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OTHOCHO: AHCePTaUHOHeH ga 3a Ha 06pa30BaTeJIHa Hayt1Ha cTeneH
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Ha A-p Bacu.rr AIIMHTPOB I-IaneB

KaTenpa "CeCTPHHCKUH xmpyprHHHH rpmur" — MY — FIJIeBeH, OarcynereT „3mpaBHH rpmKH", ga
IIPHÅ06HBaHeHa 06pa30BaTeJIHa H Hayqua cTer1eH „ÅOKTOP"B 06nacT Ha BHCmeTO 06pa30Bt1HHe

7. „3npaBeona3BaHe H cnopT", npo(becH0HaJIH0 HanpaBJ1eHHe 7.1 „MeÅMLIHHa",Haytma

CIEUHUIHOCT „06ma xupyprnn"

C TeMa Ha AHCep•raUHOHHHA Tpya: ,npoyt1Bane qecT0Taera POJ1f1Ta Ila 11

6110J10rnqe11 TYMopeH xeereporeH11TeT npll reaPUHHOM I-la MJ1et1Harra >KJ1e3a"

HayqeH PbKOBonwreJ1.•

Åou.A-p CTpaxHJ1 AceHOB CTpa111HJ10B, AM

Åou.A-p IdBaH HeAKOB VIB%UIOB, AM

I-CpaTKH Aam-III 3a A0Kropmrra

n-p Bacmn AHMHTPOB HaHeB e poneH Ha 6 MapT 1978 r. 3aBbPL11BaMeAHUHHCKOTO CH

06pa30BaHHe B MY-IIJ1eBeH npe3 2005 r, a OT 2006 AO 2011 r cne1ÅHaJIH3Hpa „XmpyprHfl" B MY
FIJIeBeH. Ilpe3 2011 r npHÅ06MBa cneuuaJIHocT, KaTO OT 2009 r pa60TH B KJIHHHKt1Ta 110

OHKOnorHt1Ha xupyprvlfl Ha YMBAJI „reop1'H CTPaHCKH"IIneBe11 H e aCMCTeHT BBB (baKYJrre•ra

FIO 3npaBHH rPH)KH Ha MY-IIJ1eBeH. OT Meceu cer1TeMBpn 2022 r no Allec pa60TH B ()TÅeneHHe

no rpwxa xnpyp1*H51 Ha YMBAJI „reoprn CTPaHCKH"I-IneBeH. BnaÅee Ha A06po HHBO aHrJIHiiCKH

e3HK.
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Onncarme, arryaJIHoc•r 11 3Hat111MOCT Ila TeMaTa

AHCePTaUHOHHHRT Ha A-p HaHeB npenc-raBJ1*Ba 3aAbJ160qeH0 KJTHHVIKO-

npoyt1BaHe C aycueHT Bbpxy H3CJ1eABaHeTO Ha H 6H0J10rHqeH

TYMopeH xeTeporeHHTeT naqueHTH C KaPUHHOM Ha MJ1et1Harra )KJ1e3a 11011XOÅSILUH 3a

HeoaJ110BaHTHa XHMHOTepar1HA. AHCePTaUHOHHHRT TP)'Ä e npenc•raBeH Ha 145 CTPaHHUH,

C'bÅ'bP)Ka 2 ÅHarpaMH, 16 (Imrypu, 36 Ta6JIHLIH, KaKTO H 4 IIPHJIO)ICHHSI. Tpymvr ce CBCTOH or:
CllHCbK Ha H3TIOJ13BaHHTe CbKpameHH51, JIHTepaTypeH 0630P, uen, 3anat1H, MaTepnaJIH H MeTOÄH,

pe'3yn-raTH,AHCKYCHSI, M3BOAH, HPHHOCH, ped)epeH11HH, ny611HKaUVIH H yqacTH51 B Hayt1HH IIPO}IBH

BBB BPb3Ka C AHCePTaUHOHHHSITPYÅ H IIPHJIO)1CHHfl.

B Haqano•ro cneÅ H3r10J13BaHHTe CbKpauxeHHfl, AHCePTa1.1HITa 3anot1Ba c „J111TepaType11

0630p", B KOiiTO aBTopvr npemc•raB51 KpaTKa crrpaBKa OTHOCHO pa311pocTpaHeHHero Ha paKa Ha

MJ1et1Haera 2KJ1e3a B EC H bbnrapHR. CnemBa npernen Ha 3Haqeyme•ro Ha TYMopHaTa 6H0J101'H51 Ha

3a60J1flBaHeTO, BPb3KaTa I-Ia erccnpecnpaHHTe OT Hero peuer1TopH, H360pvr Ela •repanH51 H

3HaqeHHe 3a nporpecwrra. B no-LLIHPOK 06eM e npeac-raBeH •rePMHHbT „TYMOPeH

xeTeporemrreT", KaTO TYK A-p HaHeB orlHCBa HCTOPHqeCKOTO pa3BHTHe Ha •repMHH0J101"H51Ta,

BHÅOBeTe xeTeporeHHTeT, reHeTHt1HHTe H ennre11eTHt1HH HeroBH xapaKTePHCTHKH, 3HaqeHHeT0

Ha TYMopHaTa MHKpocpezxa. Oc06eH0 BHHMaHne e 06T>PHaT0Ha pa3JIHt1HHTe nonyna11HH TYMop-

H CB11'bTCTBaLUH KneTKH, KaKTO H Ha 3HaqeHHeT0 Ha cTpoMaTa H MeTa60nHTHa•ra

MY aKTHBHOCT. Cnezwa Ha xeTeporeHHocTTa 3aÅbJ160qeHO onncarme Ha

H MOJIeKYJ1flpeH xeTeporeHHTeer, MOJIeKYJIHOTO H reHH0 cy6THr1H3HpaHe, KaKTO

H eBOJ110UH;rra Ha TYMOPHH% pacTexc H 3HaqeHHeT0 Ha HflKOH MOJIeKY11HH (l)aKTOPH

OTHOmeHme KBM Hen.

OCBeH H MOJIeKYJIAPHH ormcaHHe e npejxcTaBeH H H360PbTHa MeTOÅ 3a

— TbHKOH1'J1eHa cpemy ne6enorneHa 6H01TCMfl, Karro ca CPaBHeHH •rexmrreILHarHOCTHKa

IIPeÅHMCTBa H HenoceraTbUH. B KPUI e Ilpenc•raBeHa KpaTKa tracT, OTHeceHa KbM •repaneBTHt1HHTe

OllUHH IIPH nanmeHTH c paK Ha MJ1et1HaTa xne3a, 6a3HpaMKH ce HI'vreHHO Bbpxy

H MOJIeKYJIHPHH onpezxenew Ha 6a3a TbKaHHHS1 MaTepvraJ1 H3cneÅBEIH qpe3 6mor1CH}1

HJIH pe3eKL(Hfl.

CneABa rnaBaTa „UeJ1", B KORTO A-p HaHeB nnaHHpa na YCTaHOBH ponwra Ha

H 6HOnornqeH TYMopeH xeTeporeHHTeT npn AHarHOCTHKa Ha natlHeH'1'H C
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KaPUHHOM Ha MJ1et1HaTa )KJ1e3a ITOÅXOAflLLIH 3a HeoaJüOBaHTHa XHMHOTepa11HS1 H 3HaqeHueT0

m.pxy nocneABau.(Hfl •repaneBTHqeH nonxcu. 3a pea.RH3HpaE1eT0 Ha Ta3H uen, B rnaBa•ra

npenocTaBxr no OTH0111eHHe BP%3Kata Ha OC06eHOCTHTe Ha •re3H

TYMOPH, •repar1HflTaH nporpecmxra HM.

B rnaBaTa „MaTepnaJ111 MeTOA11" e orlHcaH0 npoyt1Ba1-1e 06XBaLL1a1110nepH0J1 OT 5

I'OÅHHH /2016 r — 2021 r/ cpen 110 rlbJIHOJ1eTHH nauHeHTH C KJIHHHHHH H 06pa3HH JlaHHH

(Ka-reropH3HpaHH c BIRADS 4-5) 3a (l)OPiMaLIHR B Mnem-1HTe xne3H r10Åne)KaL11H Ha

XVICTonorHt1Ha cnem KOHTO 0Tr0BaP51T Ha KIDHTepHHTe 3a HeoaÅIOBaHTHa

XHMmo•repar1HS1 - nauHeHTH C aBaHcupano 3a60J1flBaHe r10AXOLIR111H 3a npeÅonepaTHBHaCHCTeMHa

"repar1H51. OllVICaHH ca KPHTePHH ga BICJ110t1BaHe H H3KJ1iOt1Ba111H •ral<HBa, KaT0 ca onucaHH

ae•raiiJIH0 MHO)KeCTBO KJIHHHt1HH H na60paTOPHH xapaKTePHCTHKH. ABTOPbT npenc•raB51 H

nonp06H0 OllHCBa qeTH1)H MeTOJ1a V13r10J13BaHH B H3cneABaHeTO.• xmpyprHHHH,

naTOJ10roaHaTOMHt1HH, AOKYMeHTUIHH H CTaTHCTHt1eCKH MeTOÅH.

IlpencraBeH0 e eTWIHO pa3pe111eHHe 3a 111)0BexcnaHe Ha npoyt1BaHeT0.

CneJIBa rnaBaTa „Pe3YJITa•rn", B KORTO CbLUHTe ca npenc•raBeHH ITO pena Ha OllHCaHHe Ha

ganat1HTe. Flo 3aÖaqa l, aB•ropbT m,pB0HaqaJIH0 npenc•raB51 punpeJteneHHe 110 HSIKOH

r10Ka3aTeJIH, cpaBH51BaiiKH rn c xeTeporeHHoc•rra, KaTO 3awnoqaBa, qe Haii-qecTH

ca KOM6HE1aUHHTe BKJ110t1Ba111H JIBa MOP(bonorHt1H0 OTJIHYHMH KOMr10HeHTa, a KOM6HHaLUIS1OT

TPH ce OllHCBaT caMO enHH OT cnyqawre. CJ1yqaHTe Ha xeTeporeHHTeT ca npeÅc•raBeHH H

106pe ormcaHH B Ta6JIHUa, KaTO cnemHen e HanpaBeH gam,J160qeH aHaJIH3 H rrpencTaB51HeHa

KJIHHHLIHH cnyqaH OT npaKTHKaTa. 110 npenc•raBeHHTe pe3YJITaTH OT 3aÖaqa 2, n-p HaHeB

onpeneJ1fl 3aBHCHMOCTHTe Ha qecT0TaTa Ha TYMOpeH xeTeporeHHTeT OT H3110J13BaHHfl Me-ron 3a

XHCTOJ10rMt1Ha KaTO TYK ca OHHCaHH KOPenaUHHTe B 3aBHCHMOCT OT 6poii

•rbKaHHH I-IHJTHHAPH. Ilpe1tcTaBeHa e tlYBCTBH•reJIHOCTTa H OTneJIHHTe

113110J13BaHH AHarHOCTHt1HH MeTOÅH, BKJ110t1HTeJIHO cpaBHeHHeT0 C pe3YJITaTHTe OT pe3eKLLH51

CJ1eÅ Hl'J1eHa 6H011CHS1. B pe3YJITaTHTe OT 3aDaqa 3 ce npeacTaB51 pa3npeneneHHe•ro Ha 110A6paHH

Ha cnyqaeH TIPHHUHII cJ1yqaH c HexeTeporeHHH TYMOPH cnopeJ1 BapmaHT,

(I)OKUIHOCT, cTerreH Ha H MoneKYJ1%PeH cy&rnn npeAH H cneÅ npoBeneHa

HeoaÅIOBaHTHa XHMHOTepa11Hfl. OTt1eTeH H cbrroc•raBeH C •re3H naHHM e TYMOPHH51T H H0ÅynapeH

CTaTYC, TYMopHaTa MOJIeKYJ151PHHS1cTaTyc Ha 6a3aTa Ha orraeJIHHTe cy6T1ff10Be
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Heonna3MeH npouec H •repaneBTHt1HH%T 0Tr0BOP. B norlbJIHeHHe H B TUH nonrnaBa ca

npenceraBeHH MHO)ICCTBO MHKPOCKOIICKH C BHCOKa pe30J11011HH H KaqeCTBO.

CneJIBaT 110 3aöaqa 4, CJ1eJIBa aa ce onpeneJ151T peUHAHBH H IIPOKHBRMOCT

natlHeHTH C norca3aH TYMopeH xeTeporeHHTe•r H HeoaÄIOBaHTHa XHMHOTepa11H}1 H BbnpeKM

cpaBHHTCJIHO MaJIKHSIT 6poii naupreHTH H HeBb3MO)KHOCTra aa ce H3BbP1.11BaT reHepaJIHH

3aKJ1ioqeHHR, CbC H 6e3 ce YCTaHOB51Ba TIO-HUCKa IIPOKHBRMOCT

natureHTHTe C xeTeporeHHH TYMOPH, KaKTO H pa3JIHt1HH Aar-IHH no OTHOL11eHHe Ha rpynaTa

pawxeneHa B 3aBHCHMOCT OT TYMOPHHSI H HOLWIHH51 CTaTYC, cereneH Ha naT0J10rvrqeH o•rroBop H

HUIHHHe Ha oc•ranqeH TYMop. B nocneÄHaTa 3aöaqa 5, peyrraTHTe CBbP3aHH c ponxra Ha

npoJIH(bepaTHBHa H anor1T0THHHa awrHBHOCT npeÄH H cnem Heoa/UOBaHTHa XHMHOTepa11H51

nonynauvl% OT TYMOPM, CbÄbPKa111H cnyqaH H C TYMOpeH xeTeporeHHTeT ce OTIHcaHH C 101151M

Ha60p OT cpaBHSIBaiiKH excnpecwna Ha pezuma Maprcepn H OTHOmeHHeTO KBM

IIPOBejaeHH51T BHA •repar1H51 H rrporpecH% Ha 3a60J1flBaHeTO. IIPH BCHt1KH KOPeJ1aUHOHHH aHaJIH3H

ca rrpencTaBeHH pe3YJITaTHTe '3aeJIH0 C TflXHaTa cTeneH Ha ÄOCTOBePHOCT.

CneÄBa rnaBa-ra „AHCKYCIIH", B KORTO aBTopvr B UIHPOK 06eM H naHHH OT OTKPHTH

nvrrepa•rypHH H3TOt1HHUH B nocnmm•re no Hero 6a3H aaHHH, cpaBHflBa CBOHTe pe3YJITEITH H

3aBHCHMOCTH no OTHOL1teHHe Ha: TYMopeH xeteporeHHTeT, MoneKYJIHpeH

HHTpaTYMopeH xeTeporeHHTeT, MYJITHd)OKaJIHOCT, Bb3paCTOBO punpeÅeneHHe, Ha

TYMOpeH xeTeporeHH'reT OT H3r10J13BaHHfl MeTOA 3a XHCTOJ101*Ht-1Ha Kopenawm•re

Ha HaxonKH•re C HeoaÅ10BaHTHa•ra XHMHo•repar1HR, B PQ3JIHHHHTe rpynn H

npoJIM(bepaTHBHa H anor1T0THt1Ha aKTHBHOCT.

B rnaBHTe „M'3BOA11"H npnnocn" ca nocoqeHH 10 H3BOÅa, Ha 6a3a npeÅx0ÄHHTe 21Be

rnaBH, KaKTO H 061110 2 rpyr1H IIPHHOCH — 6 npHHoca C HayqeH H opurHHaJ1eH xapatcrep H 7 C

IIPHJIO)ICH xapaKTep.

rnaBa ce CbCTOH OT 358 M3TOt1HHKa, B 110-1'0J1flMa•ra CH qacer OT

rrocJ1eÅHHTe 10 rOAHHH, a 87 OT TIOCJ1eÅHHTe 5 ronHHH.

I-IpeJICTaBeHH ca 01.ue — 3 ny611HKaUHH BBB BPb3Ka C JIVtcep•raUHOHHHS1 •rpya, B KOHTO n-p

HaHeB e aBTOP, KaT0 ÄBe OT TRX ca ped)epHpaHH B Scopus, emra B Web of Science, a CMIIO

H enua ny6JIHKaUHS1, B KORTO •roji e cbaBTop.
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ABTOPbTHa AHCePTaUHOHHH51 yqacTBa H B Hayt1HO-H3cneÄOBaTeJICKH npoeKT -

N26/2022 r 3arnaBue „OueHKa Ha eKcnpecnsrra Ha anor1TOTHt1HH% MapKep (Imcrop Caspase 3

H npoJIH(bepaTHBeH HHIteKC oueHeH qpeg Ki 67 rrpenu H cnen IleoaÅ10BaHTHa xHMuo•repar1HS1

OT,qeJIHH M011eKYJMPHH cy6•rur10Be KaPUHi10M Ha l*bpna B KOHTeKCTa Ha TYMOpeH xeTeporeHwrevr

aHaJIH3 Ha THXHOTO KJIHHHIIHO 3HaqeHHe"

3•aKJnoqeHHe

Bb3 OCHOBa Ha no-rope IBJIO'ACHOTO CHUTaM, qe AHCep-raUHOHHH%T •rpya Ha

n-p Bacu.rr AHMHTPOB HaneB npenc-raBJ1%Ba gaAbJ160qena llanbJIH0 3aBbpmeHa nayqna

AaBaM CBOSITa no.uo•mrre.rma Ollemca u ure rnacyBaM „3a" 111)HCbauane Ha OHC

„nmcrop" na a-p BacHJ1 AHMUTPOB HaneB B 06naCT Ha BHCL11eTO 06pa30BaHHe: 7.

3npaBe011t13BaHe H cnopT, HanpaBJ1eHHe: 7.1. MenH11HHa, HayqHa

cneunajllloc•r: „OÖLLta xnpyprm", KaT0 npH30BaBaM H oc•raHaJIHTe tlJ1eHOBe Ha YBaxaeM0T0

Hayt1H0 xypH na ro nozucpensrr.

rp. CTapa 3aropa
10.10.2026 r.

Ha OCHOBaHb4e qn.59 OT 33f1A

IIPO(I). A-p IC)J1naH PYMCHOBAllanneB, JIM
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ACADEMIC REVIEW
By prof. Dr. Julian Rumenov Ananiev, MD, PhD

Dean of the Medical Faculty, Trakia University,

Head of the Department ofGeneral and Clinical Pathology, Forensic Medicine and Deontology,
and Dermatovenereology

Subject: PhD-thesis for the award of an educational and scientific degree

"PhD"

Dr. Vasil Dimitrov Nanev

Department "Nursing and surgical care" - Medical University - Pleven, Faculty of Health Care,
for the acquisition of the educational and scientific degree "PhD" in the field of higher education

7. "Healthcare and Sports", professional field 7.1 "Medicine",

scientific specialty "General Surgery"

PhD thesis topic: "Studying the incidence and role ofmorphological and biological tumor

heterogeneity in breast carcinoma

Field of higher education 7. "Health and sports"

Professional direction 7.1. Medicine

Scientific specialty "General Surgery

Scientific supervisors:

Assoc. Prof. Strahil Asenov Strashilov, MD, PhD
Assoc. Prof. Ivan Nedkov Ivanov,MD, PhD

Brief details of the PhD student

Dr. Vasil Dimitrov Nanev was born on March 6, 1978. He finished his medical education

at the Medical University of Pleven in 2005 and underwent specialization training in Surgery at

the same institution from 2006 to 2011. He qualified as a specialist in 2011; prior to this, in 2009,

he began working at the Department of Oncological Surgery at the "Georgi Stranski" University

Hospital in Pleven and as an assistant at the Faculty of Health Care at the Medical University of
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Pleven. Since September 2022, he has been working in the Breast Surgery Department at the

"Georgi Stranski" University Hospital in Pleven. He is fluent in English at a high level.

Description, relevance and importance of the topic.

Dr. Dr. Nanev's PhD-thesis is an in-depth clinico-morphological study focusing on the

morphological and biological heterogeneity of tumors in breast cancer patients eligible for

neoadjuvant chemotherapy. The PhD-thesis it present on 145 pages and includes 2 diagrams, 16

figures, 36 tables, and 4 appendices. The work comprises the following sections: a list of

abbreviations, a literature review, the study aim and task, materials and methods, results,

discussion, conclusions, scientific contributions, references, a list of publications and conference

presentations related to the PhD-thesis, and appendices.

Following the list of abbreviations, the PhD-thesis begins with a "Literature Review," in

which the author provides a brief overview of breast cancer prevalence in the EU and Bulgaria.

This is followed by an examination of the disease's tumor biology, the significance of expressed

receptors, the selection of therapy, and the implications for disease progression. The concept of

"tumor heterogeneity" is discussed in greater detail; here, Dr. Nanev outlines the evolution of the

terminology, the various types ofheterogeneity, its genetic and epigenetic characteristics, and the

role of the tumor microenvironment. Particular attention is paid to the diverse populations of

tumor-infiltrating and associated cells, as well as the significance of the stroma and its metabolic

activity. This is followed by a stratification of heterogeneity, featuring a detailed description of

morphological and molecular heterogeneity, molecular and genetic subtyping, as well as the

evolution of tumor growth and the significance of relevant molecular factors.

In addition to the morphological and molecular descriptions, the choice of diagnostic

method - fine-needle versus core-needle biopsy - is presented, with a comparison of their

respective advantages and disadvantages. Finally, a brief section outlines therapeutic options for

breast cancer patients, based on the morphological and molecular profiles determined from tissue

samples obtained via biopsy or resection.

Next is the "Aim" chapter, in which Dr. Nanev plans to determine the role of

morphological and biological tumor heterogeneity in the diagnosis of breast cancer patients
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eligible for neoadjuvant chemotherapy, as well as its significance for the subsequent therapeutic

approach. To achieve this objective, the "Task" chapter outlines five specific tasks directly linked

to the study's aim, intended to provide significant information regarding the relationship between

tumor characteristics, therapy, and disease progression.

The "Materials and Methods" chapter describes a study covering a five-year period

(2016—2021) involving 110 adult patients. These patients presented with clinical and imaging

findings (categorized as BIRADS 4—5) of a breast lesion requiring histological verification, after

which they met the criteria for neoadjuvant chemotherapy—specifically, patients with advanced

disease suitable for preoperative systemic therapy. Inclusion and exclusion criteria are outlined,

and a wide range of clinical and laboratory characteristics are described in detail. The author also

presents and elaborates on the four methods employed in the study: surgical, pathological,

documentary, and statistical methods.

Ethical approval for conducting the study is presented.

This is followed by the "Results" chapter, in which the findings are presented in the order

corresponding to the outlined tasks. Regarding Task l, the author initially presents the

distribution across certain demographic indicators and compares them with heterogeneity,

concluding that combinations involving two morphologically distinct components are the most

frequent, while a combination of three is described in only one instance. Cases of heterogeneity

are presented and well-described in a table, followed by an in-depth analysis and a presentation

of two clinical cases from practice. Based on the results of Task 2, Dr. Nanev determines the

relationship between the frequency of tumor heterogeneity and the histological verification
method employed, describing correlations linked to the number of tissue cores. The sensitivity

and specificity of the various diagnostic methods used are presented, including a comparison with

results obtained from resection following needle biopsy. The results of Task 3 present the

distribution of randomly selected cases of non-heterogeneous tumors according to morphological

variant, focality, grade of differentiation, and molecular subtype, both before and after

neoadjuvant chemotherapy. Tumor and nodal status, tumor differentiation, molecular status

(based on specific neoplasm subtypes), and therapeutic response are recorded and compared

against these data. Additionally, this subsection features numerous high-resolution, high-quality

photomicrographs. The results for Task 4 follow; this task aimed to determine recurrence and

survival rates in patients with confirmed tumor heterogeneity who underwent neoadjuvant
3



chemotherapy. Despite the relatively small patient cohort and the inability to draw broad

generalizations, lower survival rates were observed - with varying degrees of statistical

significance—in patients with heterogeneous tumors; additionally, distinct findings emerged

regarding subgroups stratified by tumor and nodal status, pathological response grade, and the

presence of residual tumor. In the final Task 5, results concerning the role of proliferative and

apoptotic activity—assessed before and after neoadjuvant chemotherapy in a tumor population

that included cases of heterogeneity - are presented through an extensive dataset comparing the

expression of various markers in relation to the administered therapy and disease progression. For

all correlation analyses, the results are presented alongside their respective levels of statistical

significance.

The "Discussion" chapter follows, in which the author - drawing extensively on data from

open literature sources and accessible databases - compares his results and observed associations

regarding: morphological tumor heterogeneity, molecular intratumoral heterogeneity,

multifocality, age distribution, the frequency of tumor heterogeneity in relation to the histological

verification method used, correlations between findings and neoadjuvant chemotherapy, survival

rates across different groups, and proliferative and apoptotic activity.

The "Conclusions" and "Contributions" chapters present 10 conclusions based on the

preceding two chapters, as well as two categories of contributions: six of a scientific and original

nature, and seven of an applied nature.

The "References" chapter includes 358 sources;the majority date from the last IO years,

with 87 from the last five years.

Author also presented three publications related to the PhD-thesis - with Dr. Nanev as the

first author, two indexed in Scopus and one in Web of Science, along with one publication on

which he is a co-author. The author of the dissertation also participated in a research project (No.

6/2022) titled "Evaluation of the expression of the apoptotic marker Caspase-3 and the

proliferative index assessed via Ki-67 before and after neoadjuvant chemotherapy in specific

molecular subtypes of breast carcinoma, in the context of tumor heterogeneity and an analysis of

their clinical significance."
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Conclusion

Based on the above, I believe that the PhD work ofDr. Vasil Dimitrov Nanev represents

an in-depth and fully completed scientific study with significant and interesting results,

conclusions, and contributions.

I give my positive assessment and will vote "Positive" the awarding of the ESD

"PhD" to Dr. Vasil Dimitrov Nanev in the Field of Higher Education: 7. Health and Sports,

Professional Area: 7.1. Medicine, Scientific specialty: "General surgery" and I also recommend

the honorable members of the scientific jury to vote positively.

Stara Zagora
10.10.2026

Ha OCHOBaHHe qn.59 OT 33JIA

Prof. Dr. Julian Rumenov Ananiev,MD, PhD
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