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AKTyaJIHOCT Ha TeMaTa

MYCKYJIHO-HHBUHBHHRTKaPUHHOM Ha IIHKOHHH51 Mexyp (MMKIIM) npencTaBJ1flBa eAH0 OT

Han-arpecHBHHTe 3a60JISIBaHHA3J10KaqecTBeHH B yponormqHama OHKOnorHfl,

xapaKTepH3npaLL10 ce C BHC01-ca CMBPTHOCT, paHHa MeTaCTaTH'--lHaAHCeMHHaUHfl u 3HaHHTeJIHa

6HOJIOFHHHa xe-reporeHHocT. BbnpeKH HanpeAbKa B xupyprHLIH0T0 neqeHHe, CHCTelMHaTa

Tepar1H51 H HMYH0Tepannxra, nporH03aTa 3Hat1HTeJIHa qacT OT nauneHTHTe OCTaBa

He6naronpHflTHa. TOBa onpeneJ151 He06XOAHMOCTTa OT 3aAbJ160qeHO r103HaBaHe Ha TYMOPHaTa
6monorM51 u OT BHeAP51BaHe Ha IIPViHUH11VlTe Ha npeuH3HaTa iMeÅHUUHa B KJIHHViClHaTa

npaKTMKa.

B TOW KOHTeKCT npeacTaBeHHflT AHcePTa1-(MOHeH TPYA e 6e3cnopH0 aKTyaneH 0TroBapfl Ha

BOAeLUHTe CbBPeMeHHH •reHneHUHH B OHKOJ101*1dSITa. OOKYCbT Bbpxy MOP(bonorHLIHHTe



cy6TH110Be, MOJIeKYJISIPHHTe BapmaHTH H ponma Ha nporHOCTHLIHH H npeAHKTHBHH

6H0Maprcepu 110CTaBfl H3cneABaHeTO B npmca BPb3Ka C KJIHHHHHOTO B3eMaHe Ha pemeHH51,

BKJIEOHH-reJIHO Ha naUHeHTHTe H H360pa Ha nepc0HaJIH3HpaHa Tepanuq.

ElpenCTaBeHHSIT AMCePTa1-UdOHeH TPYA cbA1»pxa 202 neqaTHH CTPaHHUH. CTpyrcrypupaH e

cnopen H3HCKBaHHSITa. OHarneneH e c 14 rra6JIHUH, 14 (l)HrypH, 17 H I

npmnoxewe. JIHTepaTypHH51T 0630PBKJ110CIBa 221 3arnaBHfl, OT KOHTO I Ha KHPHJIHUa H 220

Ha naTHHHUa, KaTO 178 OT THX ca OT nocneAHHTe IO roAHHH. 0630PbT r10Ka3Ba 3aAbJ160qeH0

1103HaHHe Ha 06Cb)KnaHHTe np06neMH C KOPeKTHO UHTHPaHH H3TOLIHHUH.

I-lenTa Ha AHCePTaUHOHHHfl TPYA e ACHO (l)opMynupaHa, normqeCKH H3Abp)KaHa H KJIHHHHHO

060CHOBaHa. FIOCTaBeHHTe 3mat1H ca A06pe cTpyrcrypupaHH M Hanb11H0 CbOTBeTCTBaT Ha

(l)opMYJIHpaHaTa uen. Vi3110J13BaHHTe AldarHOCTHLIHH MeTOAH, BKJ1}Ot1HTeJIHO nerraVIJIHa

xucTonorHl-1Ha OUeHKa H CTaHAapTH3HpaHa HMYHOXHCTOXHMHA, ca aAeKBaTHH, A06pe onucaHH

H cb06pa.3eHH c MOKAYHaPOAHHTe npenopbKH.

AKLteHT B AHCePTaUHOHHHR TPYA e aHUIH3bT Ha HER2 eyccnpecH51Ta. ÅaHHHTe, npenc-raBeHH

B erpyna, He caMO pa3LUHP%BaT r103HaHuxra 3a qecT0TaTa H xeTeporeHHocTTa Ha HER2

erccnpecHflTa MHKIIM, HO H Cb3AaBaT npennocTaBKH 3a 6bLteLUOKJIHHHqHO rlPHJIO)1CHHe

Ha aHTH-HER2 TepanHH npH cenercrupaHH rpyr1H naUHeHTH. AHUIH3bT Ha p 16 KaTO cyporameH

MapKep 3a HapymeHH51 B ocTa pl 6—RB A011bJIBa KOMnneKCHaTa 6nonorHLIHa xapaKTepucTHKa

Ha TYMopwre H HMa 3HaqeHHe KaKTO 3a MonetcynqpHaTa Tarca H 3a nporH03aTa.

rlonyqeHHTe pe3YJITaTH AeMOHCTPHPaT BHCOKa cTeneH Ha CbOTBeTCTBne C MOKAYHaPOAHO

npueTaTa KOHCeHCYCHa MonercynqpHa Ha MHKFIM. H3BOAHTe ca *CHO

(l)0PMYJIHpaHH H 0Tpa3RBaT aHaJIH3a Ha pe3YJITaTHTe, ICaKTO nocTaBeHHTe uen 3anaqm.

[IPHeMaM IIPHHOCHTe Ha AHCePTaUHOHHHflT TPYA C opnrHHa-neH HayqeH H Hayt1H0-npHJ10)KeH
xapaKTep.

ABTopecbepaT

ABTope(bepaTbT Ha aBTopa 0Tr0Bap51 Ha V13HCKBaHH51Ta KaKTO no CbAbPKaHHe, TaKa H no

H 0Tpa351Ba KOPeKTHO CbU.1Hoc-rra Ha AHCePTaUHOHHHR TPYA. OHarnexteH e c

BHCOKO (ImrypH H rra6JIHUH.



Ilpeuem«a Ha ny6JIHKauHHTe no AHcepTa1U10HHnq TPYA

BbB BPb3Ka C AHCePTaUHOHHHfl TP)'A A-p Ennua IleTpoBa KpaeBcKa npencTaBfl 3

11bJIHOTeKCTOBHny6JIHKaUHH, ny6JIHKYBaHH B ped)epnpaHH H HI-IAeKcmpaHH Hayt1HH PBAaHHR,

C KOeTO 0Tr0Bapfl Ha H3HCKBaHHHTa Ha MeAHUHHCKH YHHBepcn-reT — EIneBeH 3a npHA06HBaHe

Ha OHC „ÅOKTOP"

3AKJ110MEHME

AHCePTaUHOHHHflTTPYA Ha A-p EJIHUa FleTpoBa KpaeBcKa Ha TeMa „MycKYJIHo-11HB'd3HBeH

KaPUHHOM Ha IIHKOLIHHSI MexyP-MOPd)onorHHHH n LIMYHOXHCTOXHMHLIHH

xapaKTePHCTHKH c d)0Kyc Bbpxy nporHoc-rnt1HH H npeAHKTHBHH 6HOMapKepn" e

OPHI"UHaJIHa H aKTyaJIHa Hayql-la pa3pa60TKa, KORTO 0TroBapn Ha BCHLIKH H3HCKBaHHflTa Ha

3aKOHa 3a pa3BHTHe Ha arcaAeMHLIHHfl CbCTaB B Peny611HKa BbnrapH51 (3PACPb), FIpaBHJIHHKa

3a npunaraHe Ha 3PACPb H CbOTBeTHHfl FIpaBHJIHHK Ha MY—IIneBeH. IlpeACTaBeHHTe

MaTePVWlH H AHCePTaUHOHHH pe3Y11TaTH CBOTBeTCTBaT Ha H3VlClCBaHHfl Ha

BUCLI]eTO YLIHJIHLUe.

AHCePTaUHOHHH51TTPYA norca3Ba, qe AOKTOPaHTbT A-p KpaeBcKa e OBJ1amnna MeTOAMKH, YMee

Aa aHaJlH3upa, cHHTe3upa pe3YJITaTH H Aa (bop,Mynupa H3BOAH. HMa 3aAbJ160qeHH TeopeTHLIHH

3HaH1dA H npo(becH0HaJIHH YMeHHfl.

IlpeÅCTaBeHHflT AHCePTaUHOHeH TPYA AonpHHacfl CbLUeCTBeHO 3a pa36upaHeT0 Ha

6monorH51Ta Ha MYCKYJIHO-HHBa3HBHPf51 KaPUHHOM Ha Mexyp H 3a npmnaraHeT0 Ha

TIPHHUHflHTe Ha npeuH3HaTa OHKOnorHA B KIIHHHHHaTanpaKTHKa.

flopaAH ropeH3JIO)1CHOTO, naBaM cBowra 110J10)KHTeJIHa OUe1-1Ka 3a AHCePTaUHOHHH51 Tpyn,

aBTopecbepaT, nocTHrHaT1,f pe3YJITaTH H IIPHHOCH, u npennaraM Ha noLIHTaeM0T0 HayqH0 )KYPH

na npHCbAH 06pa30BaTeJIHaTa H Hayt1Ha cTeneH „ÅOKTOP"Ha A-p Enmua fleTpoBa KpaeBcKa.

08.01.2026 r.

rp. IlneBeH

Vi3rOTBHJ1 CTaHOBVtuero:.

aou. A-p 30PHmuaBecenHHOBa ropqeBa, A.M.
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Head of Department of Oncology
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Medical University — Pleven

Regarding: Dissertation entitled:

"Muscle-invasive bladder carcinoma — morphological and immunohistochemical

characteristics with a focus on prognostic and predictive biomarkers"

for obtaining the educational and scientific degree "Doctor", professional field 7.1 Medicine,

doctoral program "Pathoanatomy and Cytopathology".

Author: Dr. Elitsa Petrova Kraevska

Department: Pathoanatomy, Faculty ofMedicine, Medical University — Pleven

Scientific Supervisor: Prof. Savelina Lyubenova Popovska, MD, DSc

Relevance of the Topic

Muscle-invasive bladder carcinoma (MIBC) is one ofthe most aggressive malignant diseases

in urologic oncology, characterized by high mortality, early metastatic dissemination, and

marked biological heterogeneity. Despite advances in surgical treatment, systemic therapy, and

immunotherapy, the prognosis for a significant proportion of patients remains unfavorable.

This necessitates in-depth knowledge of tumor biology and the implementation of precision

medicine principles in clinical practice.

In this context, the presented dissertation is undoubtedly relevant and aligns with leading

contemporary trends in oncology. The focus on morphological subtypes, molecular variants,

and the role of prognostic and predictive biomarkers places the research in direct relation to

clinical decision-making, including patient stratification and the selection of personalized

therapy.



Characteristics and Evaluation of the Dissertation

The presented dissertation comprises 202 printed pages. It is structured in accordance with the

requirements. It is illustrated with 14 tables, 14 figures, 17 microphotographs, and I appendix.

The literature review includes 221 references—I in Cyrillic and 220 in Latin script, with 178

published within the last 10 years. The review demonstrates in-depth knowledge of the

discussed issues, with correctly cited sources.

The aim of the dissertation is clearly formulated, logically consistent, and clinically justified.

The stated objectives are well structured and fully correspond to the formulated aim. The

diagnostic methods used, including detailed histological assessment and standardized

immunohistochemistry, are appropriate, well described, and compliant with international

recommendations.

A key emphasis of the dissertation is the analysis ofHER2 expression. The data presented not

only expand knowledge regarding the frequency and heterogeneity of HER2 expression in

MIBC, but also create prerequisites for future clinical application of anti-HER2 therapies in

selected patient groups. The analysis of pl 6 as a surrogate marker for disturbances in the pl 6—

RB axis complements the comprehensive biological characterization of the tumors and is

relevant both for molecular classification and prognosis.

The obtained results demonstrate a high degree of concordance with the internationally

accepted consensus molecular classification ofMIBC. The conclusions are clearly formulated

and reflect the analysis of the results, as well as the stated aim and objectives.

I accept the contributions of the dissertation as having original scientific and applied scientific

value.

Abstract of the PhD thesis:

The author's abstract meets the requirements in terms of both content and format and accurately

reflects the essence of the dissertation. It is illustrated with highly informative figures and

tables.

Assessment of Publications Related to the Dissertation

In connection with the dissertation, Dr. Elitsa Petrova Kraevska presents three full-text

publications published in peer-reviewed and indexed scientific journals, thereby meeting the



requirements of the Medical University

scientific degree "Doctor".

CONCLUSION

Pleven for acquisition of the educational and

The dissertation of Dr. Elitsa Petrova Kraevska entitled "Muscle-invasive bladder carcinoma
— morphological and immunohistochemical characteristics with a focus on prognostic and

predictive biomarkers" is an original and relevant scientific work that meets all the

requirements ofthe Act on the Development of the Academic Staff in the Republic of Bulgaria,

its Implementing Regulations, and the relevant Regulations of the Medical University — Pleven.

The submitted materials and dissertation results comply with the specific requirements of the

higher education institution.

The dissertation demonstrates that the doctoral candidate, Dr. Kraevska, has mastered the

methodologies, is able to analyze and synthesize results, and to formulate conclusions. She

possesses in-depth theoretical knowledge and professional skills.

The presented dissertation makes a significant contribution to the understanding ofthe biology

ofmuscle-invasive bladder carcinoma and to the application ofprecision oncology principles

in clinical practice.

Based on the above, I give my positive assessment of the dissertation, the abstract, the achieved

results, and contributions, and I propose to the esteemed Scientific Jury to award the

educational and scientific degree "Doctor" to Dr. Elitsa Petrova Kraevska.

08.01.2026

Pleven

Prepared by: .... ......

Assoc. Prof. Zornitsa Veselinova Gorcheva, MD, PhD


