYLHpPaHa OT JIEKapCTBa HHTEPCTAIMAHA GenonpobHa Gorect
M XHUCTONATOJOTHYHUTE MOJENM Ha MHTepCcTHUManHa nHeBMOHuA. [lompo6HO ca pasmienaHu
JIeKapCTBaTa, KOMTO IIpHYKMHABAT GenoapobHa Gpuépo3a H MEXaHU3MHUTE Ha yBpeXxaHe Ha GenoapobHara
THKAH: aMHOJApPOH, XMMHOTEPAIEBTHYHH CPEICTBA, HUTPOQYPAHTOMH, aHTHPEBMATHYHU CPEICTBA,
MeToTpeKcar. BrosoraunnTe arenTH ca Bee mo-yecta npuuusa 3a DI-ILD, a Tymop Hexpo3uc pakTop
(TNF) muxu6ATopHTe IpeACTaBIsABAT Hai-yecTHTe NpudmHurend Ha ILD. MexanusMbpT Ha
6e10pOOHO YBPEKIAHETO € HEM3BECTHO, HO MOXE Jia O CBBP3aHO C MACHBHO OCBOOOXIaBaHE Ha
LMTOKMHY OT JIM3HPAHH HEOIUIAaCTHYHH KieTkd. OOGCHACHO e JedeHHe Ha mamonaruyHa GenonpobHa
dbubposa. B o630p:a MEOro 106pe ca ommcaHu Momemure Ha Genonpobua ¢ubposa. Pasrienanu ca
XyMaHH3HUPaHH MoJeny Ha GenonpobHa ¢pudpo3a, AByM3MEPHM KIIEThYHA MOJEIH, KOUTO CE€ M3IION3BaT
3a M3CIEOBAaHE Ha KJIETHYHO IOBEJCHHE M IOTCHUHAIHHU CHEAWHEHHS, KOMTO Ja C€ M3IO0N3Barl B
TepaneBTHYHMA IUIAH Ha JedeHHe Ha GemompobHara ¢ubposa. 3a oueHsBaHE HAa HOBM JICUCHHS CE
m3nom3Bar Precisim-Cut Lung Slices, 3D 6uonrxeHepHH MOJENH, KOUTO Ca IIOJIe3HH 32 OTYMTAHE Ha

eHKacCHOCTTa H TECTBaHE Ha aHTH(HUOpPO3HH JNexapcTBa. B Tperara dact Ha 0030pa ca pasriefaHH
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BB3IAJIMTENHUTe 3a60isaBanus Ha yepsara (B3U): ymueposen xomut (YK) u 6onect Ha Kpon (BK).
O6chpaeHa e decrtoTara M pasmpocTpaneHueTro Ha BU3, ermosnorusara W maroreHesara Ha TeE3d
3abosBanus.. Onucana e poisrta Ha reHeTaHUTe QaxTopu. OTamTa ce, 9e BU3 ce cpeina mpu noseyero
HAIMEHTH ¢ TIOJMTEHHO Pa3CTPOUCTBO. Pasmieana e porsiTa Ha YpeBHaTa MEKpoQIIopa B IIaToreHesara
Ha BU3. Pasriesanu ca BpOJIeH U aJanTUBeH UMyHUTET Ipu BU3, kakTo 1 TexHuTe ocobenocty. Ilpu
BU3 yBpemara BoAu O HEKOHTpOIMpaHO Bh3nanreHue. BU3 e cBbp3aHo ¢ HeaJeKBaTHA HMyHHa U
eNUTeNIHA PeaKiiss KbM MHKpOOMOMa IIOpafy CEKpEelHs Ha BB3NAIMTENHH MEIUATOPH BOACINU [0
axtuupane Ha CD4+ u CD8+ T xieTku B enuTena, CEKpEeTHpPAIIM OTPOMHH KOJIMIECTBA B3NATUTEIHH
IIATOKHMHH CIIPAMO IIPOTHBOBB3NAIMTENHATEe LuTOKMHA. OOCBAEHa € poiiTa Ha aBTOdarusra B
Pa3BUTHETO HA BB3NAIMTENHM 3a00J1BaHMs Ha yepBaTa. ABTO(darusaTa yqacrtsa BbB BTPEKICTHYHATA
XOMEOCTa3a, KaTo JOIpPHHACS 33 pasrpaXJaHeTO M PEHHUKIMPAHETO HA LHUTO30JHO CBABPXAHHE U
OpraHell¥ ¥ yCTOWYMBOCT CpeIny HHGEKIMH i BBTPEKIETYHH MUKPOOH. CHCTOSHUETO Ha PENyKIHUS U
OKWCJICHAE HA 4YepBaTa 3aBHCH OT PABHOBECHETO MEXTY OKCHIAHTH, KaTo CBOOOJHHM DauKallH,
peakTuBHM Kucioponsu Bujose (ROS) mmm peakTuBrM asoTHH BHaoBe (RNS) or enna crpana u
AHTHOKCH/IAHTHA MEXaHH3MH KaTo IJIyTaTHOH nepokcmpasara (GPX) m riyratmon S-Tpancdepasa
emsumu. IlogpGoHO ca oOChAeHM NaTO(HU3MONIOTHATA M XHCTONATOJOTHATa INpPH BB3MNAIATEIHA
3abosBanHus Ha yepBaTta. OnucaHa e KIII09oBaTa poJjisd Ha YpeBHATA MMyHHA CHCTeMa 32 IaToreHesara
Ha BB3MATMUTEIHOTO 3a00/ABaHe HA YepBaTa . Br3nanuTenHuTe 3a00/BaHMs Ha YepBaTa ca XpOHUIHU
BB3MAINTENIHN 3a00/IIBaHMs Ha CTOMAIIHO-YPEBHHS TPAKT CBC CJOXHA ETHOJOIHS, BKIOYBAINA
reHEeTHYHY, MMYHOJIOTHYHY ¥ (aKTOpy Ha OKOJHATa cpeja. MynTudakropHaTa XapaKTepUCTHKa Ha
Te3u 3ab0JsIBaHMs € M3I0JI3BaHa IPX pa3paboTBaHe Ha DPa3/IMYHH XHBOTHHCKU MOJIEIH 32 U3CIICIBAHE
Ha OCHOBHHTE MEXAaHH3MH M pa3paboTBaHE HA MOTEHUMAIHY TEPANEBTHIHHA CTparernd. IloxpobHo ca
KIAaCHOUIMPAHH M ONKMCAHU pAa3MYHHTE MOJENM Ha BBR3MATMTENHM 3a00JsBaHMA Ha YepBara:
XMMHYECKH HMHIYIMPAHHA MOIENH, aJanTHBeH T-KJIETPYEH MOJE], TIE€HCTHYHO KOHCTPYHpaH
excriepumenTaner monen, 1L-10 Knockout mozen (Momen na enumunupane Ha IL-10), Monenn Ha
MHUIIKE CbC CHOHTaHHA MyTamus. SAMP1/YitFc konuT, MEKpOOHOM-HHIYIUPAHH MOJIEIM Ha MHUIIKH.
3aqe604eH0 ca 00CHIEHH ¥ OrPaHMYEHHSTA 3 H3IOI3BaHEe Ha Te3H MoJeNH. Te3n JaHH!, KOUTO MOraT
Ja ce M3IOJ3BaT IpH M3060p Ha JW3aliH Ha CleIBAlly eKCIepUMEHTATHA u3cneqsanus. OOChACHHATE
IOaHHE OT JOCTBIOHATA JHMTEparypa  IOAYEepTaBaT HEOOXOJAMMOCTT2  OT MpOyYBaHHMA Ha
dbapmakonornyHuTe ehEeKTH Ha HOBH CHHTE3HPAHM ChEIMHEHHS 32 NOJOOpsBaHEe Ha KadeCTBOTO HA
XHMBOT Ha GOJHHUTE X HAMAIBAaHE Ha CMBPTHOCTTA OT COLMAIHO 3HaUMMHM 3abonsBanus karo B3 u

MHTepCcTHIHAHA GemoapobHa 6omecT.



[IpencraBenuTe naHHM B IUTEpaTypHHUS 0030p JoKa3Bat, 4e O-p KpbereB mo3HaBa MHOTO gobpe
JMTeparypara 1o TeMaTa Ha JAucepTauusaTa, AHATMUTHYIHO U KoMrueTeHTHO Ilnamen KpscTeB o6cwmxaa
HEpeIeHUTe NpobleMH KaTo H3MIOJ3Ba JaHHM OT AOCTBIIHATA My JIMTEparypa IO TeMara Ha
JUCEPTAllMOHHUA TPyA. JIOKTOpPaHTHT € HalpaBHJI OOIIMpHA JTHTEpaTypHa CIpaBka. IIpocnenssaneTo
Ha BBIIPOCUTE, IOCTABEHH B AUCEPTAIMOHHMS TPYZ 3a MPOABIDKUTENICH IIEPUOJ OT BpEME My IoMarar
J1a M3rpajid COOCTBEHO MHEHHE, CHbBMECTHO C HAyJHUTE CH PHKOBOAMTENH Jia IPELeHH HE0OX0qUMMOCTTa
OT JONBJIHUTEHH M3CIIEBAaHMsI, KOUTO HE Ca IIPaBEHH 10 MOMEHTa. B [ucepranMoHHHA CH TPy O-p
KprscTeB mocraBs 3a pasmiexaHe QUCKYCHOHHH BBIPOCH, M3Ka3Ba COOCTBEHO MHEHHE, 060CHOBaBa
apryMeHTHpaHO M300pa Ha HM30paHHTEe [I03H, H3MOJ3BaHH B eKCIepuMeHTHTe. [locienoBarenHo u
NoIpOoOHO pasrIexJa OCHOBHUTE BBIPOCH, CBBP3aHM C TeMara Ha [JMCEpPTAllMOHHHS Tpyad. B
3aKIOYEHUETO KbM 0630pa KpbcTeB aprymenTrpa u36opa Ha JBara MojeNla Ha XpOHUYHO Bh3NaJIeHHe
IIaTOJIOTMYHO Pa3/M4YHH, HO CBBP3aHM C OKCHJAaTHBEH CTPEC aMHMOAApOH-MHAyLMpaHa GenoapobHa
tokcumgHOCT 1 DNBS-uaaynupan xonut npu mrsxose. M3060pbT Ha TE3U ABa MOZENa € IPOAUKTYBaH OT
KJIMHUYHATA UM DPEJIEBaHTHOCT, JOOPOTO MM OXapaKTepH3HMpaHe B JHTeparypara u (akra, 4e U JBata
obeMHABAaT MHTEH3UBEH OKCHIOATHBEH CTPEC C IPOBB3MAIMUTENIEH OTTOBOP, MMEHHO CIEKTBPBHT OT
ne#ctBue, 3a xoiro U-74389G e TeopeTuyHo 060CHOBAH NpOTEKTOp. Pe3ynrarute OT HACTOSIOUSA TPYA
MoraT Ja Ce H3IOJI3BaT 3a OIpeJe/iiHeE Ha Ha TepaneBTHyHHA norteHnwan Ha U-74389G npu
3a00JIBaHMs, B IIATOreHe3ara Ha KOUTO OKCHAATUBHUAT CTPEC U BB3NAJIICHUETO UIPasT NEHTPaIHA POJI.

IlenTa Ha TUCEpTAMOHHMS TPY € HaIHcaHa SCHO H TO4HO. [IocTaBeHUTE B IHCEPTALMOHHHS
TpyA 8 3amaum, IO YETHPH 3a BCEKH M30paH MOZEN IIOAIOMAarar H3IbIHEHHETO Ha TOCTaBeHaTa Lell.

B mucepTanMoOHHUS CH TPYA JOKTOPAHTBT € H3MOJI3BAN 32 H3IBIHEHHE Ha IOCTABEHUTE 33aJa4i
CHBPEMEHHH, YTBBPACHHM MOJEIH M METOIY 3a OTYMTAHE Ha IIOJy4YEHHTE pe3yinraTH. B marepuan u
METO¥ IOAPOOHO ca OMMCAaHM H3IOJ3BAHUTE €KCIEPHMMEHTATHM MoAenH U Merogu. IIpequmcTBo Ha
JOKTOpCKaTa Te3a € IOCOYBAHETO Ha IOJIOKUTETHUTE U OTPHUIATEIHATE CTPAHH Ha CHINECTBYBAIUTE
MOJIEIA ¥ METONAM Ha H3CJEABAaHE, KAKTO M apryMEHTHTE 3a HM3IO0JI3BAaHETO HA OIPEIEJICHH OT THX.
.ExcniepumenTuTe ca mpoBeeHH B 1ab0paTOpHs 10 eKCIEPUMEHTAIHA (PU3HOIOTHA U papMaKoJIOrys Ha
Karenpa ,PapMakosiorus H Tokcukonorus mnpu MY-IInepen. IlpoyuBaHeTo € mHpOBEOEHO B
CHOTBETCTBHE C MEXIyHApOJHHTE CTAHAAPTH 3a IPYDKa ¥ U3II0JI3BaHe Ha ONIMTHH XuBOTHH (EBpomeiicka
mupextuBa 2010/63/EC), kakTo ¥ ¢ HAIMOHATHOTO 3aKOHOAATEICTBO U IIOJMMTUKHA H € OJOOPEHO
ot beirapckara areHius 1o 6e30macHOCT Ha XpaHHTE.

B excnepumenTHTe ca u3non3sanu 206 6em MBXKKM IUTBXOBE, Topoza Bucrap, ¢ rerio 200-250

rpama. Mi3BbpiieHa e orpoMHa o 00eM eKCIiepHMEHTAIHA JeHHOCT ¢ roJiiM Opoi XMBOTHH. TecTBaHM
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ca iBa Mojiena 3a 6enoapobHa TokcuuHoCT. M36pan e Mojien ¢ ABYKpaTHO NPHIOKEHHE HAa aMHOIapOH,
KOETO € MHOIO IO-TpyZoeMKo. TecTBaHH ca 3 MoJena Ha eKCIIEpUMEHTAIEH KOJIUT KaTo Ha 0a3ara Ha
IIOJTydeHuTe pe3ynrtaTy € u3bpan To3u Mojen ¢ DNBS B noza 30 mr.

Pesynrature ca 06paboTeHH ¥ IpeACTaBEeHH KOPEKTHO B Tabnuim u purypu. 3a o6paboTka Ha
JAHHUTE OT €KCIEPHMEHTATHUTE H3CJICABAaHMS Ca H3IIOJ3BaHH IOAXOISINY CTATHCTUYECKH TECTOBE,
KOMTO OCHUIYpSBaT JOCTOBEPHOCT U CHIIOCTABMMOCT Ha IIONYYEHUTE pe3YJITaTH C JAHHH HA JpPYIH
aBTopH. J[-p Kpscrer npurexara 106pu KOMIIOTEPHE YMEHHS, KOUTO My IIOMArar IpH IIpe3eHTHPAHETO
U IyONMKYyBaHETO Ha IIOJNyYEHHTE pe3yiaTaTH. B 0OCHXKIAHETO TOM CBHIIOCTAaBS PpE3YNITATHTE OT
HaCTOSINOTO M3CJEJBaHE C JaHHU Ha APYTM aBTOpH. JIHCKyTHpAT ce W BEpOSTHUTE IIPUYMHHU 32 TE3H
pasnuyus. J[aHHHTE OT NPOBEJNEHHUTE €KCIIEPUMEHTH ca 0000IIeHM B OOCHKIAHETO Ha PE3yJITATHTE,
3aKJIFOYEHHUETO, H3BOJIUTE ¥ IPUHOCHTE .

J-p KpscTeB mo3naBa MHOro foOpe IMTeparypara I1o TeMaTa Ha AUCEPTalHOHHUS TPY, H3Ka3Ba
CBOATA IIO3ULMS, aHAIM3Wpa AapryMEHTHPAHO IONYyYCHHTE pE3YITaTH M HAIpaBEHUTE H3BOJU.
JucepranusTa € HamWcaHa M CTPYKTypHpaHa npaBwiHO. Llenra M 3amaymre ca IOCTaBEHH SCHO.
PezynratuTe M 0OCHXKIAHETO Ca CBBP3aHM JIOTHYHO. B 3akmodyeHHETo MHOro nodpe ca oboOmeHu
pe3ysITaTuTe OT eKCIIEPUMEHTAHOTO Ipoy4yBaHe. B pesynrar Ha npemus3HO M3BBpHIEHaTa paboTa u
IPaBHJIHOTO OOCEHXK/JaHe Ha Pe3yJITATATE Ca HAIIPaBEHH 7 U3BOJIa IPY MOZE] Ha aMHOAApOH HHIyLIMpaHa
6emonpobHa TOKCHYHOCT U 6 m3BoAa npu moaen Ha DNBS- uagynupan xonut. . I3Boau choTBETCTBAT
Ha IIOCTaBEHHTE 3aJa4i ¥ TOYHO U KOPEKTHO OTpa3siBaT Hai-CHINECTBEHHUTE pe3yinraTd. K3Boaure ca
TOYHO (JOpMYJIMpaHH, OTTOBAPAT Ha JaHHUTE, II0JIyYEHU B HAY9HHUs eKcliepuMeHT. [Ipuemam u3Boaute
6e3 3abenexku. JI-p KpbcTeB € mocoum 4 IpHOCH ¢ OPUTHHAJIEH XapaKTep U 3 TaKUBA C IOTBBPAUTEIICH
¥ Hay4YHO-TIPHJIOXKEH XapakTep..YOeneHa cbM, e IPUHOCUTE IIE NPEACTaBIIBAT HHTEPEC B CIICABAINY
NPEOKIMHUYHA ¥ KIMHMYHM H3cnenBaHus. [IpuemMam M ONEHABaM KaToO 3HA4YUMH IPUHOCHTE,
nocoyeHuTe B gucepranusta Ha A-p Kpecre Cumram, 4Ye Te peajHO OTpa3siBaT IIOCTUTHATHUTE
pesynrara. [JI-p KpbereB mMa TeOpeTHYHM IO3HAHUS B NIPAKTHYECKH YMEHHS, MOXe J1a pabOTH B EKHIL.
JloxTopanThT OOpaBu CBOOOJHO ¢ (hakTHTE OT AOCTBIIHATA MY JIMTepaTypa, M3Ka3Ba M 3alluTaBa
apryMeHTHpaHO COOCTBEHATa CH IO3HUIIMS, CPAaBHSBA U CHIIOCTaBS IOJIyYCHUTE COOCTBEHH PE3yITaTH C
T€3H Ha APYrd aBTOPH KaTO THPCH NPUIMHHUTE 32 IPUIMKHUTE ¥ pas/IdyMaTa MEXIy TiX.

ABTopedeparbT Ha AUCEPTALIMOHHUS TPYL ,, Edextu Ha U-74389G B excriepuMeHTAIH MOAEIN
Ha 6enoapobHa ¢ubpo3a M KOMHMT IpHU IUTHXOBE “ ChABPXKA 77 CTPaHHLM M OTpa3siBa OCHOBHOTO

ChIBpXXKaHHWE Ha JUCEPTAllMOHHUA TPYX M IOJydeHHUTe pe3ynrard. Tod e oHarreneH ¢ 53 ¢urypu u 9



Tabmunu.  ABTopedepaThT € KOHCTpYHpaH IIPAaBHIIHO, CHOOpPA3HO HM3WCKBAHMATA, IIOCOYEHH B

HOpMaTUBHHUTE AOKyMeHTH Ha MY Ilneses.

B3 0CHOBa Ha TIOPEHM3IOXEHOTO, IpeleHsBaM AWUCEPTAlMOHHMSA Tpyx Ha A-p Iliamen
Kpacumupos KpbcTeB KaTo HEroBo JIMYHO [eI0, HABJIHO OTrOBapAIN0 HAa M3HMCKBAHHUATA H
IPENIOPHYUTENTHUTE HAYKOMETPHYHY KPUTEPHUH 32 IPUCHKAAaHEe Ha 00pa3oBaTeIHaTa ¥ Hay4YHaTa CTEIeH
"IToxTop".

J1-p IInamen KpbcTeB ycnsBa moj phKOBOACTBOTO HAa HAayYHHTE CH PBKOBOIHUTENH [a OBJIAJEE
CBHBPEMEHHHU METOIMKH, /1a pabOTH B €KHUII X J1a MOJIbPiKa H3CIIEJOBATEIICKUTE CH HHTEPECH B KOHTAKTH
110 MpoOIeMH, KOMTO Pa3BUBA C IIOCIEIOBATETHOCT U B KOJIA0OpaIys ¢ IPYTUTe U3CIe0BaTeNd. JlaHHuTe
OT IIPOBEJICHOTO EKCIIEPHMMEHTAJIHO H3CJICIBAHE IIPE/ICTABIIABAT OPUTHMHAJIEH IIPHHOC B HayKara U
OTroBapsAT Ha M3UCKBAHMATA Ha 3aKOHA 3a Pa3BUTHE Ha aKaNeMUYHHs ChcTaB B PemyOnuka Beiarapus
(3PACPDB), IIpaBunnuka 3a npunarase Ha 3PACPB u Ilpapunauka sa MY - ITneBen. Pa3zpabotkara Ha
JUCEpTAllMOHHUA TPYX INOKa3pa, 4ye A-p [Inmamen KpbcreB wuMa 3a1b16049€HU TEOPETHYHHU 3HAHUS U
npo)eCHOHAIHA yMEHHs II0 Hay4yHara chenuanaHocT “@apmaxonorus (BKI. (apMakOKHHETHKA M
XUMHOTepanus). JlMcepTaHTHT NMPHUTEXaBa Ka4eCTBAa U YMEHHUS 3a CaMOCTOSTENIHO IIPOBEXIAHE Ha

Hay4YHH H3CIICABAHUA.

B 3axmouenue, naBaM IOJNOXHUTENHA OLEHKara Ha mpencraBeHus oT A-p Ilmamen Kpacumups
KpbcTeB nmucepraunmoHeH Tpyx Ha TeMa: ,Edextn Ha U-74389G B exciepMMEHTaJIHM MOZEIU Ha
GenonpobHa Gpubpo3a ¥ KOJHUT MPH ILTEX0BE™ U yOENEeHO H3pa3siBaM MHEHUETO CH, Y€ TPYAbT HAIIBIHO
OTroBaps Ha BB3IPHETHTE HW3WCKBAHHUS 3a NPHUCHKAAHETO Ha oOpa3oBaTelHAaTa M HaydHa CTEeNeH

»HOKTOP”.

B®3 ocHOBa Ha TIOpEeU3NOXKEHOTO, YOENEHO J[daBaM CBOSTAa IOJOXKHTEJIHA OLEHKAa Ha
IPOBEICHOTO H3CJIEIBAHE, IPEACTABEHO OT pelleH3UPAHUTE II0-rope AUCEPTAMOHEH TPy, aBTopedepar,
IIOCTHTHATH PEe3YATATH U IPHHOCH, ¥ NMpeAJaraM Ha MOYHTAeMHTE WIEHOBE HA HAYYHOTO KypH Ja
npucwsaaT Ha a-p [lnamen Kpacumupos KpnereB o6pazoBarenna u Haydna crenes ,,JJOKTOP” B
JIOKTOpCKa Iporpama 1o ,,,,dapmaxosiorus (BKiI. papMakoKHHETHKA ¥ XMMHUoTepanus). O6nacT Ha BUCIIE

obpazoBanue: 7. 3npaBeonaspase u cnopt, IIpodecronanso Hanpasnenue: 7.1 Meaununa.

Ha ocHoBanume 4n.59 ot 33/14

...........................................................

ITpod. n-p Y. KocragunoBa,mm



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 of U-74389G in experimental models of pulmonary fibrosis and
colitis in rats"

of Plamen Krasimirov Krastev, MD, PhD student in independent training,

with 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 student

By order No. 2381/28.07.2026 of Prof. D. Dimitrov, MD, PhD, Rector of MU-Pleven, I am
included in the scientific jury for the procedure for the defense of the dissertation "Effects of U-74389G
in experimental models of pulmonary 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 of Academic 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 dissertation. 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 of the procedure. There are no violations of the 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 of Veliko Tarnovo. In 1995, he graduated
from the Medical University of Pleven. He has two specialties: Aviation Medicine in 2000 and General

Medicine in 2004. Krastev was the head of the medical service of unit 38960, village of Tepish, from



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 of unit 24870, village of Kamenets. From June 2007 to March 2015,
he was the deputy head of the medical post of military formation 52090, Dolna Mitropolia. Since
September 2015, he has been an assistant professor at the Department of Pharmacology of the 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 of Medical Institutions”, “Captain’s Career Course” (Career
Development Course for Senior Medical Personnel in the US Armed 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 of MU-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 - 1 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 of the dissertation 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.Idiopathic pulmonary fibrosis is the most aggressive form
of interstitial pulmonary fibrosis, causing progressive and permanent lung scarring. 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

2



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.Interstitial 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 of ILD ranged from 1 to 31.5 per 100,000 people per year. Another
study from France reported 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 of ulcerative
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 born 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 of UC. 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 sharply 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 of January 2024 included a total
of 197 studies: 177 cohort (prospective or retrospective), 13 cross-sectional, 4 case-control, 1 structured
study, and 2 with an unspecified design. The incidence (per 100,000 person-years) varies worldwide from
1.16 in Taiwan to 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 11.00
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 of pharmacological effects
of lazaroid, points out the relevance of the problem.

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 the mechanism of anti-inflammatory action are examined. A comparison is made with
the pharmacological properties and effects of methylprednisolone, and the differences between them are
discussed. In the second part of the literature review, the etiology, incidence of idiopathic pulmonary
fibrosis, interstitial lung disease, chronic fibrotic hypersensitivity pneumonitis are discussed in detail.
The pathogenesis of pulmonary fibrosis and the role of reactive oxygen species in its development are
reviewed. Of interest are drug-induced interstitial lung disease and histopathological models 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 of pulmonary 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-Cut Lung 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 of IBD, 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 of CD4+ 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
different models of inflammatory bowel disease are classified and described in detail: chemically induced
models, adaptive T-cell model, genetically engineered experimental model, IL-10 Knockout model (IL-
10 elimination model), mouse models with spontaneous mutation. SAMP1/YitFc colitis, microbiome-
induced mouse models.The limitations of using 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 pharmacological 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 dissertation 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 of which 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 reporting 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 of the existing models and research methods, as well as the arguments for the use of certain 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 of pulmonary toxicity
were tested. A model with a double administration of amiodarone was chosen, which is much more labor-
intensive. 3 models of experimental colitis were tested, and based on the results obtained, this model with

DNBS at a dose of 30 mg was chosen.



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 of the 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 correspond to the tasks set and accurately and
correctly 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 of Plamen 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 of his scientific

supervisors, to master modern 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 collaboration with 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 of Academic 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 of U-74389G in experimental models of pulmonary fibrosis and colitis in
rats" and I confidently express my opinion that the work fully meets the accepted requirements for the
award of the educational and scientific degree "PhD". Based on the above, I confidently give my 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.
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