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oT gou. A-p 3opuuua BecennnoBa I'opueBa, .M.
Pvkosoauten Karenpa ,,Onkonorus
Qakynrer MeauunHa

Menuuuncku Yuusepecuret - [Tnesex

OtHocHo: JlucepTaLvOHeH TPy Ha Tema:

»VIyCKYJIHO-MHBAa3HBEH  KAPDUMHOM HAa NHKOYHHS  MexXyp-MopQoJOrHYHH M
HMYHOXHCTOXHMHYHH XapPaKTEPHCTUKH € OKyC BbPXY NPOrHOCTHYHH M NPEAMKTHBHH
Ouomapkepu“ 3a npupobuaHe Ha oOpasoBaTeHa W Hay4Ha crereH ,,JIOKTOp,
npodecuoHanHo  Hanpasaenne  7.1. ,MeauMuuHa“, no  JOKTOpCKa  mporpama
,.1 1aTOJI0roaHaTOMUs ¥ LIUTOMATOJIOrUS .

Asrop: n-p Eaunua Ilerposa Kpaescka

Karenpa: ,[latonoroanaromus”, ®axkynrer MeauuuHa, MeOMUMHCKM YHUBEPCUTET —
[TneseH

Hayuen pbkoBoauTen: npod. n-p Casenuna JltoGenosa [Tonoscka, 1.M.H.

AKTyaJHOCT Ha TeMaTa

MyCKynHO-MHBa3UBHUAT KapLUHHOM Ha nmukouHus mexyp (MUKIIM) npeacrapnssa eaHo oT
Hal-arpeCMBHUTE  3JI0KAUeCTBEHU  3a00JsBaHMS B YPOJIOTMUHATA  OHKOJIOTHS,
XapaKkTepru3upallo ce ¢ BUCOKa CMBbPTHOCT, paHHA MeTacTaTUYHa AUCEMUHALMSA U 3HAYMTEHA
OWOJIOrHYHa XETEPOreHHOCT. Bbnpeku Hanpeabka B XMPYPrUUHOTO JIEYEHWE, CHCTEMHATa
Tepanus M HMMYHOTEpanusTa, MporHosara MpH 3HAUYMTENIHA 4YacT OT MaUUMEHTUTE OCTaBa
HeGnaronpusaTHa. ToBa onpenens HeOOXOAMMOCTTA OT 3abJ60YEHO MO3HABAHE HA TYMOpHATA
Ovojioruss M OT BHEApPSABAHE HAa MPUHUMNWTE Ha Mpelu3HaTa MEAMLMHA B KJIMHWYHATA

npaKTHKa.

B To3u KOHTEKCT NpEeACTaBEHUAT AUCEPTALUOHEH TPy € 6C3Cﬂ0pHO aKTYyaJIEH U OTroBaps Ha

BOJECILMTE CHBPEMEHHW TEHAEGHLUMM B OHKoONOrusTa. MOKYyChT BBPXY MOP(OJOrHUHUTE



CyOTMMOBE, MONEKYNAPHUTE BapHaHTH M pONATA HA MNPOrHOCTMYHM M MPEAUKTHBHHU
OvoMapKepu MocTaBsi MU3C/IEBAHETO B MpAKA BPb3KAa C KIMHHYHOTO B3€MaHE HA PELIEHHS,

BKJIKOUUTEJIHO CTpaTM(bl/IKaLllflilTa Ha MauuEHTUTE U M360pa Ha nepcoHajiM3upaHa Teparus.

Xapalc'repucnnca H OU€HKA HA NHCEPTALUHOHHHAT TPy

[IpencraBenusT mucepraumoneH Tpyn cbabpka 202 neuatHu crpanuuu. CTpykTypupaH €
crnopen u3uckBaHusaTa. OHarnesieH e ¢ 14 Tabnuum, 14 durypu, 17 mukpodororpapuu u 1
npunoxenue. JintepatypuusaT 0630p Biutousa 221 3arnaeus, ot KoMTo | Ha kupunuua u 220
Ha naTMHMua, kato 178 ot Tx ca ot nocaeanute 10 roguuu. O630pbT NokasBa 3a1bA00UEHO

No3HaHWe Ha 0OCHKIAHHUTE l'lpO6J]eMH C KOPEKTHO UMUTUPAHHU U3TOYHULH.

Llenta Ha aMcepTauMOHHUS TPy € ACHO (popMynKpaHa, JJIOrMUYECKH M3AbpiKaHa W KIMHUYHO
obocHoBaHa. [loctaBeHuTe 3anaum ca A0Ope CTPYKTYpHMpPaHU M HambJHO CbOTBETCTBAT Ha
(dopmynupanata uen. M3non3paHuTe AMArHOCTMUHM METOAM, BKIIIOUMTENHO JeTaiiHa
XHCTOJIOrMYHA OLIEHKA U CTaHAAapTH3MPaHa UMYHOXMCTOXUMHUS, Ca aieKBaTHU, J0Ope ONUCaHu

1 cboOpaseHu ¢ MeXAyHapOJHUTE MPEnOPbKH.

AKUEHT B AucepTauMoHHus TpyA € aHanu3bT Ha HER2 ekcnpecuaTa. JlaHHUTE, NpeACTaBEHH
B TpyZJa, HE camMO pa3lUMpsBaT MO3HAHMATA 3a 4yecToTarta W XereporeHHoctra Ha HER2
excnpecusita npy MUKIIM, HO 1 cb3aaBat npeanocTaBky 3a ObAELL0 KIMHUYHO MPHIIOKEHHE
Ha auTu-HER2 Tepanuu npu cenexTupanu rpynu nauMeHTd. AHanu3bT Ha p16 KaTo cyporaTeH
Mapkep 3a HapylueHus B octa pl6—RB nonbaBa koMmmiekcHaTa GMOIOrMYHA XapaKTepUCTHKa

Ha TYMOpPUTE U UMa 3HAYCHUE KAKTO 3a MOJIEKYJIIpHaTa Knacmbuxaum!, TakKa ¥ 3a nporHo3ara.

[TonyyeHuTe pe3ynraTtd AEMOHCTPUpAT BUCOKA CTEMEH Ha CbOTBETCTBHUE C MEXIYHapOAHO
npUeTaTta KOHCEHCycHa MonekynspHa khnacudukauus Ha MUKIIM. HUseoaute ca sacHo

(I)OpMyJIMpaHM MW OTpa3sBaT aHajiu3a Ha pe3yJTaTUTE, KAKTO U NOCTABEHWUTE L€ U 3a1a4H.

[IpuemaM MpPUHOCHTE HA AUCEPTALMOHHUAT TPYJ C OPUrMHANEH Hay4€H W Hay4HO-TIPHJIOKEH
XapakTep.
AsTopedepar

ABTopedepaTbT Ha aBTOpa OTroBaps Ha M3MCKBAaHMATA KAKTO MO CbAbPIKAHME, TaKa M MO
oopmieHHe U OTpa3siBa KOPEKTHO CHLIHOCTTA Ha AMCepTauMOHHUs TpyA. OHarneneH e c

BMCOKO MH(OPMATUBHU Gurypu v Tabauuu.



ITpenenka Ha MyOJHKALHHTE N0 JHCEPTALHOHHUS TPYA

Bbe Bpwb3ka Cc auceprauuoHHus Tpyn A-p Enuua IletpoBa Kpaescka mnpeacraBs 3
MBJIHOTEKCTOBH MyONHUKaLMH, MyGnuKyBaHu B peyepupaHi U MHAEKCUPAaHHU HAYUHH W3[aHMUs,
C KOETO OTroBaps Ha U3MCKBaHMUsATa Ha MeAMUMHCKN YHUBepcUTeT — [1neBeH 3a npuaobubaHe

Ha OHC ,,JlokTop®.

SAKJIIOYEHHUE

JluceprauoHHUAT TpyA Ha A-p Enuua [lerposa Kpaescka Ha Tema ,,MyCKYy/IHO-HHBA3HBEH
KAPDUMHOM  HA  NHKOYHUS  MeXyp-Mop(oaorHyHH M  HMYHOXHCTOXMMMYHH
XapaKTePUCTHKH ¢ (OKyC BBPXY NPOrHOCTHYHH M NPEAHKTHBHH OHOMapkepu® e
OpUruHajiHa U aKkTyajHa HayuHa pa3paboTka, KOSTO OTroBapsi Ha BCMUKM W3MCKBAHMATA Ha
3akoHa 3a pa3BUTHE Ha akaaeMU4uHKs cbeTas B Peny6nuka bearapus (3PACPB), [1pasunnuka
3a npunarane Ha 3PACPB u cborBerHus [lpaBunnuk Ha MVY-Ilnesen. IlpeacraBexute
Marepuaiy M QUCEPTAaLUMOHHM PE3yNTaTH CbOTBETCTBAT Ha cNeUM(pUYHHWTE MU3UCKBAHUA HA

BUCLLUETO Y4YUJIULLIE.

JlucepTauMOHHUAT TPy MOKa3Ba, Ye AOKTOPaHTHT A-p Kpaescka € oBnaasna METOAMKH, yMEe
Ja aHaIM31pa, CUHTe3Upa pe3ynTaTi U 1a Gpopmyupa u3soau. Mima 3aabi1004eHH TEOPETHYHH

3HaHMS U NPO(PECUOHATHU YMEHMUS.

npeﬂCTaBeHl’lﬂT JUCEPTALlMOHEH TpyA AONpuHacsa CbLICCTBEHO 3a pa36upaHeTo Ha
OouonorusaTa Ha MYCKYJIHO-MHBa3MBHHMS KapUUMHOM Ha MMKOYHWA MEXYpP Y 3a NpujaraHcTto Ha

MIPUHLIMIKATE Ha NPEeLUM3HAaTa OHKOJIOrMA B KJIMHWYHATa MpaKTHKa.

I'lopaun rOper3JI0’KEHOTO, JaBaM CBOsATA MOJIOXKMTEIHA OLEHKa 3a AUCEPTALUMOHHHUA TPYL,
aBTope(bepaT, MOCTUIHATH pe3yJITaTH U MPUHOCH, U MpeaJiaraMm Ha MNOYMTaeMOTO Hay14HO XXYpPH

Jla npuchau obpasoBaTenHara U Hay4yHa creneH , Jlokrop® Ha A-p Enuua INetposa Kpaescka.

Ha ocHoBanume 4n.59 ot 33114

08.01.2026 r. U3rOTBUIT CTAHOBHLLETO: . evvvverreerreeneeeeennn

rp. [lnesen nou. a-p 3opuuua BecennHosa ['opuesa, a.M.



To

The Chair of the Scientific Jury
appointed by Order No. 4789/16.12.2025
of the Rector of MU-Pleven

OPINION

by Assoc. Prof. Zornitsa Veselinova Gorcheva, MD, PhD
Head of Department of Oncology
Faculty of Medicine

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 of Medicine, Medical University — Pleven

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

Relevance of the Topic

Muscle-invasive bladder carcinoma (MIBC) is one of the 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 1 appendix.
The literature review includes 221 references—1 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 of HER2 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-HER?2 therapies in
selected patient groups. The analysis of p16 as a surrogate marker for disturbances in the p16—
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 of MIBC. 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 — Pleven for acquisition of the educational and

scientific degree “Doctor”.

CONCLUSION

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 of the 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 of the biology
of muscle-invasive bladder carcinoma and to the application of precision 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.

Ha ocHoBaHme 4n.59 ot 33714

08.01.2026 0t B R ——

Pleven Assoc. Prof. Zornitsa Veselinova Gorcheva, MD, PhD



