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Ot IIpo@. n1-p bopucaas I'eoprues Biaaagumupos, M
PwroBoauren Ha Kimnuka o racrpoenteponorus kbM YMBAJL , Iapuia Hoana — UICYJI¥,
rp. Codust, Katenpa no racrpoenteponorus, Meauuacku yausepcuret — Codust

C pemenne Ha Akanemuunust cbBeT ([Ipotokon Ne 45 ot 28.04.25) u 3anoBen Ha PekTopa Ha
MYV — IInesen Ne 1223 ot 30.04.2025r. cbM oIpeniesieH 3a BbHILEH WIEH Ha HAyYHOTO JKypHU
BBB BPB3Ka C NPUCHKIAHE HAa oOpazoBaTelHAaTa M HaydHa cTemneH ,,JlokTop® B obiact Ha
BHCIIe oOpa3oBaHue: /. 3mpaBeomnasBaHe W CHOPT, NpodecHoHaTHO Hampapienue: /7.1
MenuiHa, TOKTOpCKa nporpama: ,,I'actpoeHTeposorus®, Ha:

J-p Mupocaasa UBanosa Muxaiisiopa-Ctpammn/ioBa

JlokTopaHT B camocTosTeiHa popma Ha oOyueHue (3amoBes Ha Pextopa Ha MY -Ilinesen
Ne 86 ot 10.01.2022 1.); Kareapa mo Hedpoaorusi, XeMaTOJOT s U TACTPOCHTEPOJIOT U,
Meauuuncku gakyntet, MY — [1neBen

OTHOCHO MCEepPTAalMOHEH TPy HA TEMa:
» ENUAIEeMHUOJOTHYHHA U KIIHHUKO-12a00PATOPHU XapPAKTEPUCTUKHU NPH NAIMEHTH €
YepHOAPOOHA UPO32 B Pa3IUYHUTE U CTAAUM*
Hayuen pwkoBoguten: Jlou. a-p iBan Anacracos Jlanes, 1M

Penensusita € U3roTBeHa ChITIACHO pasnopeaduTe Ha 3aKOHA 3a Pa3BUTUE Ha aKaJEeMUYHHUS
cberaB B Penyonuka boarapus (3PACPB), [IpaBunnuka 3a HeroBoto npuiarase (ITP3PAC),
KaKTO M BBTpeIIHUTe npaBuia Ha MY — IlneBeH 3a mpuaoOuBaHe Ha oOpa3oBaTelHa U
Hay4Ha cTeneH ,,JIokTop®“. BbB Bpb3Ka ¢ y4acTHMETO MU KaTO BBHILIEH WIEH HAa HAy4YHOTO
KypH JAEKJIapupaM, Y€ MpeloCTaBeHaTa MU JIOKYMEHTalus OTroBapsi Ha MUHUMAIIHUTE
n3uckBaHus, pernamentupanu ot 3PACPB u BbTpemiHuTe HOpMaTUBHU akToBe Ha MY —
[IneBeH, KakTO U Y€ HAMaM KOH(DIUKT Ha UHTEPECH.

IIpencraBsine Ha KaHAMAATA:

JI-p Mupocnasa MBanoBa MuxaiinoBa-CTpaimioBa 3aBbplliBa MarucTbpcka CTENEH IO
“Menununa” Ha BMU-IIneBen mpe3 1999 r. IlpumobuBa crenuanHocT mo BwTpenrHu
6omectn mpe3 2004 r. wu T'actpoenteponorust mpe3 2008 r. IlputexaBa mpodecnoHamHa
kBanpukanus no AOAOMUHANIHA YATpa3ByKoBa JuarHocTuka u [acTpouHTecTHHalHA
eagockonusi: | u Il HuBo. [IpodecnoHaTHUAT 1 BT BKIIOYBA paboTa KaTo JIEKap-OpAHHATOP
BBB BO rp. Uckbp u BO Ha MBAJI [TaBmukenn. Ot 2011 1. 1o mapt 2013 1. 3aema JUTbKHOCT
acucTeHT B kiuHUKa 1o IlpomeneBTuka Ha BbhTpemHuTe O6ojectu kbM YMBAJL “I'eopru
Crpancku” Ilnesen EAJI. Ot 2013 1. mo 2022 r. pabotu KaTo JeKap-TacTPOEHTEPOIIOT-
acucteHT B KimHMKa MO TacTpPOEHTEpOJIOrHs Ha ChUIATOTO JeueObHo 3aBeneHue. OT



centemMBpu 2022 r. 40 HACTOSLIMS MOMEHT 3a€Ma JIIbAKHOCT Jiekap-ractpoenteposior B OXI'E
KkbM cbiara kinauka Ha YMBAJI “T'eopru Ctpancku” [1nesen EA/JL.

AKTyaJIHOCT Ha TeMarta:

Temara Ha pasriexaanus npobiieM B MPeICTaBeHUs MU 3a PELCH3Us TUCEPTALUOHEH TPy €
aKTyaJlHa ¥ OT M3KJIIOYUTEJIHA BAaXKHOCT 32 €XEeAHEBHATa KIMHUYHA MPAKTHUKA. XPOHUYHUTE
4epHOApoOHN 3a0o0JisIBaHUSI ce oOyepTaBaT KaTo BaKHa NpPUYMHA 3a 3a00JIEBaEMOCT U
CMBPTHOCT B CBETOBEH Maiad. TsaxHaTa HapacTBallla YeCTOTa € CBbp3aHa C yBEIMYaBaIIOTO
Ce pa3MpOCTpaHEHHE Ha AJIKOXOJIHO CBbp3aHara Oomect 1 HAMUDB, kouto wu3MecTBaT
XPOHUYHUTE BUPYCHH XEMATUTH KaTo Bojeml eTuosiorudeH ¢akrop. [ToctaBenara mpe3 2016
r. riobanHa crparerus o C30 3a mpemaxBane Ha xenatuta 10 2030 r. upe3 npoduIakTUKa,
TECTBAaHE M JOCTHI JI0 JICYCHHE IMOHACTOSIIEM JaBa MOJOXKUTEIHU PE3yATaTH, CBHP3aHU C
HaMaJsiBaHe Ha cly4yauTe Ha 4YepHOApoOHa 1Mpo3a, Mpeau3BUKaHa OT TAX. YepHoapoOHaTa
IUpo3a € KpaeH eTam B MPOTUYAHETO Ha YEpHOApPOOHATa OOJIECT, 3a KOSATO €AMHCTBEHOTO
TEPAneBTUYHO TMIOBEJICHUE B KBCHUTE CTAJUU € OCBIIECTBABAHETO HA YEPHOIPOOHA
TpaHciuanTamys. [lopraiHara XunepToHus € KIIF0U0B (HaKTOp, IPSIKO CBBP3aH C KIMHUIHATA
MpE3CHTAlMsI M YCIOXKHEHHSATa Ha Oojectra. JBATHAT OJUTOCUMITOMEH TIEpUoj Ha
MpPOTUYAaHE, KAaKTO U HEAOCTaTbyHA OIICHKA HAa PUCKOBUTE KOHTHUHTEHTH 3a XPOHHMYHA
yepHoapoOHa Oosect B amOynaropHara MpakTHKa, € TMpUYMHA 32 TAXHOTO KBCHO
nuarnoctunupane. OT apyra cTpaHa, NMCUXOCOLMATHUAT Mpodui Ha 3710ynoTpeOsBalUuTe ¢
QJIKOXOJI, JIUIcara Ha KPUTUYHOCT, KAaKTO M JIOHNIO ChTPYJHUYECTBO C JieKaps ca
JOMBJIHUTEITHU PUCKOBH (DaKTOPU 332 HEHABPEMEHHOTO OTKPUBAHE HA Te3W ciiydau. Bcuuko
TOBa BOJAM JI0 3HAYMMa MKOHOMHYECKAa U (PMHAHCOBA TEXKECT 3a 0OIIECTBOTO U 3/IpaBHATA HU
cuctema. JIoOpoTo 1mo3HaBaHe Ha OTKJIOHEHMSITA TIPU M3IOJI3BAHUTE B €KEIHEBHATA MIPAKTHUKA
nabopaTOpHM TIOKa3aTelld M TAXHATa BPbB3KAa CHC CHI'BTCTBALIUTE YCJIOXKHEHUS € OT
CHILIECTBEHO 3HAYEHHE 3a KJIUHUIMCTUTE, KOETO MOJIoMara CBOEBpEMEHHOTO pa3lo3HaBaHE
U TIPOCIIEIIBaHE Ha TE€3U CIy4yau.

CTpykTypa Ha 1MCEePTAUMOHHUS TPYA:

JlMcepTallMOHHUAT TPYA € pa3paboTeH B ChOTBETCTBHE C M3MCKBAaHUATAa Ha HOpPMAaTHBHATa
ypen6a Ha Pb 1 oTroBapsi Ha BCHUKHM KPUTEpHH 3a 3aBbpllieHa HayyHa paboTta. O0xBama 193
CTaHJApTHU MAIIMHONMCHU CTPaHUIM, oHarjeneH € ¢ 51 tabmuuu u 97 ¢urypu. Chabpxka
enHo npuioxxkenue. CTpyKTypupaH e KakTo ciensa: BeBenenue — 1 ctp., JIuteparypen 0030p
— 33 crp., Len u 3amaun —1 crp., Matepuan u meronu — 6 ctp., Pesyaratu u obcexnane —
pasriiexaanu 3aeiHo B 0011 o0eM ot 93 ctp., M3Boau — 3 ctp., [lpunocu — 2 ctp., [Ipenopwvku
— 1 crp., [lpunoxenune, Crnucwvk ¢ Tabmumm, Crucwvk ¢ purypu u bubmuorpadus — 36 ctp.
bubnuorpadcekara cnpaBka BkiatouBa 431 3arnaBus, oT kouto 7 Ha kupuiauua. Hax 30% ot
M3MOJI3BaHUTE JIMTEPATYPHU U3TOUHHUIU ca MyOJUKYBaHHU B MOCJIEIHUTE TIET FOUHHU.

JIutepaTypHHUIT 0030p MpencTaBsi KpaThbK UCTOPUYECKH Iperyie]] U ChbBpeMeHHa Je(UHHUIINS
Ha dYepHoJpoOHaTa mupo3a, nocraBeHa or C30 mpe3 1974 r. karo xponuueH, nudyseH
mporec, Xapakrtepusupan] ce ¢ (ubpo3a, HOAyJIAapHA pereHepalnys M HapylleHHe Ha
HOpMaJlHaTa apXWUTEKTOHUKA Ha YEpHUs JpoO, BOJEIIM [0 TMOpTalHA XWIEPTOHHUA U
4yepHOIpoOHa HeIOCTaThYHOCT. Pasrimeganu ca OCHOBHHUTE TEHACHLMU B €MHJIEMHUOJIOTHATA



Ha XPOHUYHHUTE YEPHOAPOOHM 3a0oJsiBaHUSA, KOUTO ce€ ouepraBar karo ll-ta Bojemia
MpUYMHA 32 CMBPTHOCT B CBETOBEH Maiad, CBBP3aHU C YCIOXKHCHHS Ha 4YepHOApPOOHATa
MpO3a, XEeMaroueiayjJapeH KapluuHOM M XPOHUYEH BHUpyceH xematut. OTtuumra ce
HEMpPEeKbhCHATA TEHCHIIMS 32 HapacTBaHE HA YecTOTaTa Ha YyepHOApOOHa 1uposa. Karo Haii-
YecTH MPUYMHU 33 HEes Ce T0COYBAT 3JI0yMoTpedaTa ¢ amKkoXoj, HHPEKIUUTE ¢ XPOHUYCH
xenatut B u C u HAMYB. B 60% ot ciiydauTe ajJKoXoJdbT MMa BOZEIIA POJid C MPEIUMHO
pasnpocTtpanenue B ctpaHute ot EBpoma, CeBepHa Amepuka u HOxna Amepuka, T0KaTo
BUPYCHUTE XEMaTUTH OCHOBHO ca KOHIIeHTUpaHu B As3us u Adpuka. [logobpsBanero Ha
MIPEBEHIIMATA U JICUEHUETO HAa XPOHUYHHUTE BUPYCHU XEMaTUTH mpe3 nocienuure 30 roaunu
OKa3Ba KJIOYOBO BIIMSIHUE BBPXY HaMajsiBAaHETO HA CMBPTHOCTTA OT TSIX WU H3MECTBa
BOJCIIOTO MM 3HAYEHHUE KATO ETHOJOTHYeH (HaKTOp, KOETO € CBBP3aHO C IOCTaBeHATa
crpareruss or C30 mpe3 2016 r. 3a enumuHupaHe Ha xemaruta o 2030 1. upe3
npoduiakTUKa, TECTBAaHE W JOCTHII JO JICYeHHE. B CBIIOTO BpeMe ce OTYuTa TPEBOKHA
TEHJICHIIMSI, KOATO CE€ CBHP3Ba C HapacTBaIllaTa riodaiHa KOHCyMaIusl Ha alKoXOJ Ha TJiaBa
OT HacesneHuero, ot 5.5 1 npe3 2005 r. 1o 6.4 1 npe3 2016 r. ¢ 0O4YaKBaHO JOM'BIHUTEIHO
HapactBaHe A0 7.6 1 xbM 2030 r. Cnopen u3uucieH npeaukTuBeH Moaen kbM 2040 r. ce
OYakBa M dYecToTaTa Ha JEKOMIICHCHUpPAHUTE aJKOXOJIHU LUPO3H Aa aocturue 77%, a
CMBpPTHOCTTA OT TAX — 17.5/100 000 mymrm.

O0630pbT aHaNM3Upa OCHOBHUTE MATOTEHETUYHH MEXaHW3MH, CBBP3aHM C IOsBaTa M
MPOrpecusiTa Ha MOpPTAJIHATA XUTIEPTOHHUS, KATO KIIOYOB (PaKTOp, OTTOBOPEH 3a KIMHUYHATA
Mpe3eHTalMsl Ha 4YepHoApoOHaTa mnmposa. I[IpeacraBeHM ca KIMHUYHUTE CTaJAUM Ha
3a00JIIBaHETO, B 3aBUCHUMOCT OT IMOKAYBAHETO HA MOPTATHOTO HASTaHE W HAIMYHETO Ha
JICKOMIICHCALIUOHHN CHOUTHS, KaTO acluT, BapUKO3HO KbpBEHE, eHledanonaTusi, UKTep u
0b0peuna auchyHkius. OObpHATO € BHUMaHUE Ha IPOMEHUTE B OCHOBHUTE XEMAaTOJIOTMYHU
U OMOXMMHUYHHU TIOKa3aTelid, C aKIEHT BBbPXY TIXHATAa JUATHOCTUYHA CTOMHOCT U
MPOTHOCTUYHATA WM pojsi. B oTagenna dwact ca pasrienaHud  KIMHUKO-JT1abopaTOpHUTE
XapaKTePUCTHKU MPH AKOXOJIEH XeMaTUT Ha (JOHA Ha IIUP03a U MPUIOKEHUETO Ha PA3IUYHU
MIPOTHOCTUYHM CKaJIM 32 OLIEHKA Ha TexKecTTa My. Pasrienanu ca u Hail-uecTo U3IMOJI3BAHUTE
MOJIENH 3a OICHKa Ha TeXecTTa Ha YepHoapoOHaTa nupo3a (MELD/MELD Na, Child-Pugh,
CLIF-C-OF pesynrar). IlpencraBena e pomsta Ha ALBI score (OumupyOun/anGymux
OTHOIIICHKE), pa3pabOTeH KaTo MPOTHO3E€H MOJEI BBPXY CIIydad C XeraTolelnylapeH
KaplMHOM M KOMIIEHCHUpaHa 4YepHOJpOoOHA IHMPO3a, MOJJIOKEHW Ha XUPYyprUdYHA PE3eKIIus,
KaTo MPOCT U 0OEKTUBEH METOJI 32 OIIEHKA Ha YepHOApOOHATa (DYHKIIHS.

Ilenta Ha Temara € TIIOCTaBEHa KOHKPETHO, SCHO W TOo4HO: “Jla ce mpoydar
eMUJIEMUOJIOTHYHUTE M KIWHUKO-TA0OPATOPHUTE XapaKTePUCTUKH TPU HOBOOTKPUTH
XOCIUTAIM3UPAHU CIIy4ald C YEPHOAPOOHA IMPO3a B PA3IUYHUTE M CTATUHU .
dopMynHpaHu ca MeT 33/1a4, HA'BJIHO ChOTBETCTBAIIM HA HETHOTO U3IbJIHEHHUE:

1. [la ce ananu3upaT neMorpadCKuTe XapaKTEpPUCTUKH Ha U3CJeIBaHATA TOIYIAIHS.

2.  Jla ce aHanm3upa 3aBUCUMOCTTA MEXKIY €THONOTUYHUS (DAKTOp U yCTaHOBEHUS CTaIUil
o Child-Pugh kbM MOMeHTa Ha MOCTaBsSIHE Ha JMarHO3ara.

3. Jla ce aHanmm3upa 4yecToTara Ha HATMYHUTE KOMIUIMKAIIMKA M TAXHATA 3aBUCHMOCT OT
cragus o Child-Pugh kM MoMeHTa Ha TIOCTaBsIHE Ha THArHO3aTa.

4. Jla ce aHanmu3upaT NPOMEHHUTE B OCHOBHHUTE JaOOpPaTOpPHM IOKa3aTead M TIXHaTa
3aBHCHMOCT OT TE€KECTTa Ha YepHOApoOHaTa OOJIeCT.



5. Jla ce aHanmu3upar ciydaute ¢ HacioeH AX BBpPXY IHpPO3a MPH y4acTHE Ha aJIKOXOJ B
€THOJIOTUSATA M.

3a uenuTe HAa JUCEPTAlMOHHUS TPYA € TMPOBEAECHO PETPOCHEKTUBHO KJIMHHUKO-
enuIeMHOIOrnYHO TnpoyuBane B mepuoaa 01.01.2017 r. — 31.12.2021 r., o6xBamamio 361
HOBOOTKPUTH XOCIHUTAJIM3WPAHU MAIMEHTH C YEepHOApPOOHA IMPO3a, TUArHOCTUIUPAHU U
nekyBanu B Knunuka mo ractpoenteposiorusi kbM YMDBAIJL “T'eopru Ctpancku — IlneBen
EAJl. Tonemusar Opoil aHanu3WpaHU CIIy9al OCHTYpsiBa JIOCTOBEPHOCT Ha ITOJYYCHUTE
pe3yNITaT Mpu TAXHATA CTaTUCTUYecKaTa 00paboTKa.

[Tonydenure pesynratu ca 7oOpe OMHCAHM, KaTO TAXHOTO MPEACTaBsSHE ClIe[[Ba JIOTHYecKaTa
MOCJIeIOBATEIHOCT Ha MOCTaBEHUTE 3afauyd. JlaHHWTe ca OoraTo OHarjeneHH ¢ TaOauuu H
¢burypu, KoeTo yinecHsBa TAXHOTO pa3Oupane. M3510)keHHETO € IeTailliIHO U ChOTBETCTBA Ha
nocraBeHuTe 3aayu. OOCHKIAHETO € HampaBeHO MOAPOOHO, KAaTO MOIyYEHUTE COOCTBEHU
JAHHU Cca aHAJIM3UPAHU C OIJIe]l Ha TSIXHATa KJIMHUYHA 3HAYMMOCT U CPaBHEHU C PE3YyJITaTH OT
JPYTU U3CIeABaHUS.

N3Boaute —11 Ha Opoii B 3aKiIrOYMTENTHATa YaCT HA JUCEPTALIMOHHUS TPYHA ca KOHKPETHU U
JIOTUYHO OTpa3sBaT HampaBeHHUTE HaOmoneHus U aHanusu. [locouBa ce, ye yepHOAPOOHATA
MpO3a ce cpella MHOTO MO-YECTO MPU MBKETe, KOETO C€ IBKUA Ha aJIKOX0Jia, KaTo BOJEI]
eTHoJIoru4eH (akTop B mpoyuyBaHaTa rpyna. Haif-uecto e 3acsraneTo Ha akTUBHATa Bb3PACT
Hag 40 r. OTunTa ce TpPEeBOXKHA TEHAEHLIMA BbB Bb3pacToBara rpyna noa 40 r., B KOSTO
npeodianaBaT KEHUTE, KOETO CHIO C€ IBJDKH Ha aTKOXOJIHATA €THOJNIOTHs. Bucokara yectora
Ha YCJIOXHEHHUS W TOJIEMUSAT Js1 Ha manueHtute B Hampemnan craguii (Child B u C) ce
IObJDKAT Ha KbCHO IOCTaBeHAaTa JMarHo3a M IpeoOajaBaiiara ajiKOXOJIHa €THOJIOTUS B
MpoydeHaTta rpymna. XurnoalOyMHUHEMHUsATa € UAeHTU(HUIMpaHa KaTo OCHOBEH JabopaTopeH
MapKep 3a HarpeaHalla YepHOAPOOHa OoiecT U CBbp3aHuTe ¢ Hes yenoxuenus (acuut, [ICE
U OTKIIOHEeHUs B ObOpeuHara yHkiws). [lokas3aHo e, ye n3MepeHuTe abCONOTHH CTOWHOCTH
Ha aMMHOTpaHcdepasuTe HAMAT NpsKa Bpb3Ka C TEKECTTa Ha 3a00JIIBaHETO, 3a pa3jiMKa OT
ACAT/AJIAT oTHomIeHHETO. YCTaHOBSIBA CE€ 3aBUCHUMOCT MEXAY TPOMOOILMTONEHHUATA U
nosiBaTa Ha e3ogareaaHy Bapully KaTo MpOsiBa Ha MopTajnHaTa xunepronus. Karo Haii-yecra
MpUYMHA 3a OCTpa JEKOMIIEHCAllMsl B H3CJeABaHaTa IOMYJAlUs Ce MOCOYBAa HACIOEHUST
QJIKOXOJIEH XEMaTHT. YCTaHOBsSBa C€, Y€ OCHOBEH JlabopaTopeH Oeier, CBbp3aH C Hed, €
HIMYMETO Ha JXBITEHUIA, KOosATO ce HabmomaBaHa B 100% oOT um3cienBaHHUTE Clydyaw.
Nscnensa ce Bp3moxkHoctTa ALBI score na ce msmon3sa karo anrepHarusa Ha Child-Pugh
SCOre 3a OIlEHKA Ha TEKECTTa Ha 4YepHOApoOHaTa JUCHYHKIUS MPHU AJKOXOJEH XeNnaTUuT U
QJIKOXOJIHA €THOJIOrus Ha mnuposata. J-p MuxaiioBa nmoco4yBa M HSIKOM OIpDaHUYECHHS B
MIPOBEJICHOTO OT Hesl M3CIIeJIBaHE, CBbP3aHU C HETOBUS PETPOCIIEKTUBEH XapaKkTep, a UMEHHO:
HEJOCTaThbUHOTO MpoyuBaHe Ha ciydautre ¢ HAMUDB, karo eruwonoruueH ¢akrtop 3a
YepHOJIpOOHA ITMPO3a, KAaKTO M HEBH3MOXKHOCTTA 3a TpEIH3Ha OICHKa Ha OnOpeuyHaTa
(GyHKIUS criopes ChbBPEMEHHUTE AMATHOCTUYHY CTaHAapTH. BCHuko U3I10K€HO T0Ka3Ba, ye JI-
p MupocnaBa MuxaitioBa nputexaBa HEOOXOJUMHUTE KIMHUYHM YMEHUS U 3a1bJI00YEHU
TEOPETUYHU MTO3HAHHUS, KOUTO M MO3BOJISABAT JIa aHATM3UPA OOEKTUBHO ChbOpaHUTE JaHHU U J1a
MIPEJCTaBU PA3IIIekKAAHUS HaydeH MpoOIeM MO SICEH U HayYHO apryMEHTHpaH HauuH.



IIpuHoOCH ¥ 3HAYMMOCT HA HAYYHATa pa3padoTKa:

B mucepranmonnus Tpya ca GOpMyNIHpaHU YETHPU MPUHOCA C OPUTHHAICH XapakTep, Cpel
KOUTO C Hal-rojsiMa 3HAYMMOCT C€ OTKpOSIBaT IbpPBUAT U BTOpUAT. [IpoBeneHo e nerailnHo
€MUIEMHUOJIOTMYHO MPOYYBaHE HA HOBOOTKPUTHU CIy4au ¢ YEpHOJAPOOHA IIUPO3a 3a MEPUO OT
MeT TOAMHU, KOETO € OT ChILECTBEHO 3HAUYEHHE 32 YCTAaHOBSIBAHE HA aKTyaJlHU TCHIICHIUU B
Pa3MpOCTPAaHEHUETO U XapaKTePUCTHKUTE Ha 3aboiisiBaHeTo. OCHIIECTBEH € KOMIUIEKCEH
aHaJIM3 Ha OTKJIOHCHUSTA B OCHOBHU JTA0OOPATOPHH TOKA3aTEeNH M TIXHATa BPBh3Ka C TEKECTTa
Ha 4yepHoApoOHaTa 0OJeCT M HAIMYHUTE yciokHeHus. [locoueHum ca W mecT mpuHOCa C
MOTBBPIUTENICH XapakTep, OT KOUTO C OCOOCHO 3HAYCHHE Ca TPETUAT M IICCTHSAT.
[ToTBBpxK/IaBa CE, Y€ OTKIOHEHUSATA B OMOXMMHYHUTE TTOKa3aTenu (MO-CIealHO HUBATa Ha
cepyMeH aJOyMHH M OOl OMIUPYOWH) MMaT NpsKa BPb3Ka C TEXKECTTa M MPOTHO3aTa Ha
yepHoapoOHaTa 1upo3a. [TorBbpikiaBa ce, 4e MoBUIIEHATa CTOMHOCT Ha OOIIHs OUITUPYOUH €
HaJEXJIeH J1abopaTopeH MapKep 3a OCTpa JIEeKOMIIEHCAIlHs, CBbp3aHa C HACIIOCH aJIKOXOJIEH
XernaTur, Kato ToBa € HabmogaBaHo npu 100% ot cioydante B H3cieIBaHaTa MOIYJalUs.
B 3akmrouenue, mpenctaBeHHUTE MaHHM OT J-p MupocinaBa MuxaiinoBa HOTBBpKIaBaT
HEO0OXOIMMOCTTa OT paHHA JUATHOCTHKA, PEIOBEH CKPUHUHT U €(EKTUBEH KOHTPOJI BBPXY
puckoBute dakropu. Te3n U3BOAU ca apryMEHTHPAHO OTPA3CHH B MPEITIOKEHUTE PETIOPHKH
B 3aKJIFOUMTEIHATA YacT HA AUCEPTALIMOHHUS TPY/I.

Hayq}m MMposiBM CBBbP3aHHU C TEMaATa HA JUCEPTAllUATA:

Peanusupanu ca 3 OBIHOTEKCTOBU NyOIMKAlUU, MPEACTABSILU PE3YJATaTH, CBbP3aHU C
Temara Ha aucepranuonnus tpyn (emHa B Journal of IMAB, enna B Journal of Biomedical
and Clinical Research (JBCR) na MV-IlneBen u eana B COOpHHMK AOKIaAM OT HaydHa
koH(pepeHust Ha MY-IlneBen ) u o0mio 7 gokiaga oT HaydHH mposisu Ha MVY-IlneBeH, Ha
BCHUYKHU OT KOUTO JI-p MuxaiiioBa € bpBH aBTOP.

ABTOpedepar:

ABTOpeq)CpaT'BT KbM AucepTaguiaTa € U3roTBCH CHIVIACHO HM3UCKBAHHUATA U TOYHO OTpas3siBa
MNpeACTABCHUTC OCHOBHU PE3YJITaTU U CbABPIKAHUCTO HA AUCCPTATUOHHUA TPY .

KbMm aBTOpa:

bu Ouno nobpe Bamuaupane Ha ALBI score mo orTHomieHne Ha NPEXUBIEMOCTTa IPH
AJIKOXOJIEH XenaTuT, kakTo U npuioxkenue Ha CLIF-C-OF kputepunte 3a otaudepeHunpane
Ha CIIy9aWTe C OCTPa BHPXY XPOHHYHA YePHOPOOHA HEJOCTATHYHOCT.

3akiro4yenue:

Bcuuko ropeusnoxkeHo mokasBa, ye A-p MupocnaBa MuxainoBa-CTpammioBa MpUTEXaBa

Hay4YHU IMO3HAHHA U HNPAKTUYCCKHU YMCHHA 3a pCaAIM3NPAHC HA HAydYHATa UJACA, 3a aHAJIM3 U
KPpUTHYHO O6C’L)K)13.He Ha MOJIYYCHUTC PE3YJITATH. I[HCGpTaL[I/IOHHI/I}IT TPpyd B CBOATA ChIIHOCT



OTroBaps Ha U3UCKBaHMsATa 3a npuaoousane Ha OHC ,,JlokTop*, popmynupanu ot 3PACPbB u
IIpaBunHuKa 3a npwiaraHeTo My B MeIUIIMHCKY YHUBEpPCUTET - [1neBeH.
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REVIEW

By Prof. Dr. Borislav Georgiev Vladimirov, MD, PhD
Head of the Clinic of Gastroenterology at University Hospital “Tsaritsa Yoanna — ISUL”,
Sofia, Department of Gastroenterology, Medical University — Sofia

By decision of the Academic Council (Protocol Ne 45 of 28.04.25) and Order of the Rector of
the Medical University — Pleven Ne 1223 of 30.04.2025, | have been appointed as an external
member of the scientific jury in connection with the awarding of the educational and scientific
degree "Doctor" in the field of higher education: 7. Healthcare and Sports, professional field:
7.1. Medicine, doctoral program: "Gastroenterology", for:

Dr. Miroslava Ivanova Mihaylova-Strashilova

PhD student in independent form of study

Department of Nephrology, Hematology and Gastroenterology
Faculty of Medicine, Medical University — Pleven

Regarding the dissertation titled:
“Epidemiological and clinico-laboratory characteristics in patients with liver cirrhosis in
its various stages”

Scientific advisor:
Assoc. Prof. Dr. lvan Anastasov Lalev, MD, PhD

The review has been prepared in accordance with the provisions of the Law on the
Development of Academic Staff in the Republic of Bulgaria (LDASRB), its Implementing
Rules, as well as the internal regulations of the Medical University — Pleven for the awarding
of the educational and scientific degree "Doctor.” In relation to my participation as an external
member of the scientific jury, | declare that the documentation provided to me complies with
the minimum requirements stipulated by LDASRB and the internal regulatory acts of the
Medical University — Pleven, and that | have no conflict of interest.

Biographical data and career development:

Dr. Miroslava Mihaylova-Strashilova graduated with a Master's degree in Medicine from the
Higher Medical Institute — Pleven in 1999. She obtained a specialty in Internal Medicine in
2004 and in Gastroenterology in 2008. She holds professional qualifications in Abdominal
Ultrasonography and Gastrointestinal Endoscopy — Levels | and Il.Her professional career
includes work as a ward physician in the internal medicine departments of the hospitals in the
town of Iskar and MBAL Pavlikeni. From 2011 to March 2013, she served as an assistant at
the Clinic of Propedeutics of Internal Medicine at University Hospital "Georgi Stranski™ —
Pleven. From 2013 to 2022, she worked as a gastroenterologist-assistant at the Clinic of
Gastroenterology at the same hospital. Since September 2022, she has held the position of



gastroenterologist at the Department of Hepatogastroenterology at University Hospital
"Georgi Stranski" — Pleven.

Relevance of the Topic:

The topic addressed in the presented dissertation is highly relevant and of particular
importance to everyday clinical practice. Chronic liver diseases have emerged as a major
cause of morbidity and mortality worldwide. Their increasing prevalence is associated with
the growing incidence of alcohol-related liver disease and non-alcoholic fatty liver disease
(NAFLD), which are gradually replacing chronic viral hepatitis as the leading etiological
factor. The global strategy introduced by the World Health Organization in 2016 to eliminate
hepatitis by 2030 through prevention, testing, and improved access to treatment is already
yielding positive results, reflected in a decrease in cases of liver cirrhosis caused by viral
hepatitis. Liver cirrhosis represents the final stage in the progression of chronic liver disease,
for which liver transplantation remains the only therapeutic option in advanced stages. Portal
hypertension is a key factor directly associated with the clinical presentation and
complications of the disease. The long oligosymptomatic course of cirrhosis, as well as
insufficient risk assessment of chronic liver disease in outpatient settings, often leads to
delayed diagnosis. Additionally, the psychosocial profile of individuals who abuse alcohol—
characterized by lack of insight and poor compliance with medical recommendations—
constitutes a significant risk factor for the late detection of cases, particularly those of
alcoholic etiology. All of this contributes to a considerable economic and financial burden on
both society and the healthcare system. A thorough understanding of deviations in routinely
used laboratory parameters and their association with disease-related complications is of vital
importance to clinicians, as it facilitates timely identification and monitoring of affected
patients.

Structure of the Dissertation:

The dissertation has been developed in accordance with the regulatory requirements of the
Republic of Bulgaria and meets all the criteria for a completed scientific work. It consists of
193 standard typewritten pages and is illustrated with 51 tables and 97 figures. It includes one
appendix. The structure of the dissertation is as follows: Introduction — 1 page; Literature
Review — 32 pages; Aim and Objectives — 1 page; Materials and Methods — 6 pages; Results
and Discussion — presented together in a total of 93 pages; Conclusions — 3 pages;
Contributions — 2 pages; Recommendations — 1 page; Appendix, List of Tables, List of
Figures, and Bibliography — 36 pages. The bibliography includes 431 references, 7 of which
are in Cyrillic. More than 30% of the cited sources were published within the last five years.
The literature review presents a brief historical overview and the modern definition of liver
cirrhosis, established by the World Health Organization in 1974, as a chronic, diffuse process
characterized by fibrosis, nodular regeneration, and disruption of the normal liver



architecture, leading to portal hypertension and liver failure. The review examines key trends
in the epidemiology of chronic liver diseases, which have become the 11th leading cause of
mortality worldwide, primarily due to complications of liver cirrhosis, hepatocellular
carcinoma, and chronic viral hepatitis. There is a continuous upward trend in the prevalence
of liver cirrhosis. The most common causes include alcohol abuse, chronic hepatitis B and C
infections, and non-alcoholic fatty liver disease (NAFLD). Alcohol plays a dominant role in
approximately 60% of cases, with the highest prevalence in Europe, North America, and
South America, while viral hepatitis is primarily concentrated in Asia and Africa.
Improvements in the prevention and treatment of chronic viral hepatitis over the past 30 years
have had a significant impact on reducing hepatitis-related mortality and have diminished its
role as a leading etiological factor. This trend is likely linked to the WHO’s global strategy
from 2016 aimed at eliminating hepatitis by 2030 through prevention, testing, and expanded
access to treatment. At the same time, an alarming trend is observed, related to the increasing
global per capita alcohol consumption, which rose from 5.5 liters in 2005 to 6.4 liters in 2016,
with a projected increase to 7.6 liters by 2030. According to a predictive model, by 2040 the
prevalence of decompensated alcoholic cirrhosis is expected to reach 77%, with a mortality
rate of 17.5 per 100,000 people. The review also analyzes the main pathogenetic mechanisms
involved in the onset and progression of portal hypertension, which is a key factor responsible
for the clinical manifestations of liver cirrhosis. The clinical stages of the disease are
described in relation to the elevation of portal pressure and the presence of decompensation
events, such as ascites, variceal bleeding, encephalopathy, jaundice, and renal dysfunction.
Special attention is given to changes in key hematological and biochemical parameters, with
an emphasis on their diagnostic and prognostic significance. A separate section discusses the
clinico-laboratory characteristics of alcoholic hepatitis on the background of cirrhosis, as well
as the application of various prognostic scoring systems to assess its severity. The most
commonly used models for assessing the severity of underlying liver disease are presented,
including MELD, MELD-Na, Child-Pugh, and CLIF-C-OF scores. The role of the ALBI
score (bilirubin/albumin ratio) is highlighted as a simple and objective method for evaluating
liver function, originally developed as a prognostic model for patients with hepatocellular
carcinoma and compensated cirrhosis undergoing surgical resection.

The aim of the dissertation is clearly, specifically, and precisely formulated:
"To study the epidemiological and clinico-laboratory characteristics in newly diagnosed
hospitalized cases of liver cirrhosis at its various stages.” Five objectives have been defined,
fully aligned with the achievement of this aim:

1. To analyze the demographic characteristics of the studied population.

2. To assess the relationship between the etiological factor and the Child-Pugh stage at the
time of diagnosis.

3. To analyze the frequency of observed complications and their correlation with the Child-
Pugh stage at diagnosis.

4. To analyze the changes in key laboratory parameters and their association with the severity
of liver disease.

5. To analyze cases of superimposed alcoholic hepatitis in cirrhosis with alcohol involvement
in its etiology.



To achieve the objectives of the dissertation, a retrospective clinico-epidemiological study
was conducted for the period from January 1, 2017, to December 31, 2021. The study
included 361 newly diagnosed hospitalized patients with liver cirrhosis, diagnosed and treated
at the Clinic of Gastroenterology at University Hospital “Georgi Stranski”” — Pleven. The large
number of analyzed cases ensures the reliability of the results obtained and their statistical
processing.The results are well described and presented in a logical sequence that follows the
outlined objectives. The data are extensively illustrated with tables and figures, which
facilitates comprehension. The exposition is detailed and corresponds fully to the stated tasks.
The discussion is thorough, with the original findings being analyzed in terms of their clinical
relevance and compared to results from other studies. The eleven conclusions presented in
the final part of the dissertation are specific and logically reflect the observations and analyses
made. It is noted that liver cirrhosis occurs significantly more often in men, which is
attributed to alcohol as the leading etiological factor in the studied group. The disease most
commonly affects individuals over the age of 40. A concerning trend is observed in the under-
40 age group, where women predominate, also due to alcohol-related etiology. The high
frequency of complications and the large proportion of patients diagnosed in advanced stages
(Child B and C) are attributed to delayed diagnosis and the predominance of alcoholic
etiology in the cohort. Hypoalbuminemia is identified as a key laboratory marker for
advanced liver disease and its related complications (ascites, hepatic encephalopathy, and
renal dysfunction). It is demonstrated that the absolute values of aminotransferases are not
directly correlated with disease severity, unlike the AST/ALT ratio. A relationship is
established between thrombocytopenia and the presence of esophageal varices as an indicator
of portal hypertension. The most common cause of acute decompensation in the studied
population is identified as superimposed alcoholic hepatitis, with jaundice observed in 100%
of these cases as the principal laboratory indicator. The possibility of using the ALBI score as
an alternative to the Child-Pugh score for assessing liver dysfunction severity in alcoholic
hepatitis and alcohol-related cirrhosis is explored. Dr. Mihaylova also acknowledges certain
limitations of her study, primarily related to its retrospective nature—namely, the insufficient
investigation of NAFLD as an etiological factor for cirrhosis and the inability to accurately
assess renal function according to modern diagnostic standards. All the above demonstrates
that Dr. Miroslava Mihaylova possesses the necessary clinical experience and in-depth
theoretical knowledge, enabling her to objectively analyze the collected data and present the
investigated scientific issue clearly and with sound scientific reasoning.

Scientific contributions and significance of the research:

The dissertation defines four original contributions, with the first and second being of
particular significance. A detailed epidemiological study was conducted on newly diagnosed
cases of liver cirrhosis over a five-year period, which is of great importance for identifying
current trends in the prevalence and characteristics of the disease. A comprehensive analysis
was carried out on deviations in key laboratory parameters and their relationship to the
severity of liver disease and associated complications. Additionally, six confirmatory



contributions are listed, with the third and sixth being the most significant. It is confirmed that
deviations in biochemical markers—particularly serum albumin and total bilirubin levels—are
directly related to the severity and prognosis of liver cirrhosis. It is also confirmed that
elevated total bilirubin is a reliable laboratory marker of acute decompensation due to
superimposed alcoholic hepatitis, as observed in 100% of the relevant cases in the studied
population.

In conclusion, the findings presented by Dr. Miroslava Mihaylova underscore the need for
early diagnosis, regular screening, and effective control of risk factors, with a special focus on
alcohol abuse. These conclusions are clearly and convincingly reflected in the
recommendations set out in the final section of the dissertation.

Scientific contributions related to the dissertation topic:

In connection with the dissertation, three full-text publications have been produced,
presenting results directly related to its topic—one published in the Journal of IMAB, one in
the Journal of Biomedical and Clinical Research (JBCR) of MU-Pleven, and one in the
proceedings of a scientific conference at MU-Pleven. Additionally, a total of seven oral
presentations have been made at scientific events organized by MU-Pleven, in all of which
Dr. Mihaylova is listed as the first author.

Author’s Abstract:

The author’s abstract has been prepared in accordance with the formal requirements and
accurately reflects the key results and content of the dissertation.

Remarks to the author:

It would be beneficial to validate the ALBI score in relation to survival in alcoholic hepatitis,
as well as to apply the CLIF-C-OF criteria to differentiate cases of acute-on-chronic liver
failure.

Conclusion:

All of the above demonstrates that Dr. Miroslava Mihaylova-Strashilova possesses the
scientific knowledge and practical skills necessary to carry out a scientific concept, analyze
data, and critically discuss the obtained results. The dissertation fully meets the requirements
for awarding the educational and scientific degree *Doctor*, as outlined by the Law on the



Development of Academic Staff in the Republic of Bulgaria (LDASRB) and its
implementation rules at the Medical University — Pleven.

In view of this, | confidently give my positive assessment and recommend the awarding of the
educational and scientific degree “Doctor” to Dr. Miroslava Ivanova Mihaylova-Strashilova
in the doctoral program “Gastroenterology,” within the field of higher education 7. Health and
Sports,professional field 7.1. Medicine.
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