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Ot pou. [1-p Munko boxugapos Mupues, am, KaMHuKa no MactpoeHTeponorus,
MBAN ,,Cvpue n mo3bk“ — byprac

bypracku avprkaBeH vaiBepéhTeT ,Mpod. A. 3natapos”

OTHOCHO: [iucepTtaunoHeH TpyAa 3a npucbaaHe Ha OHC , [JokTop“ Ha A-p
Mwupocnasa WMBaHoBa Mwuxannosa - CrpawmnoBa Kbm KauHMKA no
ractpoeHTeponorna, YMBAJ1 “leopru CrpaHckn” — rp. MneBeH, MeauUUHCKM
yHuBepcurerT, rp. [heseH, Ha Tema ,,ENnAeMMONOrMYHMN N KANHUKO-NabopaTopHU
XapaKTEPUCTUKN NPU NALMEHTU C YepHOAPODOHA uMpo3a B pas3nyHuTe 1 ctagumn”.

YepHoapobHaTa UMpoO3a € XPOHWYHO, B paHHUTE eTann 6e3CMMNTOMHO
NPOTMYALL0 U MHBANIMAMN3MPALLO CbCTOSHUE, ECTECTBEH 3aBbPLUEK HA MOYTU BCUYKM
HeHaBpeme ANArHOCTULMPAHU U HeNeKyBaHU XPOHUYHM YepHOoApobHU BonecTw.
OcBeH c pa3HoobpasHa eTnonorus, nauneHTuTe ¢ Ta3m 6onect npeacTaBnABaT
XeTeporeHHa rpyna ¢ pa3/ainyHa NporHo3a, YecToTa Ha YC/IOXKHEHUA U CMbPTHOCT. B
Ta3n Bpb3Ka € IOrMYHO TbPCEHETO Ha TOYHU NPEeANKTOPU, NOKa3Balu Npexoaa ot
XPOHUYEH XenaTuT ¢ HanpegHana ¢vbpo3a B UMPO3a, PUCKBT OT MPOrpecus Ha
bonectra U onpegensHe Ha NPEXKNBAEMOCTTA.

Ounceptaumata Ha a-p Mupocnasa Muxannosa-CTpawmnnosa e HanucaHa
cnopea cbBpemeHHUTe usnckBaHuA. CbCTou ce oT 8 pasgena, Hau-BaXKHUTE OT
KOMTO ca nutepatypeH o630p, Uen u 3agaun, pesyntatm u obcbkaaHe, U3Boaum,
npuHocn un 6Gubnuorpadma B apekBaTHO cboTHoweHue. Cbctom ce ot 193
CTaHAAPTHU MALWMHOMMUCHWU CTPaHULUM, OHarnegeHa e ¢ 97 ¢urypu n 51 Tabanym.
Bubnnorpaduara Bktousa 431 U3TOUHMKA, OT KOUTO 7 Ha BbATapCKM e3uK. E3nKbT e
Hay4YHO M3AbpiKaH, C NpaBuaHa ynotpeba Ha MeaAULMHCKUTE TEPMUHN.

JIntepatypHuat 0630p ce cbeTom oT 41 cTpaHMUM U e AocTaTbyeH no obem.
HanpaBeH e nperneg Ha eTuonorusTa, natoreHesata M natomopdonoruaTa,
KNMHUYHATA U3ABa CbC CTaAupaHe, yCNOXKHeHuATa, nabopaTopHaTa AMAarHocTuKa (B
T.4. Hal-4eCcTo M3cneABaHUTE TPAHCAMMHA3M, XONECTa3HU EH3UMKU, BUanpybuH,




anbymuH, cepymeH Hatpui, INR, nepudepHa KpbBHaA KapTMHA), HaW-4yecTo
N3NON3BaHUTE NPOrHOCTMYHU ckopose — Child-Pugh-Turcotte n MELD. Pa3rneaaxu
Ca HaKpaTKO ABa NO-psAAKoO u3cneasBaHu ckoposu cuctemu: ALBI m CLIF-C-OF.
O6bpHaTO € BHMMaHMe Ha nabopatopHaTa HaxoAKa NPU aNKOXONEH XenaTwurT,
LUMTUPaAHa e ponsaTta Ha Maddrey score 3a NporHo3aTa u Hy»kAarta OT NpoBeXKAaHe Ha
KOPTUKOCTEPOMAHO nevyeHne. CnomeHaTtu ca 6e3 nogpobeH aHanu3 3a TAXHOTO
3HayeHune GAHS score u ABIC score. Mpeagua ronamata MHoOpmauma, KOATO e
Hanuue 3a YepHoapobHaTa uMpo3a, oTAeNHUTE pa3fenin ca NpeacTaBeHn ACHO U
KOHCNEKTUBHO, KaTo € UuMTUpaHa nNporHos3arta Ha MauueHTUTe C pasnvHuTe
yCNOXHeHus. He ca cnomeHatn obaye 2 OT YC/NOXKHEHMATA, @ WMMEHHO
XenaTony/IMOHaNeH M XxenaTokapananeH CUHAPOMMN.

Llenta n 3agaunTe Ha AMCEPTALMATA Ca ACHO U TOYHO GOPMYINPAHM.

KAMHUYHMAT MaTepuan BKAuBa 361 naumeHTa OT KiauMHMKaTa no
ractpoeHTeposiorua Ha YMBAJ1 ,leopru CtpaHckn® — rp. MneseH. N3non3saHute
MEeTOAM Ca afeKBAaTHW Ha NOCTaBeHUTe Uenn U 3a4avyn U BKAKYBAT: KAMHUYHWK
(aHamHe3a, ¢u3MKanHO um3cnepBaHe), nabopaTopHM  (KpbBHA  KapTUHA,
KoarynauuoHeH cratyc, obu, 6entbk, anbymuH, xonectashu (ITT u A®) u
umtonutnunmn (ACAT u ANIAT) eHaumu, obu, v AupekTeH 6uanpybuH, ypes,
KpeaTUHWH, CEpYMEH HaTpuit, ceponornyHu uscneasanmna (HBsAg n Anti HCV, PCR
npv HeobXo0AMMOCT, UMyHONOrMYHMU n3cneasanma (AMA), ypuHeH aHanus, aHanus
Ha acuMTHa TeYHOCT), MHCTPyMeHTanHu (abaomuHanHa exorpadpus, ropHa
racTPOMHTECTUHaNHa eHAoCcKonusa), on line KankynaTopu 3a nauncnasaHe Ha MELD-
Na u ALBI score. M3non3BaH e ageKkBaTeH CTaTUCTMYECKU anapat. Tou BKAOYBA
Pa3/IM4HU CTAaTUCTUYECKMN MET;QAM, B T.4. AECKPUNTUBHM MNOKasaTenu, TecT Ha
Konmoropos-CmupHoB:  3a ’ npoBepka Ha HOPManHO  pasnpegeneHue,
napameTpuYHM U HemapameTpuUuHU meToam, TecT Ha Puwep, Xu-kBaapaT TecT,
aHann3 ¢ ROC KpwuBa, KopenaumoHeH aHanu3 3a Bpb3Ka MexXAay pas/inyHu
KIMHUYHU NOKasaTenu n ap.

Paspenbt Pesyntatu e HanucaH Bbpxy 93 crpaHuuu. lpasu snevataeHune
NbAHOTO MPUMOKPUBAHE MeXAy NOCTaBEeHWUTE 3a43a4N U CbOTBETHUTE PE3yaTaTy.
ABTOpKaTa e npeanoyena gobasaHe Ha obcbxaaHe cnef Kpaa Ha BCEKU OTAeNeH



pe3yntaT BMeCTO Mu3BeXaaHe Ha oTtaeneH pasgen. 0606uweHO Han-BaXKHUTE

pesynTaTu ca cnegHuTe:

Han-yectata npuymMHa 3a 4epHoapobHa uUMpO3a e asIkoxo/siHaTa
3noynotpeba, nocneaBaHa OT BUpycCHaTa. MbXKeTe ca 3acerHaTtu
OKOMO 2,5 NbTU NO-4ecTo He3aBUCUMO OT eTuonoruata. HKeHurte ¢
aZIKOXO/ZIHA  UuMpo3a Ca  HEeCUrHUPUKAHTHO  no-mnagu  npwu
ANarHoOCTULMpPaHe OT MbXKeTe Cbe cpegHo 3.

Cnyyante C ankoxonHa UMpo3a Ca CUTHUPUKAHTHO NO-4ecTo B
AekomneHcupaH ctagun B m C no Yanna. Cnyvaute ¢ BMpyCHa
eTNONOornA ca NpeaMMHO KOMMNEHCUPAHW.

Jluncea Kopenauua mexkay ronemuHaTta Ha e3odareasiHMTe Bapuumn m
ctagMa no Yamna. Hanuue e TakaBa Mexay HaA/NMYMETO Ha
XenaTopeHasieH CUHAPOM M AeKOMNEHCALUMA Ha LMpo3aTa.
YcraHoBABaT ce Kopenauuu mexay ctomHoctute Ha ACAT, Ha cepymeH
HaTpun, MHaeKcbT Ha Deritis, 6unmupybuH u INR ¢ Child 1 MELD-Na
score, KaKTO U mexagy XunoanbymmHemus U XUNOHATPUEMUA WU
Bb3HMKBAHE Ha  acuumT, 4YepHoapobHa eHuedanonatma wu
xenatopeHasneH cuHgpom. OTKpUTa € B3aMMOBpPDB3Ka MeXay CTaaua
no Child, ankoxonHata etmonorua u npomeHuTe B nepudepHara
KPbBHA KapTUHa.

ANKOXonHata eTUonorMa CUrHMPMKaAHTHO No-4ecTto BOAM A0
AEKOMMEeHCaumMA Ha LuMpo3aTa, KaTo C a/IKOXONEH XeNaTUT KeHuTe ca
3acerHatu no-yecro. [laymMeHTUTE nNO-4ecTo ca C YepHoapobHa
eHuedanonaTtus, XPC, BUcoku ctonHoctn Ha ACAT, nHaekc Ha Deritis,
T, 6unupybun, INR, MCV, Child, MELD-Na, ALBI score, HUCBK
anbymuH.

Kato ¢akTopu, npeackasBawyM TeXbK aNKOXONEH XenaTtut ca
onpeaeneHun ALBI score Hag -0.675, Child score Hag 11,5 n 6unupybuH
Hag 101.25 pmol/l. Chyyaute c ankoxoneH xenaTuT Mo-4ecto ca B
ctagun C no Yanng u ALBI 3. Hanuue e kopenauusa mexay Child,
MELD-Na u ALBI score npu geKomneHcaums Ha uupo3aTa.




B pazaenute ,0606weHne”, kouto ca Cnes BCeKM pasaen Ha pesynTature,
ANCEPTAHTKATa aHanu3Mpa CBOMTE AaHHU U M CPaBHABA C Te3M Ha ApYyru aBTopMm.
YcTaHoBABa ce CX0ACTBO Npu noseyeTo oOT TAX, KOETO [A0Ka3Ba TAXHaTa
[ OCTOBEPHOCT.

V|3BO,LI,MTE CbOTBETCTBAT HAa NOCTaBEHUTEe 3a/l@4M U pesynTtartu. Hafmu,e Ca
NMPUHOCK C OPpUTMHANEH 33 CTpaHaTa U NoTBbpAUTENEH XapakKTtep.

MpeacraseHunaT aBTopedepar cboTBETCTBA HA pesyaTatute B aucepTaumaTa.

BbB Bpb3ka ¢ aucepraumoHHus TPYyA ca nybaukyBaHu 3 ctatum — 2 Ha
aHIIMUCKM €31K U 1 Ha 6BArapCcKu, B KOUTO A-p Muxaikosa-Crpawmiosa e nbpseu
aBTOP Ha BCUYKM OT TAX.

Kputnunm 6enexkn u npenopbku kvm AUCEPTaLMOHHMUA TPpyA,

1. fobpe 6u 6uno Bcekm pasmen or nMTepaTtypHua o0630p Aa 3aBbpliBa C
HEN3CNeABaHM 1 HepeweHn npobnemu, B T.4. U B Bbarapus, KoeTto A2 NOCNYKu
3a OCHOBa Npu onpeAenaHe LEeNTa U 3a4a4nTe Ha AucepTaLMATa.

2. Hama paHHuM ot W3C/NeABaHaTa nonynauusa 3a 4Yectotata Ha CayyauTe C
aBTOMMYHEH xenatut  (AUX), meTabo/MTHO acouumpaHa CrTeaTo3Ha
YepHoapobHa 6onect (MACYE), 6onect Ha YWACBH W XeMoxpomaTo3sa.
AuarHoctnumpaneTo Ha MBX camo Ha 6a3ata Ha AMA € He40CTaTbyHO.

3. HeymecTHo e uscnessaHero 3a Kopénauuna mexay ctagma no Child n HaamumeTo
Ha acumT, 4epHoApObHa eHuedanonaTus u WKTEp, Tb KaTo Te3u NokasaTenu ce
BK/IIOYBAT B U34YMCNIEHWUETO Ha CNOMEHATMA CKOp.

3aKknyeHune

B KauecTBOTO 1 Ha YneH Ha HAy4YHOTO XypKu CYMTaM, Ye AUCepTaLUOHHUS
TpyA Ha A-p MupocnaBa MBaHoBa Muxaitnosa - CrpawimnnoBsa oTroBapsa Ha BCUYKM
W3UCKBAHWUA 3a npucbxkpaaHe Ha OHC ,40KTOp“, nopaau Koerto AaBaM CBOATa

NON0OXUTE/IHa OLUEeHKa.
Ha ocHoBaHue un. 59 or 33114

28.05.2025 . Hou. 1-p Munko'\b. Mupyes, am

rp. byprac




REVIEW

From associate professor Milko Bozhidarov Mirchev, MD, PhD,
Clinic of Gastroenterology,
Heart and Brain Hospital, Burgas

Burgas State University “Prof. A. Zlatarov”

REGARDING: Thesis for acquiring a "Doctor" degree of Dr. Miroslava Ivanova
Mihaylova — Strashilova, at the Clinic of Gastroenterology, University Hospital
"Georgi Stranski" - Pleven, Medical University, Pleven, on the topic
"Epidemiological and clinical-laboratory characteristics in patients with liver
cirrhosis in its different stages".

Liver cirrhosis is a chronic, asymptomatic and debilitating condition in its
early stages, a natural outcome of almost all untimely diagnosed and untreated
chronic liver diseases. In addition to having a diverse etiology, patients with this
disease represent a heterogeneous group with different prognosis, incidence of
complications and mortality. Hence, it is logical to search for accurate predictors
indicating the transition from chronic hepatitis with advanced fibrosis to cirrhosis,
the risk of disease progression, and determining survival.

The thesis of Dr. Miroslava Mihaylova-Strashilova is written according to the
current requirements. It consists of 8 sections, the most important of which are a
literature review, aim and objectives, results and discussion, conclusions,
contributions and bibliography in adequate proportion. It consists of 193 standard
typewritten pages, illustrated with 97 figures and 51 tables. The bibliography
includes 431 sources, of which 7 are in Bulgarian. The language is scientifically
sound, with correct use of medical terms.

The literature review consists of 41 pages and is sufficient in volume. An
overview of the etiology, pathogenesis and pathomorphology, clinical presentation
with staging, complications, laboratory diagnostics (including the most commonly
tested transaminases, cholestatic enzymes, bilirubin, albumin, serum sodium, INR,



peripheral blood count), the most commonly used prognostic scores — Child-Pugh-
Turcotte and MELD is done. Two less frequently studied scoring systems are briefly
reviewed: ALBI and CLIF-C-OF. Attention is paid to the laboratory findings in
alcoholic hepatitis, and the role of the Maddrey score in prognosis and the need for
corticosteroid treatment is cited. The GAHS score and ABIC score are mentioned
without a detailed analysis of their significance. Given the large amount of
information available on liver cirrhosis, each section is presented clearly and
concisely, citing the prognosis of patients with the various complications. However,
2 of the complications, namely hepatopulmonary and hepatocardiac syndromes,
are not mentioned.

The goal and objectives of the thesis are clearly and precisely formulated.

The clinical material includes 361 patients from the Gastroenterology Clinic
of the University Hospital "Georgi Stranski" - Pleven. The methods used are
adequate to the set goals and objectives and include: clinical (history, physical
examination), laboratory (blood count, coagulation status, total protein, albumin,
cholestatic (GGT and AP) and cytolytic (ASAT and ALT) enzymes, total and direct
bilirubin, urea, creatinine, serum sodium, serological tests (HBsAg and Anti HCV,
PCR if necessary, immunological tests (AMA), urine analysis, ascitic fluid analysis),
instrumental (abdominal ultrasound, upper gastrointestinal endoscopy), online
calculators for calculating MELD-Na and ALBI score. The used statistical methods
are appropriate. They include descriptive indicators, Kolmogorov-Smirnov test for
checking normal distribution, parametric and non-parametric methods, Fisher's
test, Chi-square test, ROC curve analysis, correlation analysis for the relationship
between various clinical indicators, etc.

The Results section is written on 93 pages. The complete overlap between
the tasks set and the corresponding results is present. The author has preferred to
add a discussion after the end of each individual result instead of presenting a
separate section. In summary, the most important results are the following:

e The most common cause of liver cirrhosis is alcohol abuse, followed by
viral hepatitis. Men are affected about 2.5 times more often regardless

-




of etiology. Women with alcoholic cirrhosis are non-significantly
younger at diagnosis than men by an average of 3 years.

e Cases of alcoholic cirrhosis are significantly more common in
decompensated Child stages B and C. Cases of viral etiology are mostly
compensated.

e There is no correlation between the size of esophageal varices and
Child's stage. However, a correlation between the presence of
hepatorenal syndrome and decompensation of cirrhosis has been
found.

e Correlations were found between the values of ASAT, serum sodium,
Deritis index, bilirubin and INR with Child and MELD-Na score, as well
as between hypoalbuminemia and hyponatremia and the occurrence
of ascites, hepatic encephalopathy and hepatorenal syndrome. A
correlation was found between Child stage, alcoholic etiology and
changes in peripheral blood count.

e Alcoholic etiology significantly more often leads to decompensation of
cirrhosis, with alcoholic hepatitis affecting women more often.
Patients more often have hepatic encephalopathy, HRS, high values of
AST, Deritis index, GGT, bilirubin, INR, MCV, Child, MELD-Na, ALBI
score, low albumin.

e Factors predicting severe alcoholic hepatitis were defined as ALBI
score above -0.675, Child score above 11.5 and bilirubin above 101.25
pumol/I. Cases of alcoholic hepatitis are more often in Child stage C and
ALBI 3. There is a correlation between Child, MELD-Na and ALBI score
in decompensated cirrhosis.

In the "Summary" sections, which follow each section of the results, the
author analyzes her data and compares them with those of other authors. A
similarity is found in most of them, which proves their reliability.

The conclusions correspond to the set tasks and results. There are
contributions that are original for the country and confirmatory in nature.

The presented abstract corresponds to the results in the dissertation.



In connection with the thesis, 3 articles have been published — 2 in English
and 1 in Bulgarian, in which Dr. Mihaykova-Strashilova is the first author of all of
them.

Critical notes and recommendations

1. It would be good if each section of the literature review ended with unexplored
and unresolved problems, which would serve as a basis for determining the goal
and objectives of the dissertation.

2. There are no data from the study population on the incidence of autoimmune
hepatitis (AIH), metabolically associated fatty liver disease (MASD), Wilson's
disease and hemochromatosis. Diagnosing PBH based on AMA alone is
insufficient.

3. It is inappropriate to study the correlation between Child's stage and the
presence of ascites, hepatic encephalopathy, and jaundice, since these
indicators are included in the calculation of the aforementioned score.

Conclusion

As a member of the scientific jury, | believe that the thesis of Dr. Miroslava
Ilvanova Mihaylova - Strashilova meets all the requirements for acquiring a "doctor"
degree, which is why | give my positive assessment.

Ha ocHoBaHme un. 59 or 33N
28.05.2025 Assoc. prof. Mitka Mirchev, MD, PhD

Burgas




