
CTAHOBHIUE
OT

Aou. A-p CBHTJ1aHa K)pneBHa Baqypcr«a, AM

OTAeneHue no KJIHHHLIHa naT0J101"Hfl, ACK YMBAJI „T0KYÅa",

KaTenpa 110 3APaBHH rpm)KH, OaKYJITeTno 06meCTBeHO 3ÅpaBe, 3APaBHH rpmxu H TYPH3bM,
HauHOHaJIHa CHOPTHa AKaAeMH51 „Bacun JIeBCKH", Cod)W1

OTHOCHO: AHCePTaUHOHeHTPYA 3a IIPHCb)KAaHe Ha 06pa30BaTeJIHa m HayHHa CTeneH „AOKTOP"B
06naCT Ha BHCU1e 06pa30BaHme 7. „3npaBeona3BaHe H cnopT" Ilpo(becH0HaJIH0 HanpaBJ1eHne 7. l.

MeAUUHHa", AOKTOPCKanporpaMa „FIaTOJ10roaHaTOMURH UMTonaTOJ10rH%"

Ha TeMa: „ YCKYJIHO-HHBa3HBeH KaPUHHOM I-la IIHKOH1-1Hf1 Mexyp: MOP(bO.nornt1HH n

HMYHOXHCTOXHMWIHH xapaKTepncTHKH c (borcyc Bbpxy nporHocTnt1HH H npeAHKTHBHH
6HOMapKepn"

Ha A-p EJIHua IleTpoBa KpaeBcKa, peÅ0BeH AOKTOPaHT KBM KaTenpa no IlaTOJ10roaHaTOMH%,

MY-FIneBeH (3a110BeA 3a 3aqncJIABaHe 847/13.03.2023 r.).

HayqeH PbKOBonnrreJ1 — Ilpod). A-p CaBeJIHHa JIK)6eH0Ba FIOFIOBCKa, AMH

1. 06LUO npeAcTaBf1He I-la npoueaypaTa H norcropaHTa

IlpencrraBeHHHT KOM11J1eKT OT MarrepmaJIMTe Ha eneKTPOHeH HOCHTen e B CbOTBeTCTBHe C

[IpaBHJIHHKa 3a YCJIOBHSI H pena ga npMA06HBaHe Ha HayHHHTe cereneHH H 3aeMaHe Ha

aKaneMHHHTe B MY-IIJ1eBeH.

IIPHJIONCHHca AHCePTaUHOHHH51 rrpyÅ, aBTope(bepaT H 061110 6 CBbP3aHH C AHCePTaUHOHHH51

TPYA ny6JIHKa11HH m HaygHH

2. AKTyaJIHocrr I-la TeMaTa n 3HaHHMOCT Ha pa3pa60TBaHH% HayqeH np06J1eM

CqvvraM, qe TeMaTa Ha AHCePTaUHOHHHfl TPYÅ e C BHCOKa Hayt1Ha H npaKTHqecKa 3HaHHMOCT.

MYCKYJIHO-HHBUHBHH%TKaPUUHOM Ha IIHKOHHH% Mexyp (MMKHM) npenceraBJ1flBa arpecHBH0

OHKOJ10rVIHHO 3a60J151BaHe C He6naronpM%THa nporH03a, BHCOKa qecTOTa Ha peUHÅMBH H

3HaqHTeJIHa CMBPTHOCT. BbnpeKH HanpeÅbKa B xupyprHLIH0T0 H MeAHKaMeHT03HOTO neqeHHe,

KJIUHHLIHHTe pe3YJITaTH rpyna naumeHTH OCTaBaT I-le3aÅOBOJIHTeJIHH.

Oc06eH0 aKrryaJ1eH e FIP06neMbTCBbP3aH C TYMOPHaTa xeTeporeHHocT H He06XOÅHMocrra OT

Hane)KAHH nporHocTHLIHH H npeAHKTHBHM 6HOMaprcepH, KOUTO Aa 110A110MaraT
nepc0HaJIH3upaHPi% rrepanewrmqeH 110Å,x0A. B T03H KOI-ITeKCT AHCePTaUHOHHURT TPYÅ Ha A-p

KpaeBcKa e HacoqeH KbM CbBpeMeHeH HayqeH np06neM, KaT0 HHTerpmpa aHaJIH3



C HMYHOXHCTOXHMHHHa cyporaTHa MOJIeKYJ1flPHa — 110AXOÅ, IIPHJIO)KHM B

emceAHeBHaTa narroaHaT0Mv-lHHa npaKTHKa.

3. 06eM, cTpyKTypa n 06ma xaparcrrepncrrnrca Ha AHCeprraUHOHHHH TPYA

AHCePTaUHOHHU%TTPYA e crrpyycrypmpaH KOPeKTHO H normqecKH 110CJ1eÅOBaereJIH0 H BKJ110HBa

202 CTaHÅaPTHH CTPaHHUVf, 14 Ta6JIHUH, 14 (burypn, 17 m I npmnoxerqme.

06XBama 221 JIHTeparrypHH H3TOHHMKa, KaTO mpe06nanaBaT ny6nmcaLUdH OT

110CJ1eÅHHTe IO ROAUHH.

TOBa pa3npeneJ1eHme 110Ka3Ba npaBHJ1eH aKUeHT Bbpxy C06CTBeHHTe pe3YJITaTH H TAXHOTO
06Cb)KAaHe.

4. 11031-1aBaHe Ha np06J1eMa

JIHTepaTypHH%T 0630P e H3qepnaTeneH, A06pe cTpyKTypmpaH,npencTaBer-1 Ha 37 CTPaHUUH H

06XBaLua OCHOBHHTe KnacnqeCKH u CbBPeMeHHH KOHUer1UHH, CBbP3aHU C Mop(bonormwra,
MOJIeKYJ1flPHaTa H 6H0MapKepHaTa xapaKTepucTHKa Ha MYCKYJIHO-HHBUUBHHSI

KaPL(MHOM Ha FIHKOLIHHfl Mexyp. ABTopKaTaneM0HcTpupa 3aAb1160qeH0 1103HaBaHe Ha np06neMa,

KaTO KPHTHHHO aHaJIH3mpa aKTyaJIHH MOKÅYHap0ÅHH ny6JIHKaUHH H CbnocrraB51 pa3JIHLIHH

HaytlHM BH)KÅaHHfl. IlpeÅCTaBeHH%T aHaJIH3 flCHO 110KUBa MHOFO A06pa rreopeTHLIHa nonrOTOBKa
H CFIOC06HOCT 3a opmeHTalAH51 B CbBpeMeHHHTe rreHAeHIÅHM H HepemeHHTe Bb11POCH B

U3CJ1eABaHaTa 06nacT.

5. Ilea, 3aAaKIH, MaTepnaJ1 n MeTOAH

Llema Ha AHCePTaUHOHHH51 TPYA e *CHO m IIPeUH3HO (bopyrynnpaHa — Aa ce aHaJIH3mparr
MOPd)OJlOFHMHHTe u HMYHOXHCTOXHMHHHHTe xapaKTePHCTHKH I-la MYCKYJIHO-HHBUHBHHSI

KaPUHHOM Ha rlUKOt-1HHH Mexyp C orneA Ha TRXHOTO nporHocTHHH0 H npeAHKTMBH0 3HaqeHme.

[10CTaBeHHTe3maqn ca normqecKH nocneAOBaTeJIHH H Ham,JIHO CbOTBeTCTBaT Ha OCHOBHarra uen.

H3cneÅBaHH%T MaTepmaJ1 e npeÅcrraBHTeneH H A06pe oxapaKTepH3mpaH KJIHHHHHO m

xmcrronaT0J10FHHH0. Id3r10J13BaHHTe MeTOÅH pyTHHHa XUCTOJIOFH%, HMYHOXHCTOXHMH% U

CTaTHCTHqeCKH ay-1UIH3 — ca aneKBaTHH, CbBPeMeHHH M MeprononorHLIHO KOPeKTHO IIPHJIO)ICHH.

FIOÅ60PbT Ha UMYHOXHCTOXHMHLIHHTe MapKepm e Hayt1H0 060CHOBaH u CBOTBeTCTBa Ha

MOKAYHaPOAHO YTBbPAeHHTe MOAeJIH 3a cyporaTHa MOJIeKYJ1flPHa

6. OCHOBHH pe3YJIT'aTH, 06Cb>KAaHe H Haym•1H npnHocn

Pe3YJITaTHTeca npeÅcrraBeHH cucrreMaTHLIH0 H *CHO Ha 061110 90 CTPaHHUH, KaTO OCHOBHH%T

mcueHT e 110CTaBeH Bbpxy aHaJIH3a Ha qecT0TaTa Ha pa3J1mt1HHTe XHCTOJI(YHLIHH cy6TH110Be H

TAXHaTa KopenaLIHfl C HMYHOXHCTOXHMHLIHO ned)HHnpaHHTe MOJIeKYJ1flPHH BapmaHTH.

Y6eÅHTeJIH0 e noKa3aH0, qe xapaKTepHCTHKH Ha TYMopurre ViMaT 6monorHLIHO

H nporHocTHLIH0 3HaqeHne.

Oc06eH0 qeHeH e aHaJIH3bT Ha HER2 eKcnpecH%Ta H HeViHOTO punpeneJ1eHme IIPH

pa3JIHLIHHTe XHCTOJIOFHMHH H MOJIeKYJ1flPHH 110ATunoBe, KaKTO u OUeHKaTa Ha p16 KaTO



nporHocrnqeH MapKep. FlonyqeHHTe AaHHH ca HHTepnperrnpaHH KPHTMMHO H Cb110CTaBeHH c

arcryumarra MOKAYHap0AHa JIHTepaTypa.

OCHOBHMTe HayqHH npvmocu MoraT Aa 6bnarr 0606LqeHH, KaKTO cneABa:

• AeraVIJ1eH aHaJIH3 Ha cy6TH110Be Ha MMKIIM•,

• AOKa3BaHe Ha nPHJIO>KHMocwra Ha HMYHOXHCTOXUMWITa KaTO cyporam 3a MOJIeKY'J151PHa

YCTaHOB%BaHe Ha 3HaLIHMH Kopenaumm MOP(bonorHfl, MonercympeH BapuaHT H

6H0MapKepHa eKcnpecw•,

(I)opMYJIHpaHe Ha IIPaKTHqeCKH HacoqeHH H3BOAH 3a nepc0HaJIH3upaHa Tepanmq.

7. OgeHKa Ha ny6nmeaunnrre n npHHOC Ha AORTopaHTa

IlpeAcrraBeHH ca 061110 3 HayqHH ny6JIViKaLIHM CBbP3aHH C AHCePTaUHOHHHfl Tpyn, KaTO

BCHLIKH ca B MOKAYHaPOÅHH ped)epmpaHH CllHCaHH%. AOKTOPaHTbT e rlbPBH aBTOP B 2 OT uX.

IlpeACTaBeHH ca 3 Hayt1HH A0KJ1ana CBbP3aHH C AHCePTaUHOHHU% TpyA. BcHHKHTe Te ca

npencTaBeHH Ha HaUHOHaJIHH (bopyMM.

8. ABToped)epaT

ABTope(bepaTbT e c AOCTanqeH 06eM, A06pe cTpywrypmpaH u 0HarneneH c rra6nmuu H

(Imrypu, cb06pa3eH C OCHOBHPfTe H3HCKBaHH51 KbM CbA'bP>KaHne H 0(bopMJ1eHme. CBA1,pxaHneT0

MY 0Tpa351Ba 11bJIH0 H TOLIHO OCHOBHmrre pe3YJITaT1d OT AHCeprraUHOHHHR rrpyn.

3AKJ11-01-1EHHE

B 3aKJuoqeHue cqwraM, qe nuceprra11H0HHm51T TPYÅ Ha A-p Ennua IleTpoBa KpaeBcKa

npencTaBJ1%Ba 3aBbp111eH0, MeTOAOJ101"HHHO H3AbP)KaHO H Hayt1H0 3HaLIHM0 H3CJ1eABaHe.

ABTOPKaTaneMOHCTPHPaOTJIHHHa TeopeTHLIHa nonroTOBKa, 3aAbJ160qeHH 1103HaHHf1 B 06nacrra

Ha naToaHaTOMHflTa H YMeHme 3a caMOCT051TeJIHa Hayqy-la HHTepnpeTa11Hfl.

TpyAbT HanbJIHO Ha H3HCKBaHHflTa Ha 3PACPb H •re3H Ha MeÅHUHHCKH

YHHBepcwreT — IlneBeH 3a IIPHCb)1cnaHe Ha 06pa30BaTeJIHama H HayqHa cTeneH „ÅOKTOP".Ha TUH
OCHOBa npeAJ1araM Ha YBaxaeMOT0 Hayt1H0 KYPH na npncbAH OHC „AOKTOP"Ha A-p EJIHua
IleTpoBa KpaeBcrca no AOKTOPCKa nporpaMa „naTOJ10roaHaTOMHHH UHTonaTOJIOrnq".

12.01.2026 r.

rp. Cod)HH /Åou. A-p CBHTJ1aHa baqypcKa, AM/
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1. General presentation of the procedure and the doctoral student

The presented set of materials on electronic media is in accordance with the Regulations on
the terms and conditions for acquiring scientific degrees and occupying academic positions at

Medical University — Pleven. The dissertation, an abstract and a total of 6 publications and

scientific communications related to the dissertation are attached.

2. Relevance of the Topic and Significance of the Scientific Problem

I consider the topic of the dissertation to be highly relevant and scientifically significant.
Muscle-invasive bladder cancer represents an aggressive malignant disease with an unfavorable

prognosis, high recurrence rates, and substantial disease-related mortality. Despite advances in

surgical treatment, chemotherapy, and immunotherapy, clinical outcomes for these patients remain
suboptimal.

A major contemporary challenge is the pronounced biological heterogeneity of muscle-

invasive bladder cancer and the need for reliable prognostic and predictive biomarkers that can
guide individualized therapeutic strategies. In this context, the dissertation of Dr. Kraevska

addresses a priority and timely scientific problem by integrating detailed morphological
assessment with immunohistochemistry-based surrogate molecular classification, an approach that
is both feasible and applicable in routine diagnostic pathology.



3. Volume, Structure, and General Characteristics of the Dissertation

The dissertation is well structured, logically organized, and written in clear scientific
language. It comprises 202 standard pages, including 14 tables, 14 figures, 17 microphotographs,
and one appendix. The bibliography includes 221 references, the majority of which are from the
last ten years, demonstrating an up-to-date and comprehensive review of the literature.

This structure demonstrates an appropriate emphasis on the author's original results and
their scientific interpretation.

4. Recognition of the problem

The literature review is comprehensive, well structured, listed on 37 pages and covers both

classical and contemporary concepts related to the morphology, molecular classification, and

biomarker profiling of muscle-invasive bladder cancer. The author demonstrates in-depth
knowledge of the subject through a critical analysis of current international publications and a
balanced comparison ofdifferent scientific perspectives. This analysis clearly reflects a high level
of theoretical expertise and a solid understanding of current trends and unresolved issues in the
studied field.

5. Aim, Objectives, Material, and Methods

The aim of the dissertation is clearly and precisely formulated: to analyze the

morphological and immunohistochemical characteristics of muscle-invasive bladder cancer with

respect to their prognostic and predictive value. The objectives are logically derived from the main
aim and are entirely appropriate for its achievement.

The studied material is representative and well characterized both clinically and

histopathologically. The applied methods—routine histology, immunohistochemistry, and
statistical analysis—are contemporary, validated, and methodologically sound. The selection of
immunohistochemical markers is scientifically justified and consistent with internationally
accepted models for surrogate molecular classification ofurothelial carcinoma.

The statistical analyses are correctly performed and allow for reliable interpretation of the
results and identification of significant correlations.

6. Main Results, Discussion, and Scientific Contributions

The results are presented in a clear, systematic, and logically coherent manner. The author

provides a detailed analysis of the frequency ofdifferent histological subtypes of muscle-invasive
bladder cancer and their correlation with immunohistochemically defined molecular variants. The
study convincingly demonstrates that tumor morphology has biological and prognostic

significance beyond its purely diagnostic role.

Of particular value is the analysis of HER2 expression across different histological
subtypes and molecular variants, highlighting potential therapeutic implications. The evaluation
of p16 expression further enriches the prognostic stratification of tumors. The obtained findings
are critically discussed and carefully compared with contemporary international literature.



The main scientific contributions ofthe dissertation can be summarized as follows:

7.

a comprehensive analysis ofmorphological subtypes of muscle-invasive bladder cancer;
validation of immunohistochemistry as a reliable surrogate for molecular classification;
identification of significant correlations between morphology, molecular phenotype, and
biomarker expression;
formulation of clinically oriented conclusions supporting personalized therapeutic
approaches.

Evaluation of the publications and personal contribution of the doctoral student

A total of 3 scientific publications related to the dissertation work have been presented, all of
which are in international refereed journals. The doctoral student is the first author in 2 of them. 3

scientific reports related to the dissertation work have been presented. All of them have been

presented at national forums.

8. Abstract

The abstract is of sufficient length, well structured and illustrated with tables and figures, in
accordance with the basic requirements for content and layout. Its content fully and accurately
reflects the main results of the dissertation work.

CONCLUSION

In conclusion, I consider the dissertation of Dr. Elitsa Petrova Kraevska to be a complete,

methodologically sound, and scientifically valuable research work. The author demonstrates
excellent theoretical knowledge, in-depth understanding of modern concepts in pathology and
oncology, and the ability for independent scientific analysis.

The dissertation fullymeets the requirements ofMedical University — Pleven for awarding
the PhD degree. Therefore, I confidently propose to the esteemed academic jury that the

educational and scientific degree Doctor (PhD) be awarded to Dr. Elitsa Petrova Kraevska.

12.01.2026

City of Sofia

Prepared .

/Assoc. Prof. Dr. Svitlana Bachurska, MD PhD/


