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PELIEH3U S — ]

Or. lou. I-p ITetko UBanoB Kaparvozos, /IM, FASGE
Hauvanauk Knunuka no I'acrpoenteponorust mpu ACK YMBAIJIL ,, Tokyna“, rp. Codus

OTtHocHO: 3amuTa Ha JUCEPTAIMOHEH TPY/L
» ENMUIeMUOJTOTHYHN U KIIMHUKO-1a00PaTOPHU XapaKTePUCTHKH MPH MANMEHTH €
YepHOAPOOHA NMPO3a B PA3JIUYHUTE M cTaAUM

¢ HayueH pbpkoBoauten o JI-p MBan Anacracos Jlanes, [IM
3a npunobuBane Ha OHC ,,JIokTop*

Obnact Ha BuciIeTo oOpa3oBaHue: 7. 3paBeorna3Bane 1 CIopT
Hanpasnenue: 7.1. Menununa

Hayuna cnenuannoct: I'actpoenTepomnorus

Astop: [I-p Mupocnasa BanoBa Muxaiinosa- CtpamuniaoBa
Hayuyna opranusauusa: MY-Ilinesen

®opma Ha JokTopaHTypa: CaMoCTOsTeNTHA TOATOTOBKA

JoxropantsT J-p MupocnaBa MuxaiinoBa-CtpamimioBa MU HPEACTaBH MBJIEH KOMIUIEKT
JTOKYMEHTH, CBbP3aHH ¢ O(pHIMATHATA 3aIIMTa HAa JUCEPTALMOHHUS TP/l 32 MPUIO0OMBaHE HA
OHC ,Jokrop“. Ilpomeaypata € wu3IsI0 ChoOpa3eHa CbC 3aKkoHAa 3a pa3BUTHE Ha
aKaJeMH4Hus cbeTaB Ha PenyOnuka bearapus, npaBunnuka 3a npunarade Ha 3ACPb B MV -
[IneBen, kakTo u IlpaBunHuKa 3a yciaoBHsTa U pela 3a NpUAOOMBAaHE HA HAYYHU CTEIIEHU U
3aeMaHe Ha aKaJeMHYHH JUThKHOCTH B MY -IlneBen.

Ha pasmmpen Karenpen cbBet, npoBeseH Ha 13.03.2025 r (ITpotokon 45/13.03.2025) 6s1x
n30paH 3a WieH Ha HAyYHOTO XXYPH, YTBBPJICHO Ha AkanemMuyeH cbBeT ( 3amoBen Ne 45 ot
28.04.25 r.) u 3anoBex Ha pextopa Ne 1223 ot 30.04.2025 r.

Ha nepBOTO HEenmpuchcTBEHO 3aceanue Ha HaydHoTo sxypu 04X u30paH Ja mpeacTaBs
pereH3usl.

I-p MupocnaBa MuxaitnoBa-CtpamuioBa € pojaeHa Ha 30.12.1975 r. B rp. [laBnukenwu.
3aBbpuiBa MenuMHa B MeauuuHcku YHuBepceutetT- [lnesen npe3 1999 r., npes 2004 ronuna
npuaoOuBa creruanHocT no Berpemnu 6onecty, a npe3 2008 r. u nmo I'actpoeHTepoiorus.
PaboTu mocienoBaTenHo KaTo JIeKap-OpAUHATOP BB BHTPEIIHU OT/AEICHUS Ha OOJHHUIIUTE B
rp. Uckbp (2004) u rp. [MaBmukenn (2008- 2011). Ot 2011 mo 2013 r. e acucrent B Katenpa
no IIponeneBtnka Ha BwbTpemnute Oomectu, a ot 2013 r. e nmekap B KimHuka 1o
I'actpoenteponorus Ha YMBAIJI ,,I'eopru Crpancku®, karo npe3 nepuona 2013-2021 r. e
acucteHT. [IpurexaBa nsnara rama cepTuduKaTH 3a AMATHOCTUYHA M MHTEPBEHI[MOHAIHA
exorpadus- I, Il u Il auBo, kakTo u | u |l HUBO Ha KOMIIETEHTHOCT TIO JUATHOCTUYHA
TEpareBTUYHA FaCTPOMHTECTUHAIHA €HI0CKONMs. KaHauaaTsT € u3rpasieH racTpoeHTEPOIIOr
Y MHTEPHHCT, IPEMHUHAJ Mpe3 BCUUKH eTanmy Ha 0OydeHHUs W CHelMaIu3allu, Mo-ToysMaTa
9acT OT KOUTO BBB BOJEIA YHHUBEPCUTETCKA ClleMaIn3UpaHa KIMHuKa. Bragee neppexTHo



AHrIMiicku e3uK, ymee na padotu B ekur, wieHyBa B bJIC u BJIT'E, numa 18 myGnukanuu B
Yy U HAIllA CTICIUAIM3UPAHU U3TAHUS.

AKTyaJIBOCT Ha TeMarta:

XPOHUUHUTE UYEPHOAPOOHM 3a00JIABaHUS HE T'yOSIT aKTyaJlHOCT U Ca CBBP3aHU C TOJEMHU
pasxoau 3a 3[paBHUTE CUCTEMH. YCIIOKHSABAaHKU ce C 4epHOAPOOHA LUpo3a U I'bPBUYEH
4epHOAPOOEH KapILHOM, T€ C€ MPEBPBIIAT B €IHA OT BOJCIIUTE MPUYUHU 32 MOPOUIUTET U
MopranureT. ['1odanHuTe cTpaTeruy 3a eTMMUHUPAHE HA XETIATUTHUTE BUPYCH ca 10 rojisiMa
CTEINEH YCIIEUIHU U B PE3yJITaT Ha TAX XENaTOTPOIIHUTE BUPYCU BCE IIOBEUE OTCTHIBAT KATO
BOJICIla IPUYMHA 3a XPOHMYHA 4YEpHOApoOHa yBpena. [bn0Ooko 3anerHan B Outa u
TpaJluLUUTE HAa OBJIrapuHa, AJKOXOIBT NPOABDKABA Ja € JIMAEP Cpell E€THOJIOTMYHUTE
(bakTopu 3a 4yepHOJIPOOHU 3a00JIBAaHUS M CBBP3AHUTE C TIX 3a00JIEBAEMOCT U CMBPTHOCT.
Habupa ckopocT U MeTabOJMTHUAT CHHIPOM M CBBp3aHaTa C HEro 4epHoApoOHa yBpena.
Hepsinko npara eTHonoruyHu (hakropa ChILECTBYBAT 3a€JHO M MPEACTABISIBAT COLHMATHO
3HaYyMM MnpoOleM M cepuo3Ha (UHAHCOBa TEXeCT 3a  3[paBHaTa  CcCHCTEMa.
JIMarHOCTULIMPAHETO Ha 4YepHOAPOOHUTE 3a00JsBaHMS B paHEH CTaJud € OT TOJIAMO
3HAYEHHE 3a Mpeana3BaHe OT YCJIOKHEHUS M pelylpaHe Ha CBbp3aHaTa C YEpPHOAPOOHU
3a00JsIBaHUST CMBPTHOCT, KaKTO M 3a HaMallsiBaHE Ha TOBapa BBPXY 3APABHUTE CHUCTEMH.
JIOCTBII'BT 10 CHBPEMEHHM HEWHBAa3WBHU MeTOAM- enactorpadus, ¢ubpockan, MP-
eslactorpaus ¥ JIp. BCE OLIE € OrpaHMYEH M CBBP3aH C BHCOKA IIEHA, a YEpHOApOOHATa
Ouonicus € MHBa3MBHAa U ChBceM He Oe3omacHa. OCBEH TOoBa €€ H3MCKBa clelu(puYHa
eKCIepTH3a OT CTpaHa Ha MATOJIO3UTE, KOATO ChILIO HE € MOBCEMECTHO HaiuyHa. J[oOpoTo
M03HAaBaHE U MpaBWJIHATA UHTEPIPETALUS HA OTKIOHEHUATA B YEPHOAPOOHHUTE J1aOOpaTOPHU
nokas3aTeau TMpoJb/DKaBa Ja ObJe OT TrojsiMO 3HAYeHHWE 3a paHHATa JMarHo3a Ha
yepHoApoOHaTa yBpela, a OrPaAaHUYEHHUAT JOCTHII J0 CKbIIM WHBAa3MBHU U HEUHBA3UBHU
TECTOBE HaJlara ThbPCEHE Ha MPOCT U €BTUH METO]I 32 PaHHA IMarHOCTHKA Ha YEPHOAPOOHHUTE
3a0onaBaHus. Becuuku ropenocoueHu (akTv MpaBAT TeMara, pa3paboTBaHa OT JUCEPTaHTa,
M3KJIFOYATEIHO aKTyallHa.

Crpykrypa Ha npeacTaBeHaTa pa3padorka:

Hucepranusata e HamucaHa Ha 193 cTaHIapTHU MAIIMHOMKMCHHM CTPAaHUIIM, ChIbpka 51
tabymnu, 97 ¢urypu U enHo mpwiokeHue. bubmuorpadusta Bkimousa 431 mw3TodyHMKa, OT
KOUTO 424 Ha aHTJIMHACKU U 7 Ha OBIATAPCKU €3UK.

JIutepaTypHusiT 0030p € CTPYKTypHpaH NpaBWIHO. BKIOYBA MCTOPHUYECKH IIpEIJIeN,
IpoclieAsiBall] OMMCBAHETO M EBOJIONMATAa Ha IO3HAHMATA 3a 4YEepHOApoOHATa IMpo3a.
[TonpobHO € aHanmu3MpaHa eNMUAEMHOJIOTHATAa M MSCTOTO Ha YEpHOJIPOOHMTE 3a00NsIBaHUS
KaTo NMpHYMHA 3a 3a00JIeBaeMOCT M cMBpPTHOCT. OTpa3eHH ca pa3IuKuTe B reorpadckoro
pasnpezeneHre, KakTo U €THOJIOTUATa U HeHHHUTE Bapuallui B pazauyHUTe peruoHu. Crapa
SCHO, ye Haii-uectara npuuuHa B Adpuka u lOrousrouna Asus e HBV undexkuusra, a HCV
nHpexnuara e gomuaupamnia B Mzrounoro Cpeauzemaomopue, EBpona, CeBepna Adpuka u



IOrouzrouna A3zus. [TonoOpsiBaHeTO Ha MPEBEHLMSATA U JICUEHUETO HA XPOHUYHUTE BUPYCHU
XeMaTUTU JOBeXJa J0 HamaliiBaHe Ha CMBPTHOCTTA OT TSIX M T€ Bede HE ca BOJE]
eTrosoruueH Qaxrop. Onucana e poyiATa Ha ajJKOXoja KaTo MPUYUMHHUTEN HA YEPHOJIPOOHU
CTpa/laHus U Ca U3THKHATU reorpadCKuTe pa3iuyuus B KOJMYECTBOTO M3MUT ankoxois. CraBa
SCHO, Y€ Hal-TOJIeMH KOJHMYeCcTBa ce KOHcymHupaT B EBpoma, xakto u ye riobamHaTta
KOHCyMalMs Ha TIJaBa OT HACEJNCHHETO NPOTPEeCMBHO HapacTBa M poJisiTa My KaTo
eTuosiorndeH (GakTop He HaMmaisBa. l[lon, BB3pACT W TEHETHYEH TEpeH, KaKTo U
KOMOHMHAIMATA C APYrHM TOKCUHU M UH(EKINH, XpaHUTEIHU HABUIM U 3aTIbCTABAHE UTPAST
JOMBIHUTENHA YTEXKHSBAILA POJIA MPH Bb3HUKBAHE HA AJKOXOJIHA YEpPHOAPOOHa yBpena.
[Toapo6HoO ca pasriexanu Xernatut b u Xenartur C, pa3nuuusta B pa3NpOCTPAHCHUETO M B
OTJICJIHUTE PETMOHM, KAaKTO MU POJISATa UM KaTO €TUOJIOTMYHU (DAKTOpU 3a UYEpPHOIAPOOHU
3a0onsBanus. CrHenuanHO BHHMaHUE € OTAEJICHO Ha acolMupaHarta ¢ MeTa0oJMTHA
nucyHKIMS YepHOAPOOHA yBpeIa, HapacTBallaTa il pojisi B CbBpPEMEHHHUTE OOIIECTBA, KAKTO
W TEHACHIMATA, T Ja ObJe BOJCIH] €THOJOTHYCH (aKTOp 3a YESPHOIAPOOHO 3a00JisIBaHE B
riobaneH miad B Onu3ko Obxeuie. Pasriienanu ca v Mo-peku ChCTOSHUS KAaTo KapAuadHa
Mpo3a, XxemMoxpomatosa, bonect Ha YuncweH u apyru. C pazmaxa U pyTHHATa Ha U3SIBEH
Xernaroyior, aBTOPbT JAECTAlIHO pasriekja maToreHe3aTa W MaroMopdoIOTUYHUTE MTPOMEHU
IpU 4YEepHOAPOOHA LMpO3a, MPOMEHHUTE B MOPTATHOTO HAlAraHe W KIMHUYHATA W35Ba,
cTaiuuTe U YycnoxHeHusTa. CroenuariHo BHUMAaHUE € OTAEICHO Ha JiabopaTopHaTa
JMAarHOCTHKA M CEPYMHHTE MapKepH 3a YepHOApoOHa Gprubpo3a. AHAIM3UPAHU ca ACTANIIHO U
MIPOMEHHTE B OTACITHUTE Ja0OpaTOPHU MapaMeTPpH MPH HACTHIIBAHE HA YCIOKHEHUS, KAKTO H
TAXHATA MPOTHOCTHYHA CTOMHOCT. OTAETHO ca pasrienaHu JIabopaTOPHUTE MPOMEHU MpU
QJIKOXOJIEH XemaTuT. JleTailmHo ca OOSICHEHM M CKOPOBHTE CHUCTEMH IIPU YEepHOIPOOHA
Upo3a M alKoxoyieH xenatuT. OO030pbT € ITbJICH, JOCTHITHO HANKMCaH W OajJaHCHpaH KaTo
CHOTHOIIIEHUE CIPSMO JIPYTUTE YaCTH OT IUCEPTALUOHHUS TPY/I.

Heara e d¢opmyanpana sicho: Jla ce mpoyyaT €NHUIEMUOIOTUYHUTE U KIMHHUKO-
71a00paTOPHUTE XapAaKTEPUCTHKM HA XOCHHUTAJIM3HPAHU MAllMEHTH C HOBOJMATrHOCTHIIMpaHA
LAPO3a B PA3IUYHUTE U CTAUN.

3amauuTe ca et Ha OPOH U ca MPSKO CBBP3aHU C U3ITBIHEHUETO Ha IEeNTa.

Matepuan u meroau: IIpoyuBaHeTo € peTpOCHEeKTHBHO M oOxBama 361 HOBOOTKPHUTH
cllyyad Ha 4epHOApOOHa 1upo3a 3a 5 roauimieH nepuoj. Jluarosata e mocraBeHa Ha 0a3za
KJIMHUKO-IA0OpaTOpPHU  OTKJIIOHEHHsT M OOpa3HM u3cieqBaHus 0e3  XUCTOJIOTHYHA
Bepuukanus. Heobxomumara wuHpopmanus e cpOMpaHa OT OOJHHUYHUTE JOCHETa,
AHAMHECTHYHH JaHHW, (U3WKAJICH TMperiiea, 1adopaTopHU W3CICIBAHUS, CEPOJIOTUIHU
m3cnenBannss 1 PCR mpu ceMHeHue 3a BHpyCHAa TE€HE3a Ha YepHOJIpoOHaTa yBpena,
WMYHOJIOTHYHU W3Cle[BaHus (NpU CHMHEHHE 3a aBTOMMYHEH IIpolec), abJoMHHaIIHA
exorpadusi, ropHa eHAoCKomus (3a e3odareaTHM Bapulld M TOpPTajHA TacCTPOIATHS).
W3non3Banu ca oOmonpueTure Kiacuukaluy 3a Bapuly U eHiedanonaTus, yepoapOHaTa
Oosect ¢ craaupaHa mo TouykoBa cuctema mo Child, usnonsBanu ca MELD-Na, kakto u
ALBI- ckop mpu ankoxoyiHa €THOJOTHA. ACHUTBHT € OLEHSIBaH (PU3UKATHO U C YITPa3BYK.
JlanHuTe ca 00paboTeHH C MOAXOIAIIN CTATUCTUYECKH METOIH.



Pe3yararu:

bposT BKIIIOYEHN MAIMEHTH € BIeuaTisBall- 361, moBeueTo MbXe B akTUBHA Bb3pacT- 40-60
r., moutn 70% c 4YucTa aIKOXOJHA E€THUOJIOTHS, KOETO MOJYepTaBa M TOJIIMOTO COIHAITHO
3Ha4YeHHe Ha mpobiema. J[I0BOTO pasnpeneneHne Ha eTHOJIOTHYHUTE (AaKTOPH € CXOIHO C
TOBa B JAPYTd OOCEPBAIMOHHH MPOYYBAHUS, KATO acOIMHpaHa ¢ MeTabOIUTHA TUCQHYHKITHS
4yepHOIpoOHa yBpena ce AUCKYTHUpa U NALUEHTUTE ¢ T.Hap. , Apyra* ernonorus- nmoxa 10%
oT cityyaute. PeasHo To3u npo6iieM e Hero0pe MpoyyeH, KaTo TO3U Hel0OCTaThbK € OTYETEH OT
aBTOpPAa M BEPOSITHO CE€ ABIDKM HA PETPOCHEKTHBHUS OU3aliH HAa NMPOYYBAHETO U KBCHOTO
ThpPCEHE Ha JIeKapCcKa IIOMOL[ OT CTpaHa Ha I[IOBEYETO NAalMEeHTH. AcoLMUpaHaTa C
MeTa0OIUTHA NUCQYHKLIMA YepHOApOOHA yBpeAa € C HapacTBAll0 3HA4YeHUE B Iio0ajleH
Maiad ¥ B MHOTO PETHOHU C€ MPEBPBIIA BbB BOJIEIIA TPUYMHA 33 HAIIPEAHATIO0 YEPHOAPOOHO
3abomsBane. Jpyr untepeceH (akt e, ye moBeueTo nanueHTu- Haja 70% ca quarHoCTUIMpPaHH
B cramuii B u C mo Child, xato auarHocTHIHMpaHeTO B HampeaHand CTaauid € 0Cco0eHO
XapaKTepHO 3a CIlyd4auTe C aJKOXOJIHA €THOJIOTHs, KOETO 3a MOPEAEH ITbT IOCTaBs IMOJ
BBIPOC KayecTBOTO M €(PEKTUBHOCTTa Ha 3[ApaBHaTa MNOMOIl B crTpaHata HuU. [loOpe
IIPOCIIEICHU Ca 3aBUCUMOCTUTE MEX/y €THOJIOIMYHA IPUYMHA U Bb3pacT Ha U3sBa.

JleraillIHO ca pasriiefaHd YCIO)KHEHHUSTa W 4YecToTaTa Ha TIXHATa II0sBa, KaKToO
3aBHCUMOCTTA C €TUOJIOTHATA U CTaAMs IpU AMarHo3aTa. Y CTaHOBsBa ce, ye Hajg 60% umar
acUUT MpH JMArHOCTUIIMPAHE M JIOTMYHO C HapactBaHe Ha cramus mo Child, mapacrsa
gectoTara Ha acnuta. B Hag 60% mnpu AMArHOCTUIIMPAHE C€ YCTAaHOBSBAT e€30(arcaaHu
Bapuiy, a mosede ot 40% wMaT NposSBH Ha eHIedanonaThus NMpU IIbPBAaTa CH CPeIia ChC
cnenuanuct, a npu Hax 30% ce ycTaHOBsSBa HMKTEp INpH AMAarHOCTHLMpaHe. Te3um ¢aktu
OTHOBO MOIYEPTaBAT MpoOJeMa ¢ KbCHOTO JAMArHOCTHIIMPAaHE, KOTAaTO BB3MOXKHOCTUTE 32
TEpareBTUYHO MOBJIMSABAHE CA 3HAUUTEIIHO OTPAHUYEHHU.

Jlobpe cTpykTypupaH U C LieHHa HH(pOpMalus 3a €KeJAHEBHaTa MpPAaKTUKAa € pa3lenbT
»AHaIM3 Ha nabopaTopHMTe pe3yaTatu®.  JleTailmHO e pasriegaHa KUHETHKAaTa Ha
aMHUHOTpaHCcepasuTe U mpomsHata B uHAekca Ha de RitiS B pasnuuHuTe CcTaguu Ha
OornectTa. ABTOPBHT J0Ka3Ba, Y€ C HarpeaBaHe Ha Oomnectra croitHocTTa HAa ACAT HapacTsa,
kato cboTHOoIeHueTo ACAT/AJIAT e Hax 1 npu GOMMKMHCTBOTO MAMEHTH C LIMPO3a U CAMO
npu Masika gact ot te3u ¢ Child A ToBa choTHOImEeHHe e mox 1. HopmanmHuTe cToHOCTH Ha
AJIAT mpakThuecku HE M3KIKYBAT HalpeAHala nupo3a. Bmkna ce, ye CTOMHOCTTA Ha
aMMHOTpaHc(epasuTe M TIXHOTO CHOTHOLIEHHWE € €BTUH U JIOCTBIIEH, ChHIIEBPEMEHHO
M3KIIIOYUTETHO UH(OPMATHBEH TeCT, OTpa3sBall TeXeCTTa Ha YepHOApoOHaTa yBpesia U € ¢
BaXHa NPOTHOCTUYHA CTOHHOCT. [lo3HaBaHeTo Ha TMpOMEHHTE B KUHETHKaTa Ha
4epHOAPOOHUTE eH3UMU U auHamukara B choTHomeHnero ACAT/AJIAT mno3BomsiBaT
TUArHOCTUIIMPAHE WM W3KII0YBAHE Ha HAMpeIHA0 YepHOApPOOHO 3aboisBane 0e3
HEOOXOJUMOCT OT CKBIH JMArHOCTHYHH TECTOBE, KOETO MpaBH TPyAa Ha aBTOpa IICHEH 3a
eXeHEeBHATA KIIMHUYHA NpakTuKa. [logpoOHO ca aHaIM3MpaHU W MPOMEHHUTE B aIOYMHHA,
OounupyOnHa U mokasarenute Ha ObOpeuHara pynkuusa, kakTo U INR u cepymen Hatpuii u
KpbBHATa KapTHUHA B KOpEJIAIUS ChC CTaJMUTE Ha 3a00JIIBAHETO U YCIOKHEHUATA. ABTOPHT
NOTBBPKJaBa, 4e ¢ HapacTBaHe Ha craaus no Child ¥ MELD Na croiiHocTHTe Ha cCepyMHHUS
aIOyMUH TPOTPECUBHO HaMalsBaT, a OMJIUPYOUHBT c€ yBeIMYaBa, KOPECHOHIUPANKU C
Iporpecusara Ha YepHOJpoOHaTa yBpeaa, 3aTBbPKIaBaiKi Ba)KHATa MPAKTUYECKa CTOMHOCT



Ha JHUCepTanuiaTa. ABTOPBT aHAIM3HPA IETAWITHO penuIia Ipyru 1a00paTOPHH OTKIOHEHUS U
OTKpHUBA PEIuIla KOpEJNalK C HAIpEeJIBaHETO HAa YEPHOJIPOOHOTO CTpaJiaHWe W MOosBaTa Ha
YCIIOKHEHHS, KaTO AacIMT, XENaTopeHaJIeH CHHIApOM H Apyrd. Ha 1gocTeneH e3uk e
MpeJCTaBeHa XWUIIOHATPUEMUSATA, CHITBTCTBAIA YEPHOAOpOHATA IUPO3a, MEXAHU3MHTE 32
HeilHaTa TMosBa M KOpelamusaTa C I[osiBaTa Ha YCIOKHEHUS M HaMajsIBaHETO Ha
MPEXKHUBIEMOCTTA, KOETO CHILO € OT TOJIsIMAa BKHOCT 3a €XKeIHEBHATA KJIMHUYHA MPAKTHUKA.
BaxeH ¢ W aHaNIM3bT HAa NMPOMEHUTE B KPbBHATAa KapTHHA, KaTO AHEMHYCH CUHIPOM €
noknaaBaH npu Hang 70 % oT uw3cieaBaHata koxopra. [logpoOHO ca aHAIM3MpPaHW YECTH
OTKJIOHEGHHSI TIPH aJIKOXOJHA €THOJIOTHs, Karo HapacTBaHe croiHoctuTe Ha MCV m
3HaYCHUETO My. YCTAaHOBSIBA CE M CE NMOTBBPIXKIaBa, 4e TPOMOOIMTOIICHUSTA € CBbp3aHa C
MOsIBa HA BapUIIH, HO HE KOPEIUpa C MOBHUILEH PUCK OT KbPBEHE OT THX.

OTnenHa r7aBa € MOCBETEHA Ha OCTPHS aJIKOXOJIEH XEMaTUT KaTo MPHYMHA 33 OCTpPa BBPXY
XpOHUYHA YEpHOAPOOHA HeAOCTaThbuHOCT. Pa3rienanu ca 85 maumeHTa ¢ OCThp AJIKOXOJIEH
XCMaTuT, ,HACJoeH BBPXYy 1upo3a. [logpoOHO ca aHaAMM3UpaHU JeMOrpadCKUTe
XapaKTePUCTHKH, JTA0OPATOPHUTE MapaMeTPH M YCIOKHEHHSITA CIIOPE]] YeCTOTaTa Ha TAXHATa
u3sBa. [IpoOiieMbT € pasrieqaH W3KIYHUTEIHO JCTAMIHO, OT KOETO JIMYM TOJEMHST
KIMHAYEH ONWT Ha aBTopa. OmmcaHa € Isjlata eBOJIOIUS Ha 0OoJieCTTa M 3HAUYCHHETO Ha
OTKJIOHEHUSATa B JAa0OpATOPHHUTE MapaMeTpu KaTo MPOTHOCTHYHHM (AaKTOPH 3a HM3XO0Ja Ha
oonecrra. Bamuaupan e ALBI ckopbT, moTBbp/IcHA € HEroBaTa BakKHA MPOTHOCTUYHA POJIA,
KaKTO ¥ Bb3MOXKHOCTTA JIa C€ U3I0JI3Ba Karo ajnrepHarusa Ha Child-Pugh ckopa B ciydaunTte ¢
OCTBp AJIKOXOJICH XENaTuT.

H3Boan:

BenymBaiiku ce B mpenopbKuTe MU, aBTOpPHT € (opmynupan 11 uzBoma. OT Hal-rosisIMo
MIPAKTUYECKO 3HAUEHHUE € CIeIHOTO: 3a00yseMoCcTTa OT YepHOI0pOHA IIMPO3a € 3HAUUTEITHO
M0-BUCOKa NpU Mbxke. [lenbT Ha ankoxona kaTo erunosiorudeH (axkrop HagmuHasa 70%,
KOETO € B Chb3BY4YHME ChC CBETOBHUTE TeHJeHIMU. OTyMTa ce HapacTBaHE Ha aJKOXOJHATa
KOHCyMallMs IOBCEMECTHO M CBbp3aHaTa € Hesd OOJECTHOCT M CMBPTHOCT. Mankusr
OTHOCHUTENIEH 47 Ha XEeMaTOTPONHUTE BHUPYCH KaTo €TUOJOTMYeH (HaKTop OTpas3siBa
e(EeKTHBHOCTTa HAa CKPUHUHTOBUTE MpOrpaMu, paboTeliara BaKCHHAIMOHHA Iporpama 3a
XenatuT B, KakTO W MIMpOKaTa JOCTHITHOCT Ha MPOTHBOBUPYCHOTO JiedeHne. MHTepeceH e
¢akTpT, ue B moutu 10% OT ciayyanTe mpUuYMHATa ce MpUeMa 3a HesicHa. BeposdTHo Te3u
cllyyau ce JIbJDKAT Ha acolMUpaHa ¢ MeTabonuTHa AuchyHUus 4epHOAOpOHa yBpena, HO
1opajiy HampeAHaIMs CTaui IpU JUarHo3a, KakTo U MOpaau PEeTPOCHEKTUBHUS XapakTep Ha
MIPOYYBAHETO, TOBA OCTaBa Hem3scHeHOo. Kopecmonaupall ¢ Ka3aHOTO € BTOPUST M3BOJ, 4e
OommmHCTBOTO Citydan ca ¢ Bucok Child-Pugh score mpu nuarnoctunmpane nopaau gakra,
4ye Ta3M MOomyJialus KbCHO THhPCH JIEKapCKa MOMOII, OCOOEHO MMailku IpeaBU] udecTaTa
CBITPTCTBAIllA AJIKOXOJHa 3aBUcHUMOCT. [loguepTraBa ce roisiMara 4yecToTa Ha aHEMHUS MPHU
T€3M MallMeHTH U CHIBTCTBAaTa MAaKpOLUTO3a MpHU ajKoXoyiHa eruojorus. M3onmpana
TPOMOOIIMTONEHUs € Hal/IrolaBaHa B OKOJIO 4 OT MAalMEeHTUTe. BakeH € M3BOIBT, Ue IpHU
HEsICHa TPOMOOIIMTOINIEHUSI TOpHATa €HAOCKOIHUS YeCTO YCTAaHOBSBA BAPHIM KAaTO MPOsBa Ha
HENoJI03MpaHa 10 MOMEHTa 4epHoApoOHa nupo3a. OTHOBO BBB Bpb3Ka C alKOXOJIHATA
€THOJIOTHUS, YeCT (DEHOMEH € JIEBKOLIMTO3aTa, a JEBKOMEHHTa € Hall-paIKo cpeliaHa. Baxxunu
ca W3BOJMTE HA aBTOpa OTHOCHO KHHETHMKaTa Ha aMUHOTpaHcdepazuTe U QaxTa, ue



aOCOJIIOTHUTE UM CTOMHOCTH HSMAT MPOTHOCTUYHA CTOMHOCT W Hail-Ba)KHA € MPOMSHATa B
TSXHOTO CHOTHOIICHUE. [[OBUIICHUSAT AUPEKTEH OWIUpYOWH, JTOpW NpU HOpMalieH o0l e
Ipyr BaKE€H WHAMKATOP 3a HANpPEIHAJIO YEepPHOAPOOHO 3aboiisiBaHe. ABTOPHT YCTAaHOBSBA
rpannyHa croiiHocT oT 101.25 pumol/l c¢be wyBctBuTenHOCT Hax 90%, waeHTHUIMpaN]
TEXKKHTE CIydad Ha aJKOXOJEH XEeMaTHT. YCTAaHOBSBAa C€ ChIO, Y€ NpU alIKOXOJIHA
€THOJIOTUSl OCTpaTa JEKOMIICHCAIMs € MOo-4ecTa M TA B Hail-rojisiMa CTEeNeH Ce IBJDKU Ha
HACJIO)KEH OCTBP QJIKOXOJIEH XEeHaTUT BbpXy Bede (opMupana nuposa. M3TbkHata e
MMPOTHOCTUYHATA POJIs HA CEPYMHHMsI aIOyMUH, KakTo U ¢akrta, ue ALBI ckopbT BBB Bpb3Ka ¢
HeroBara OOEKTHUBHOCT, MOKE HAJCKIHO Ja ObJe W3IOJ3BaH 3a OICHKAa TEXKECTTa Ha
4epHOJ0pOHATA TUCHYKIUS TPH aATKOXOTHA ETHOJIOTHS.

IIpunocu:

ABTOPBT (hopmymmpa o610 10 npuHOCca, 4 OT KOMTO ¢ OPUTHHAJIECH XapaKTep, a OCTAaHAIHUTE 6
C TOTBBPAWTENIEH. 3a MPBB I'BT B CTpaHaTa € pasriefaHa TaKaBa ToJsiMa KOXOpTa
HOBOJMArHOCTUIIMPAHU TMAIMEHTH ¢ 4YepHOApoOHa 1nwmpo3a. Hampasen e mnoapoben
eMUIEMHUOJIOTHYEH U KOMIUIEKCEH KIMHHUKO-Ta0opaTopeH aHalu3, KOMTO € oT Oe3crmopHa
1oJI3a 32 KIMHUYHATA MIPAKTUKA. 3a MPBB BT C€ Pas3Iiiexk/a U rojsMa KOXopTa MalHeHTH C
OCTBp AJKOXOJICH XEMaTHT BBbPXY LHPO3a, U3BBPUICH € KOMIUICKCEH EMHUICMHUOJIOTUYEH H
KIIMHUKO-JIabopaTopeH aHanu3, Banuaupan € ALBI- ckopa u e u3TbkHara ponsira My Kato
antepraruBa Ha Child-Pugh ckopa. ®opmynupanu ca M TPUHOCH C MOTBBPAMTEIICH
XapakTep- 3a00JI1eMOCTTa OT LUpPO3a € 3HAYUTEIHO I0-4ecTa NpHu MBkeTe. M3ThkBa ce
MpoOJIEMBT 32 KbCHOTO JUArHOCTUIIMPAHE, KOETO MPSKO KOpEIHpa ¢ BHCOKaTa 4eCTOTa Ha
TEXKKH YCIOKHEHHUs, HaOmonaBaHu Yy Hac. [loTBbpAeHa e Kopenanusara MEXIy
TPOMOOIIMTONCHUS ¥ HATWYMETO Ha e30(arcaliHi BapHIlM, pojsTa Ha KoeduiueHTa Ha de
Ritis, croitHoctuTe Ha anOymuHa W OWiIMpyOMHAa W TpPEAMKTHBHATA UM POJS TPH
JeKOMIIEHC ALl

[IpenopbKuTe, OTIpPaBEeHU OT aBTOPA, 33 MPOMWIAKTUYHM M3CIEIBAHUS Cpel MALUEHTH C
PHUCK OT pa3BUTHE HAa YEpHOJAPOOHO 3aboiisiBaHEe, ca 0COOEHO LIEHHM U TOJE3HH 3a BCEKH
KITMHHIINCT.

O0cbxnane:

[IpencraBeHusAT aAuMcepTallMOHEH TPy € 3aBbpIUEH, M3KIYUTETHO MamadeH, 1o0pe
CTPYKTYpUpPaH M C IMOTEHIHall Jla ce MPEeBbpPHE BbB BaXHO PHKOBOJACTBO 3a OBJITapCKus
kIuHUIMCT. HampaBeH e mnoapoOeH aHanM3 Ha ToJsIMa  KOXOpTa MAIMEeHTH ¢
HOBOJMAarHOCTHIIMPaHAa YEpHOApPOOHA LUpO3a, MH3/aBall 3aqbJI00YEHUTE TO3HAHUSA H
Ooratusi KIMHUYEH ONMUT Ha aBTopa. PazpaboTkaTa /1aBa IIEHHU HAITbTCTBHS, KaK C €BTUHH U
JOCTBIIHU TECTOBE MOXKE J]a CE€ pa3No3Hae HaIlpeIHaIo YepHOIpPOoOHO 3a00iigBaHE, PUCKA OT
ACKOMIICHCAUA U HACTBIIBAHC HA YCIIOXKHCHUA. Cnabo 3acTbleH € META0OOJIUTHHSAT CUHIPOM
u MAFLD, yusito ,,ionyaspHOCT ¥ 3HaUeHUE HapacTBaT. ToBa € OTUETEHO U OT aBTOpa KaTo
ciabocT Ha TPOYYBAHETO, BEPOSTHO TOPAAM PETPOCHEKTUBHHUS My XapakTep U
JUArHOCTHLIMPAHETO HA TOBEYETO MAMEHTH €/1Ba B HAIIpEIHaJ CTaJAud W IpH IOsiBAa Ha
CEpUO3HHU YCIOKHEHUS. JlaHHWTE OT NMPOYYBAHETO CEPHO3ZHO NPEIU3BHKBAT KAa4eCTBOTO M
e(eKTUBHOCTTa Ha 3/IpaBHAaTa HU CHCTeMa M OCOOEHO J00OJHWYHATA MOMOIL, KaKTO MU
MIPEBEHIUATA, BBIIPEKH TPBMKHUTE PEKIaMU Ha 3/IpaBHM YCIYTW M M300MIIMETO OT 3JIpaBHU



3aBelleHUs B cTpaHaTa. Makap B MMOBEYETO Cy4yau Ja ca MOTBBbPJIEHU U3BECTHU Beue (akKTu,
KIMHUYHU OeJie3n U JIabOpaTOpHH OTKJIOHEHHS, CUCTEMAaTU3UPAHETO UM M IPEUYYIBAHETO
npe3 6oraTusi KIMHUYEH OMUT Ha aBTOpa MPEBPBIIAT TUCEPTALMOHHUS TPyl B IIEHHO YE€TUBO
3a JIeKapu-CleUATM3aHTH U MPAKTUKYBAIN KJIUHUIIUCTH.

3akiro4eHue:

Wwmaiiky npenBuy yaauyHo u30paHarta, akTyanHa 3a beirapus TeMa Ha TUCepTallMOHHUS TPY/,
CbOTBETCTBAIIMUTE 1€ W 3aJaud, Ooraratra U akTyajHa JUTepaTypHa CIpaBKa,
BIIEYATIISABALUS OpOW MAllMEeHTH, BKJIIOYEHH B IPOYUYBAHETO, MOJE3HUTE 3a IpaKTHKaTa
M3BOJM U Oe3CMOpHUTE MPUHOCH Ha paboTrara, mpu3oBaBaMm yBaxkaemoTo Hayuno XKypu na
rJ1acyBa ,,3a“ mojydaBaHETO Ha Hay4yHO- oOpa3oBareiHa CTeneH ,,JJokTop mo mMeauiuHa®™ Ha
JI-p Mupocnasa Muxaiinosa.

09.06.2025 C yBaxenue:Ha ocHopanme un, 59 or 3311

I'p. Codus /o I1. Kaparso3os, FASGE/



REVIEW
By Assoc. Prof. Petko Ivanov Karagyozov, MD, PhD, FASGE

Head, Clinic of Gastroenterology, Acibadem City Clinic Tokuda University Hospital,
Sofia

Re: Doctoral dissertation defense entitled:

"Epidemiological and clinical-laboratory characteristics in patients with liver cirrhosis
at its various stages",

Scientific advisor: Assoc. Prof. lvan Anastasov Lalev, MD, PhD
For the awarding of the educational and scientific degree "Doctor."
Field of higher education: 7. Healthcare and Sports

Professional field: 7.1. Medicine

Scientific specialty: Gastroenterology

Doctoral candidate: Dr. Miroslava Ivanova Mihaylova-Strashilova
Scientific organization: Medical University — Pleven

Form of doctoral study: Individual preparation

Dr. Miroslava Mihaylova-Strashilova has submitted a complete set of documentation
pertaining to the official procedure for the defense of her doctoral dissertation for the
acquisition of the educational and scientific degree “Doctor.” The procedure fully adheres to
the stipulations of the Law on the Development of the Academic Staff in the Republic of
Bulgaria, the implementation regulations thereof as adopted by the Medical University —
Pleven, as well as the internal regulations governing the conditions and procedures for
awarding academic degrees and occupying academic positions at the Medical University —
Pleven.

Pursuant to the extended meeting of the Departmental Council held on March 13, 2025
(Protocol No. 45/13.03.2025), the decision of the Academic Council (Protocol No.
45/28.04.2025), and Order of the Rector of the Medical University — Pleven (Order No.
1223/30.04.2025), | have been appointed as an external member of the scientific jury.

At the first remote session of the Scientific Jury, | was designated to provide an official
review.

Biographical data and career development:

Dr. Miroslava Mihaylova-Strashilova was born on december 30, 1975, in the town of
Pavlikeni. She graduated in Medicine from the Medical University — Pleven in 1999. In 2004,
she acquired a specialty in Internal Medicine, followed in 2008 by a specialty in
Gastroenterology. Her professional career began with positions as a resident physician in the
internal medicine departments of the hospitals in the towns of Iskar (2004) and Pavlikeni



(2008-2011). Between 2011 and 2013, she served as an assistant in the Department of
Propaedeutics of Internal Medicine. Since 2013, she has been working as a physician at the
Clinic of Gastroenterology of “Georgi Stranski” University Hospital, holding the position of
assistant professor there from 2013 to 2021. Dr. Mihaylova-Strashilova holds the full
spectrum of certifications in diagnostic and interventional ultrasonography—Levels I, 11, and
I1l—as well as Levels | and Il of competence in diagnostic and therapeutic gastrointestinal
endoscopy. She is a well-trained gastroenterologist and internist, having undergone all stages
of postgraduate education and specialization, most of which were completed in a leading
university-based specialized clinic. Dr. Mihaylova-Strashilova possesses excellent command
of the English language, demonstrates strong teamwork skills, and is a member of both the
Bulgarian Medical Association and the Bulgarian Society of Gastroenterology. She is the
author of 18 scientific publications in national and international specialized journals.

Relevance of the topic:

Chronic liver diseases continue to represent a significant and enduring challenge for
contemporary medicine, and are associated with high costs for healthcare systems. Their
progression to advanced stages such as liver cirrhosis and primary hepatocellular carcinoma
ranks them among the leading causes of morbidity and mortality. Recent advances and the
implementation of global strategies for the elimination of viral hepatitis have yielded
substantial success, leading to a gradual decline in hepatotropic viruses as the dominant
etiological factor in chronic liver injury. Nonetheless, in the context of Bulgaria, alcohol
consumption—deeply embedded in cultural and societal norms—remains the primary cause
of liver pathology and related health burdens. Concurrently, the increasing prevalence of
metabolic syndrome and its hepatic manifestation—non-alcoholic fatty liver disease
(NAFLD)—has emerged as a major clinical and epidemiological concern. Not infrequently,
alcohol-related and metabolic liver injury coexist, presenting a complex, socially significant
problem and generating substantial healthcare costs. Early detection of liver disease is
essential for the timely initiation of therapeutic strategies, prevention of complications,
reduction of liver-related mortality, and alleviation of strain on healthcare infrastructure.
However, access to advanced non-invasive diagnostic modalities such as elastography,
FibroScan, and magnetic resonance elastography remains limited due to their high cost and
restricted availability. Liver biopsy, while considered a diagnostic gold standard, is invasive
and associated with procedural risks, requiring specialized pathological expertise not readily
available in all clinical settings. In this context, the accurate understanding and interpretation
of liver function test abnormalities retain critical importance for the early detection of hepatic
impairment. The limited accessibility of both invasive and non-invasive diagnostic tools
necessitates the pursuit of cost-effective and widely applicable approaches for early diagnosis.

Structure of the presented dissertation:

The dissertation is composed of 193 standard typed pages and includes a total of 51 tables, 97
figures, and one appendix. The bibliography comprises 431 references, of which 424 are in
English and 7 in Bulgarian.



The literature review is well-structured and demonstrates a comprehensive and systematic
approach. It begins with a historical overview, outlining the initial recognition and subsequent
evolution of scientific understanding related to liver cirrhosis. The section continues with an
in-depth analysis of the epidemiological aspects of chronic liver diseases, emphasizing their
significant contribution to global morbidity and mortality. The role of alcohol as a causative
factor in liver disease is described, with a focus on the geographical variations in alcohol
consumption. It becomes evident that the highest levels of consumption occur in Europe, and
that global per capita alcohol intake is progressively increasing, maintaining its importance as
an etiological factor. Additional aggravating factors in alcoholic liver damage include gender,
age, genetic predispositions, interactions with other toxins and infections, dietary habits, and
obesity. The review also discusses Hepatitis B and Hepatitis C in detail, highlighting regional
differences in their prevalence and their etiological roles in liver diseases. Special attention is
given to metabolic dysfunction-associated liver injury, its growing impact worldwide, and its
potential to become the leading cause of liver disease globally in the near future. Less
common conditions such as cardiac cirrhosis, hemochromatosis, Wilson’s disease, and others
are also covered. With the expertise and authority of a distinguished hepatologist, the author
provides a detailed examination of the pathogenesis and pathomorphological changes in liver
cirrhosis, including alterations in portal pressure, clinical presentation, stages, and
complications. Special emphasis is placed on laboratory diagnostics and serum markers of
liver fibrosis. The review offers an in-depth analysis of changes in specific laboratory
parameters during the development of complications, as well as their prognostic value.
Laboratory alterations associated with alcoholic hepatitis are also discussed separately.
Furthermore, the scoring systems used in liver cirrhosis and alcoholic hepatitis are thoroughly
explained. The literature review is comprehensive, clearly written, and well-balanced in
relation to the other sections of the dissertation.

The aim of disertation is clearly formulated: to investigate the epidemiological and clinico-
laboratory characteristics of hospitalized patients with newly diagnosed liver cirrhosis at its
various stages.

There are five objectives, each directly aligned with the achievement of this objective.
Materials and Methods:This retrospective study includes 361 newly diagnosed cases of liver
cirrhosis over a five-year period. The diagnosis was based on clinical and laboratory findings,
along with imaging studies, without histological confirmation. Relevant data were collected
from hospital records, including patient history, physical examination, laboratory tests,
serological markers, and PCR testing in cases with suspected viral etiology of liver damage.
Immunological tests were conducted when autoimmune liver disease was suspected.
Additional diagnostic procedures included abdominal ultrasonography, upper gastrointestinal
endoscopy (to assess esophageal varices and portal hypertensive gastropathy). Standard
classifications were used for grading esophageal varices and hepatic encephalopathy. Liver
disease staging was performed using the Child-Pugh score, and MELD-Na and ALBI scores
were applied, particularly in cases with alcoholic etiology. Ascites was evaluated clinically
and via ultrasound. All data were processed using appropriate statistical methods.

Results:

The study cohort comprises a substantial sample of 361 patients, predominantly males of
working age (40-60 years). Notably, nearly 70% of the cases were attributed to alcohol-



related etiology, highlighting the considerable social burden of alcohol-induced liver disease.
The distribution of etiological factors closely aligns with findings reported in other
observational studies. Metabolic dysfunction-associated liver disease (MASLD) was
discussed among patients categorized under "other™ etiologies, accounting for less than 10%
of cases. The limited representation of MASLD may reflect an underestimation of its true
prevalence—an acknowledged limitation of the study—Ilikely related to the retrospective
design and the delayed presentation of patients to medical care. Given its increasing global
prevalence, MASLD is projected to become a leading cause of advanced liver disease on the
world. Another striking observation is that more than 70% of the patients were diagnosed at
advanced stages—Child-Pugh B or C. Late-stage diagnosis was particularly prevalent in cases
of alcohol-related cirrhosis, which once again raises the question of the quality and
effectiveness of healthcare in our country. Furthermore, the study provides a detailed analysis
of the associations between disease etiology and age at diagnosis, offering additional insight
into the demographic and clinical patterns observed in the cohort. The study presents a
comprehensive analysis of the frequency of cirrhosis-related complications at the time of
diagnosis, as well as their association with underlying etiology and disease stage. Ascites was
identified in over 60% of patients at the time of initial diagnosis. As expected, the prevalence
of ascites demonstrated a positive correlation with increasing Child-Pugh stage, reflecting the
progressive nature of hepatic decompensation. Esophageal varices were detected in more than
60% of cases at presentation, while clinical signs of hepatic encephalopathy were observed in
over 40% of patients during their first specialist evaluation. Additionally, jaundice was
documented in more than 30% of newly diagnosed cases. These findings collectively
highlight the predominance of late-stage presentation among the study population, particularly
in alcohol-related cases, and once again highlight the problem of late diagnosis, when the
possibilities for therapeutic response are significantly limited.

The "Analysis of Laboratory Results” section is well structured and contains valuable
information for daily practice. A detailed evaluation is presented regarding the kinetics of
aminotransferases and the variation in the de Ritis ratio (AST/ALT) across the different stages
of liver cirrhosis. The analysis demonstrates that with disease progression, AST levels tend to
increase, and the AST/ALT ratio exceeds 1 in the majority of patients with cirrhosis. A ratio
below 1 is observed only in a minority of individuals classified within Child-Pugh class A.
Importantly, ALT values within the reference range do not exclude the presence of advanced
cirrhosis. These observations underscore the clinical utility of aminotransferase levels and
their ratio as inexpensive, widely available, and highly informative biomarkers reflecting the
severity of hepatic injury. Moreover, the prognostic relevance of AST/ALT ratio is evident.
Familiarity with the enzymatic kinetics and the dynamic shift in the AST/ALT ratio allows for
the early identification—or exclusion—of advanced liver disease in the absence of costly
diagnostic investigations. This highlights the practical significance and translational value of
the author’s findings in the context of everyday clinical hepatology.

The dissertation offers a comprehensive analysis of alterations in key biochemical and
hematological markers, including serum albumin, bilirubin, renal function indicators, INR,
serum sodium, and complete blood count, in correlation with disease stage and cirrhosis-
related complications. The author convincingly demonstrates that with advancing Child-Pugh
and MELD-Na stages, serum albumin levels progressively decrease, while bilirubin levels



increase, both findings consistent with deteriorating hepatic function. These findings reinforce
the clinical and prognostic value of routinely available laboratory tests in the assessment of
disease severity, confirming the important practical value of the dissertation. Further
laboratory abnormalities are explored in depth, revealing significant correlations with the
presence and progression of complications such as ascites, hepatorenal syndrome, and others.
Hyponatremia accompanying liver cirrhosis is presented with a detailed discussion of its
pathophysiological mechanisms, its association with the occurrence of complications, and its
link to reduced survival, aspects which bear considerable importance for everyday clinical
practice and are conveyed in clear and accessible language. Equally significant is the
hematological analysis, wherein anemia was observed in over 70% of the studied cohort.
Particular attention is devoted to macrocytosis, frequently observed in cases of alcoholic
cirrhosis, with elevated mean corpuscular volume (MCV) values discussed as a characteristic
laboratory finding. Thrombocytopenia is confirmed to be associated with the presence of
esophageal varices; however, no significant correlation was found with an increased risk of
variceal bleeding.

A separate chapter is dedicated to acute alcoholic hepatitis as a cause of acute-on-chronic
liver failure. Approximately 85 patients with acute alcoholic hepatitis superimposed on
cirrhosis were examined. Demographic characteristics, laboratory parameters, and
complications were analyzed in detail according to their frequency of occurrence. The issue is
examined comprehensively, demonstrating the author’s extensive clinical experience. The
entire progression of the disease and the significance of deviations in laboratory parameters as
prognostic factors for disease outcome are described thoroughly. The ALBI score is validated,
its important prognostic role confirmed, as well as its potential use as an alternative to the
Child-Pugh score in cases of acute alcoholic hepatitis.\

The author conclusions: Following my recommendations, the author has formulated 11
conclusions. Of greatest practical significance is the following: the incidence of liver cirrhosis
is significantly higher in men. Alcohol as an etiological factor accounts for more than 70% of
cases, which is in line with global trends. A general increase in alcohol consumption is
observed, along with a corresponding rise in morbidity and mortality. The relatively low
proportion of hepatotropic viruses as an etiological factor reflects the effectiveness of
screening programs, the functioning hepatitis B vaccination program, and the wide
availability of antiviral treatment. Of particular interest is the finding that in nearly 10% of
cases the etiology remains undefined. These cases are likely attributable to liver injury
associated with metabolic dysfunction; however, due to the advanced stage of disease at
diagnosis and the retrospective nature of the study, this remains unresolved. In line with this,
the second conclusion is that the majority of cases are diagnosed at a high Child-Pugh score
stage, owing to the fact that this population seeks medical attention late—particularly
considering the frequent co-occurrence of alcohol dependence. The high prevalence of anemia
in these patients is emphasized, along with the concomitant macrocytosis in alcohol-related
etiology. Isolated thrombocytopenia was observed in approximately one-quarter of patients.
An important conclusion is that in cases of unexplained thrombocytopenia, upper endoscopy
frequently reveals varices as a manifestation of previously unrecognized liver cirrhosis. Also
associated with alcoholic etiology is the frequent occurrence of leukocytosis, while
leukopenia is the least common hematological abnormality. The author’s conclusions



regarding aminotransferase kinetics are of particular importance: the absolute values of these
enzymes do not possess prognostic significance, whereas the change in their ratio is of
primary relevance. An elevated direct bilirubin level—even in the presence of a normal total
bilirubin—is highlighted as another important indicator of advanced liver disease. The author
identifies a threshold value of 101.25 umol/L with a sensitivity exceeding 90% for identifying
severe cases of alcoholic hepatitis. Furthermore, it is established that in cases of alcoholic
etiology, acute decompensation is more frequent, most often due to superimposed acute
alcoholic hepatitis on pre-existing cirrhosis. The prognostic role of serum albumin is
underscored, and the objectivity of the ALBI score is emphasized, supporting its reliable use
in assessing the severity of liver dysfunction in alcohol-related liver disease.

Contributions:

The author has formulated a total of ten contributions, four of which are original and six
confirmatory. For the first time in the country, such a large cohort of newly diagnosed patients
with liver cirrhosis has been studied. A detailed epidemiological and comprehensive clinical-
laboratory analysis has been conducted, which is of indisputable value for clinical practice.
For the first time, a large cohort of patients with acute alcoholic hepatitis superimposed on
cirrhosis has also been analyzed, with a thorough epidemiological and clinical-laboratory
evaluation performed. The ALBI score has been validated, and its role as an alternative to the
Child-Pugh score has been emphasized. Several contributions of confirmatory nature have
also been formulated: the incidence of cirrhosis is significantly higher in men. The problem of
late diagnosis is underscored, which directly correlates with the high frequency of severe
complications observed in the studied population. The correlation between thrombocytopenia
and the presence of esophageal varices has been confirmed, as well as the predictive role of
the de Ritis ratio, serum albumin, and bilirubin levels in the context of decompensation.
The author’s recommendations for prophylactic screening among patients at risk for
developing liver disease are of particular value and practical importance for every clinician.

Discussion:

The presented dissertation is a comprehensive, well-structured, and fully completed piece of
work, with the potential to serve as an important reference guide for Bulgarian clinicians. A
detailed analysis of a large cohort of newly diagnosed patients with liver cirrhosis has been
conducted, reflecting the author's in-depth knowledge and extensive clinical experience. The
study provides valuable guidance on how advanced liver disease, the risk of decompensation,
and the development of complications can be identified through inexpensive and widely
accessible laboratory tests. One limitation of the study is the limited focus on metabolic
syndrome and MAFLD, whose prevalence and clinical importance are steadily increasing.
This shortcoming has been acknowledged by the author, likely stemming from the
retrospective nature of the study and the fact that most patients were diagnosed at an advanced
stage of disease, often following the onset of serious complications.

The study’s findings raise significant concerns regarding the quality and effectiveness of the
national healthcare system—particularly outpatient care and preventive services—despite the



widespread promotion of health services and the abundance of healthcare facilities throughout
the country. Although many of the clinical features and laboratory abnormalities confirmed by
this research are already well established in the literature, their systematization and
interpretation through the lens of the author's rich clinical experience make the dissertation a
valuable resource for medical residents and practicing clinicians alike.

Conclusion:

In view of the appropriately selected and timely topic of the dissertation—highly relevant to
the current medical and public health context in Bulgaria—together with the clearly defined
aims and objectives, the extensive and up-to-date literature review, the impressive sample
size, the clinically applicable conclusions, and the indisputable scientific and practical
contributions of the research, I respectfully recommend that the esteemed Scientific Jury vote
in favor of awarding the educational and scientific degree “Doctor of Medicine” to Dr.
Miroslava Mihaylova.

Sofia,09June2025

Assoc. Prof. P. Karagyozov, FASGE



