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OtHocHo: /lucepranuoHeH TpyAa Ha TeMa , EnuaeMuonorndyHu U KIMHUKO-TA00paTOpHU
XapaKTePUCTHKH MPH MAIMEHTH ¢ YePHOAPOOHA IMPO3a B PA3ITUYHUTE M CTaIUU " pa3paboTeH OT A-p
MupocnaBa UBanoBa MuxaiinoBa-CrpammioBa, MVY- [1nesen , 3a nonmyyaBane Ha OHC ,,JlokTop®,
obmacT Ha BuclIe oOpa3oBaHue 7. 3/paBeona3BaHe M CIOpPT, NIpodeCHOHATHO HampasieHue 7.1.
MenauuuHa, nokTopcka nporpama “I'acTpoenreposorus

Hayuen pbkoBoauten: Jlou. n-p iBan Anacracos Jlanes .M

Ha ocnoBanue [lpaBunnuka 3a ycnoBus u mnpouenypu mno npuaoouane Ha OHC u 3aemane
Ha AaKaJEeMHYHHU JIBXKHOCTH B MVY- IlneBeH, KakTo M Bb3 OCHOBa peuieHue Ha HaydHus cbBeT €
W3/1aJIeHa 3aroBejl, ChIVIACHO KOATO ChM OIpEENieHa 3a BHTPEIICH 4YiIeH Ha HaydyHOTO Xypu. Ha
MPOBEJICHOTO MMHPBO 3aceaHNe ChbM MpeIokKeHa U U30paHa Ja U3roTBs CTaHOBHINE. Beuuku etanu
Ha [Iponieaypara ca cmazenu u crobpaszenu ¢ n3uckBanusata Ha 3PAC B P. benrapus u [IpaBminnka
3a mpuiaraneto my B MY - Ilnesen. [IpeacraBenu ca ciegHuTe TOKYMEHTH:

- JlucepranioHeH TPy/I- €JIEKTPOHEH HOCUTE

- ABTopedepar- eneKTpOHEeH HOCUTET

- CHuChHK ¥ KOIUA Ha MYOJIMKAIIMKA CBBP3aHU C TUCEPTAIUATA -eIEKTPOHEH HOCUTEN

- IIpodecuonanna aprodbuorpadus Ha 1okTop Muxaiaosa

IIpeacraBsine Ha nokropaHnra. /[-p Mupocnasa MBanosa MuxaiinnoBa, 3aBbpIIBa MEIULIMHA IIPE3

1999 r. kbM BMV- IIneBen Ilpe3 2004r. mpunoOuBa crienuanHoct ,,Berpentan 6onectu®, a ueTupu



TOAMHU T0- KbCHO MpHI00MBa crenuaiHocTTa ,,['actpoenteponorus™. IIpe3 2004r. e paboruia 3a
TPHU Mecela KarTo JieKap - opauHatop BsB Berpemno Otnenenue Ha O6mmHacka bomaumna rp. Mcksp.
3a nepuozaa ot 2008 1o 201 1r. paboTu € Karo Jiekap — TaCTPOSHTEPOJIOT - opAuHaTOp B OTaeIeHIE
1o Berpemnu bonectn Ha MBAJI — [laBnukenu. Ot HoemBpu 201 1, mocnenoBaTesnHo 3aema
JUTB)KHOCTTA aCHCTEHT B KJiuHUKa [IponeaeBTHKa Ha BTPEUIHUTE OOJIECTH, a B TIOCIEACTBUE €
Ha3HaveHa U kato ractpoeHnteposior — acucteHT B OXI'E kbM Kinnuka no ["actpoenTteponorus Ha
YMBAIJI ,,I'eopru Ctpancku* EAJ] rp. I1nesen.

[TpoBena € MHOKECTBO KypCOBE Ha 00Y4EHHE T10 CIIEIUATHOCTTa racTpoeHTepoiorus. Bianee

MMHUCMEHO ¥ TOBOPUMO AHTJIMMCKH U PYCKH €3UK.

AKTYaJIHOCT HA TeMATHKATA HA TUCEPTANUOHHUS TPY/.
Xponuunata uepHoapoOna Oosect (XUB) e TepMuH oOeauHSABAIL PAa3IMYHA IO ETHOJIOTHS
HO30JIOTUYHU EIUHUIIM ChC CXOJHU YCJOKHEHUS M KIMHUYHA u3sBa. EQHM OT Haii- decTute
eTrojoruynu ¢akropu Boaeu 10 XUb ca ankoXONHUTE W XPOHUYHUTE BUPYCHH XEHATHUTH.
[TocneqauTe HE PAAKO CE TUATHOCTHIIMPAT CIy4ailHO, a B CHIIOTO BpeMe B Bbiarapus or roawH#
CBILIECTBYBA JOCTHITHA MPOTUBOBUPYCHA Tepamus 3a xernatuT B. CMmymasamy ca TaHHUTE OT T.Hap
MPEAUMKTABEH MOJIE], KOWTO JTOKTOpPAHTA IMTHPAa W CIOpE] KOWTO OuYakBaHATa CMBPTHOCT OT
aIKOXOJTHA IMpo3a 6u Moria qa gocturae g0 17.5/100 000 kbem 2040r. TToHacTOsIIIEM PaTHKATHOTO
JICYCHWE Ha HampeIHasa YepHOApOOHA IHMpo3a € CBBP3aHO C YEPHOAPOOHA TpaHCIUIAHTAIIWS,
mporeaypa KOSATO HE BUHArM MOXe Ja ObJe OCBHIISCTBEHA TOPAJAM PA3UIHU TPUIHHH.
CBoeBpeMeHHATa TUATHOCTHKA HA XPOHUYHUTE YEPHOAPOOHU 3a00IsIBaHMs, H3TpajieHa BbPXY MaHel
OT CTaHJIAPTHM W BUCOKOCHEIHUANIM3UPAHU JabopaTOpHH U OOpa3HU H3CIEIBaHUs, ca OT
M3KITYUTEIIHO TOJSIMO 3HAYCHHE 3a TPOBEXKJIaHE Ha €(QEKTUBHO JICUCHHWE, pEAYIUpaHEe Ha
YCIIO)KHCHUATA U CMBPTHUTE CITydad Ha MAIlMCHTHTE ¢ XPOHWYHU BUPYCHHU XEMATUTH M AIKOXOJIHA

qepHoL[p06Ha Ooiect. B Tazu BPBb3Ka CYUTAM TEMATA Ha JUCCPTANUOHHUAT TPYA 34 aKTyaJIHaA.

JluteparypHusT 0030p ¢ HammcaH Ha 29 MeYaTHU CTPAaHUIIM, CTPYKTYpUpaH B 8 pasnena. /laHHuTE
oT 0030pa MoKa3BaT 3abJI00YEHUTE MMO3HAHUA Ha JOKTOp MuxaiijioBa CBBp3aHM C MATOTEHE3ara,
naToMopQo3ara 1 KJIMHUYHATa U3sBa HA YepHOoIpoOHaTa 1upo3a. B oTnenHa yacT Ha TuTepaTypHus
0030p € HampaBeH OOCTOEH Mperie] BbpXY H3MOJI3BAaHUTE MPOTHOCTHUYHU CKald 3a OIEHKa Ha
yepHoApoOHaTa nuposa. [Ipemnaram noa Gurypure NpuioKeHH B JIUTEpaTypHUs 0030p ako He ca

ABTOPCKH, Ja C€ IUTHUPA U3TOYHUKA.



Heara Ha aucepranMoHHMA TPyA ¢ ,Jla ce mpoydaT KIMHHKO- JIaQOpaTOPHUTE
XapaKTEPUCTUKA HA HOBOOTKPHUTH, XOCHUTAIM3WpPAHU TMAIMEHTH C YEepHOApOOHA IHMpo3a B
pa3IMYHUTE ¥ cTaauu.

3a mocTHraHeTo Ha IeNTa A-p MuxaiioBa cu € MocTaBmwiIa 5 SCHO GOPMYIIUPAHH, U3ITITHAMH

3aJa4u.

Marepuanu u meronm B mnpoyuBaHero ca BkimtodeHu 361 mammeHTta, mpociieeHH 3a
nepuona 2017-2021r. HWudopmanmsta e cbOpaHa OT NAIMEHTCKH Jocuera. Jluarnosara
YepHOApOoOHA LuUpo3a € HU3rpajeHa Ha 0a3aTa Ha CTaHJAPTHU [IUArHOCTUYHM U J1a0OpaTOpHU
npouenypu, 0e3 xucroiloruyHa Bepudukauus. B To3u pasgen cucremMaTH3MpaHO ca OIMCAHU
U3IOJI3BAHUTE TEPMHUHM, CTaJAMpalld CUCTEMU W PHUCKOBU rpynu. M3mon3BaHu ca ChbBpEMEHHHU
METOJIM Ha aHaIW3 Ha JAaHHHUTE, a CTaTHCTHYECKa 00pabOoTKa € OCHIIECTBEHA ChC CTATUCTHYECKU

maker IBM SPSS Statistics 26.0 u Exel statistics.

Pesysarature M AMCKYycHMATa ca NpPEICTaBEHU B €IUH pasnen, B obem 91 crpanuium
[Tony4yenure pe3yJaTraTH ca NoOAPoOHO oHarjdedeHH B 51 Tabmuuu, 94 ¢urypm u cuensat
MOCJIEIOBATETHOCTTA Ha TIOCTABEHUTE 3a/1a4r. JlaHHWTE OT aHaM3a Ha pe3yJITaTUTE OT COOCTBEHOTO
IIPOYYBaHE Ca ChIIOCTABEHH C T€3U Ha JPYrd aBTOPCKH KOJIeKTUBU. [lomydeHuTe pa3nuuus B HIKOU
pesyaratu a-p MuxaiiioBa aprymeHTHpaHo € oOscHWIa ¢ KOHKpeTHH (aktu. Hampumep mo-
HUCKHUST MPOLIEHT T.HAp ,,LOJIEMHU BapUIM‘‘ TOKTOpaHTa OOACHSABA C pa3JIMKUTE B 00OXBaHAaTa KOXOpTa
U M3IOJ3BAHUTE CHUCTEMHU 3a cTajupaHe. MHOro 3aabiiOOUEHO ca pasrieflaHd U aHaIM3UpaHu
71a00paTOPHUTE OTKJIOHEHUS Kacaellld MPOTEOCHHTETUYHATa (PYHKIUS Ha YepHUs ApoO U pojsiTa My
Ha [IEHTPaJICH OpraH B XeMOCTa3aTa, y4acTBalKU B CUHTE3a Ha I10-TOJISIMA YacT OT KOaryJalluOHHUTE
(hakTOpH U TPOMOOTIOETHH.

JlucepTaliluoHHUAT TPYA 3aBbpIlIBa ¢ popMyaupaHero Ha 11 u3Boaa, KOUTO KOPECTIOHIUPAT C

IMOCTaBEHUTE 3aJaun. TeKcTa Ha HIKOU OT U3BOJUTE OH MOT'BII Ja C€ CbKpaTHu.

IIpuHocuTe ca npeacTaBeHH B IBE TPYNH OT KOUTO 4 C OPUTHHAJIEH XapaKTep ChC 3HAUMMa
KIIMHWYHA CTOMHOCT:
- 3a mppBH MBT B bearapus € mpoBeneHO MOAPOOHO eMUAEMHUOJIOTHYHO HM3CIIeIBaHEe Ha
HOBOJIMATHOCTHUIIMPAHU TAIIMEHTH ¢ YepHOAPOOHA IIUPO3a 32 METTOIUIIICH EPUO/] B €I1H
LHEHTBP.
- 3a mBpBH MBT € HANpaBEH KOMIUIEKCEH aHAIN3 Ha OTKJIOHCHMsTa B JabOpaTOpHUTE

MOKa3aTelu U BpPb3KaTa UM C TEXKECTTa U YCIOKHEHHITa Ha YepHOIpoOHaTa 6oecT



- 3a mppBH TBT B bearapus € OCHIIECTBEH KOMIUIGKCEH aHAllM3 Ha TMAIMEHTUTE C
AJIIKOXOJIHA €THOJIOTHS Ha YepHOApoOHaTa IMpOo3a

- 3a nppB IBT € oneHeHa € possita Ha ALBI score karo Bb3MOXXHA anTepHATHBA
Ha Child-Pough score 3a omenka Ha dYepHoapoOHaTa AMCHYHKIUS TMPH AIKOXOJTHA

CTUOJIOrUA Ha IUPO3aTa U OCTHP AJIKOXOJICH XCIAaTUT.

bubauorpadgusra Bxitousa 431 U3TOYHKKA, OT KOUTO CEAEM Ha KUPUIIUILIA.
[IpencraBenu ca 3 myOnukamuu ¥ 7 AOKJIala CBbP3aHU C TeMara Ha HayyHaTa pa3paboTka, B KOUTO
I- p Muxainosa e spBU aBTop.

ABTopedepaTbT € U3roTBEH ChOOPA3HO M3UCKBAHUATA

B 3aknroueHue, MNpenCTaBEHUAT JHUCEPTALMOHEH Tpyd Ha J-p MupocinaBa lBaHoBa
MuxaiioBa € CBBbp3aH C aKTyalHH MpoOJieMH B 00JacTTa Ha TacTPOCHTEPOJIOTHATA, ChIbPKa
MIPUHOCH 32 KJIMHUYHATa IPAaKTUKa U OTrOBaps HAa M3UCKBAHMATA HAa 3aKOHA 3a pa3BUTHE HA
akajgeMu4Hus cbcraB B P.buarapus u [IpaBuinuka 3a HeroBoro npuioxxkenue B MY - Iliesen
U 3a npucbxaane Ha OHC ,,noktop*. JlaBam cBOsiTa MOJIOKUTENIHA OLICHKA Ha J-p MupociaBa
NBanoBa MuxaiinoBa U npemjiaraM Ha WICHOBETE Ha yBakxaeMoTo HaydyHo *xypu na riacysar ,,3a“
MPUCHKAAHETO Ha OOpa3oBaTelHAaTa W Hay4yHaTa CTEMeH ,, JOKTOp™ Ha A-p MupocnaBa VBaHoBa
MuxaiinoBa B o0nacT Ha BHcIIe oOpazoBaHue 7. 3ApaBeoma3BaHe W CHOPT, MPOGECHOHATHO

HarnpaBienue 7.1. MeaunuHa, cieiuaiHocT ,,['acTpoeHTepoIorus .
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To the Chairman of the Academic Committee
Appointed by Order No. 1223 dated 30/04/2025
of Medical University — Pleven

OPINION

by Assoc. Prof. Vanya Slavcheva Popova, MD, PhD
Head of the Clinic of Clinical Hematology,
University Multiprofile Hospital for Active Treatment "Dr. Georgi Stranski" — Pleven
Specialty: Internal Medicine, Clinical Hematology

Subject: Dissertation titled “Epidemiological and clinico-laboratory characteristics in pstients
with liver cirrhosis in Its different stages” developed by Dr. Miroslava Ivanova Mihaylova-
Strashilova, Medical University — Pleven, for the acquisition of the educational and scientific
degree ""Doctor™, in the field of higher education 7. Health and Sports, professional field 7.1.
Medicine, doctoral program “Gastroenterology”

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

Based on the Regulations for the Conditions and Procedures for Acquiring the Educational
and Scientific Degree and for Holding Academic Positions at the Medical University —
Pleven, as well as pursuant to a decision of the Academic Council, an order has been issued
appointing me as an internal member of the academic committee. At the first meeting held, |
was nominated and elected to prepare an opinion. All stages of the procedure have been
observed in accordance with the requirements of the Law on the Development of Academic
Staff in the Republic of Bulgaria and its Implementation Rules at the Medical University —
Pleven. The following documents have been submitted:

o Dissertation — in electronic format
e Abstract — in electronic format

o Listand copies of publications related to the dissertation — in electronic format
o Professional CV of Dr. Mihaylova

Doctoral candidate profile:

Dr. Miroslava lvanova Mihaylova graduated in Medicine in 1999 from the Higher Medical
University — Pleven. In 2004, she acquired a specialty in “Internal Medicine,” and four years
later, in 2008, she obtained a specialty in “Gastroenterology.” In 2004, she worked for three
months as a resident physician in the Internal Medicine Department of the Municipal Hospital
in the town of Iskar. From 2008 to 2011, she worked as a gastroenterologist and resident
physician in the Internal Medicine Department of the Multiprofile Hospital for Active
Treatment — Pavlikeni. Since November 2011, she has successively held the position of
assistant in the Clinic of Propaedeutics of Internal Medicine, and later she was appointed as a
gastroenterologist-assistant in the Department of Diagnostic and Operative Endoscopy at the
Clinic of Gastroenterology, University Hospital "Georgi Stranski” EAD, Pleven.
She has completed numerous training courses in the field of gastroenterology. She is fluent in
English and Russian, both written and spoken.



Relevance of the dissertation topic:

Chronic liver disease (CLD) is a term that encompasses various nosological entities of
differing etiology, sharing similar complications and clinical manifestations. Among the most
common etiological factors leading to CLD are alcohol-related liver damage and chronic viral
hepatitis. These conditions are often diagnosed incidentally, despite the fact that in Bulgaria,
antiviral therapy for hepatitis B has been widely available for years. Particularly concerning
are the data from the predictive model cited by the doctoral candidate, according to which the
projected mortality from alcoholic cirrhosis could reach 17.5 per 100,000 by the year 2040.
Currently, the only curative treatment for advanced liver cirrhosis is liver transplantation—a
procedure that, for various reasons, is not always feasible. Timely diagnosis of chronic liver
diseases, based on a panel of standard and highly specialized laboratory and imaging studies,
is of paramount importance for implementing effective treatment, reducing complications,
and decreasing mortality in patients with chronic viral hepatitis and alcoholic liver disease.
In this context, | consider the topic of the dissertation highly relevant.

The literature review spans 29 printed pages and is structured into 8 sections. The data
presented in the review demonstrate Dr. Mihaylova’s in-depth knowledge regarding the
pathogenesis, pathomorphosis, and clinical presentation of liver cirrhosis. A dedicated section
of the review provides a comprehensive overview of the prognostic scoring systems used in
the assessment of liver cirrhosis.

I recommend that, where applicable, sources be cited under the figures included in the
literature review if they are not original.

The aim of the dissertation is “To investigate the clinico-laboratory characteristics of newly
diagnosed, hospitalized patients with liver cirrhosis at its various stages.”
To achieve this goal, Dr. Mihaylova has set five clearly formulated and feasible objectives.

Materials and Methods:

The study included 361 patients who were followed during the period 2017-2021.
Information was collected from patient records. The diagnosis of liver cirrhosis was
established based on standard diagnostic and laboratory procedures, without histological
verification. This section systematically describes the terms used, staging systems, and risk
groups. Modern data analysis methods were applied, and statistical processing was performed
using the IBM SPSS Statistics 26.0 and Excel Statistics software packages.

Results and Discussion:

The results and discussion are presented in a single section, spanning 91 pages. The obtained
results are thoroughly illustrated in 51 tables and 94 figures, following the sequence of the set
objectives. The data from the analysis of the study’s own results are compared with those of
other research groups. The differences observed in some results have been convincingly
explained by Dr. Mihaylova with specific facts. For example, the lower percentage of so-
called "large varices" is explained by the doctoral candidate as due to differences in the cohort
studied and the staging systems used. The laboratory abnormalities related to the
proteosynthetic function of the liver and its role as a central organ in hemostasis—



participating in the synthesis of most coagulation factors and thrombopoietin—have also been
examined and analyzed in great detail.

The dissertation concludes with the formulation of 11 conclusions that correspond to the set
objectives. The wording of some of the conclusions could be shortened.

The contributions are presented in two groups, of which 4 are original in nature with
significant clinical value:

o For the first time in Bulgaria, a detailed epidemiological study of newly diagnosed
patients with liver cirrhosis over a five-year period at a single center has been
conducted.

« For the first time, a comprehensive analysis of abnormalities in laboratory parameters
and their relationship with the severity and complications of liver disease has been
performed.

« For the first time in Bulgaria, a comprehensive analysis of patients with alcoholic
etiology of liver cirrhosis has been carried out.

« For the first time, the role of the ALBI score has been evaluated as a possible
alternative to the Child-Pugh score for assessing liver dysfunction in alcoholic
cirrhosis and acute alcoholic hepatitis.

The bibliography includes 431 sources, of which seven are in Cyrillic.

Three publications and seven reports related to the topic of the research work, in which Dr.
Mihaylova is the first author, are presented.

The abstract has been prepared in accordance with the requirements.

In conclusion:

The presented dissertation of Dr. Miroslava lvanova Mihaylova addresses current issues in
the field of gastroenterology, contains contributions to clinical practice, and meets the
requirements of the Law on the development of the academic staff in the Republic of
Bulgaria and the regulations for its implementation at the Medical University — Pleven,
as well as for the awarding of the educational and scientific degree “Doctor.” | give my
positive evaluation of Dr. Miroslava lvanova Mihaylova and propose that the members of the
esteemed scientific jury vote “in favor” of awarding the educational and scientific degree
“Doctor” to Dr. Miroslava Ivanova Mihaylova in the field of higher education 7. Healthcare
and Sports, professional field 7.1. Medicine, specialty “Gastroenterology.”

Pleven Prepared the opinion by: Ha ocHoBaHue un. 59 ot 3311

26 May, 2025 Assoc. Prof. Dr. Vanya Slavcheva Popova, MD



