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CTAHOBHUÅE

OT Aou. A-p Amal-lac HJ1neB baTa111KH,AM,
AOUeHT B KarreApa „IIponeaeBTHKa I-la xnpyp1*HHHHTe bonecrrn" Ha MeAHIÅHHcKH

YHHBepcnrreT-IIJIOBAHB, Bbl-ImeH 'IJIeH Ha Hayt1H0T0 mypn I-la OCHOBaHne 3a110BeAN! P-2869
OT 14.09.2026 r. Ha PeKTopa Ha MY-NJIeBe1-1

I-la Anceprra11H01-1eH TPYA 3a IIPHCb>KAaHe Ha 06pa30BaTeJIHaTa n Hayqrm cTeneH „AOKTOP"

HanpaBJ1e1-1He „MeAHIÅHHa", AOKTOPCKa nporpaMa „06ma xnpyprnq"

ABTop: A-p Bacm AHMHTPOB HaHeB

KaTeapa: „CeCTPHHCKH xupyprMt1HH I'PH)KH" KBM OaKYJITeT„3APaBHHrpH)KM" Ha MY -

FIJIeBeH.

TeMa: , JIpoyqBaHe qecT0Tæra H ponwra Ha H 6HOJ10rmqeH TYMopeH

xeTeporeHHTeT TIPH KaPUHHOM Ha MJ1eMHaTa xne3a"

HayqeH PbKOBOAHTeJ1: 1.

2.

ÅOLI.A-p CTPaXHJ1AceHOB CTPaL11HJIOBA.M.

AOI-I.A-p VIBaH HenKOB VIBaHOB A.M.

1. 061110 npencTaBßHe Ha npouenyparra H AOKTopaHTa.

HpencrraBeHHHT KOM11J1eKT MaTepua.JIM Ha xaprrueH H eneKTPOHeH HOCHTeJ1 e B CbOTBeTCTBHe C

Hpouenypa ga IIPHÅ06HBaHeHa OHC „ÅOKTOP" B MY — FIJIeBeH H BKJTIOt1Ba cneÅHVITe AOKYMeHTV1:

3aABJ1eHue no PeKTopa Ha MY-IIJIOBÄHB 3a pa3KpHBaHe Ha npouezxypaTa 3a 3aL11HTa Ha

AHCePTa11HOHeH Tpyn
B eBponeiicKH d)opMaT c noxxnmcHa AOKTOPaHTa

HOTaPHUIHO 3aBepeH0 Korme OT AH11JIOMa 3a BHcme 06pa30BaHne

3a110BeÅH 3a gallHCBaHe B Å0KTopaHTypa, npeKbCBaHe Ha 06yqeHneT0 (nopaAH

MaiiHUHCTBO) H 3a npoÅbJ1)KaBaHe Ha 06yqeHueTo•, 3a OTLIUCJ151BaHe C npaB0 Ha gamma
3a110BeÅ 3a npoBOKÅaHe Ha H3r1HT OT 11J1aH CbOTBeTeH TIPOTOKOJI 3a

H3ÅbP)KaH H311HT AOKTOPaHTCKHMUHHMYM no cneuuæmocrra
TIPOTOKOJI OT KarrenpeH CbBeT 3a npeÅBaPHTeJIH0 06Cb)KÅaHe Ha nocePTaUOHHHA H

B3eTUTe pemeHH51 3a pa3KpMBaHe Ha npoueAypa H 3a CbCTaB Ha HayHH0

nucePTaLlHOHeH
aBToped)epaT

CllUCbK Ha Hayt1HHTe ny6JIHKaUHH no TeMaTa Ha nvrcepTaumma

K011H51 Ha HayHHHTe ny6JIVfKaLIHH

CllHCbK Ha yqacTH%Ta B Hayt1HH (bopyMH

CllHCbK Ha 3a6eJ1fl3aHH 1_1HTHPaHHH

neKJ1apa11H51 3a OPWHHUIHOCT H AOCTOBePHOCT Ha IIPHJ10)KeHHTeAOKYMeHTH
npyrm AOKYMeHTH, CBBP3aHH c xona Ha npouenypaTa
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2. AKTyaJIHOCT I-la TeMaTHK•aTa

TeMaTHKaTa Ha e aKTyaJIHa u aaBa LVIJIOCTeH Hornell Bbpxy CbBpeMeHHOTO

xupyprwmo JleqeHqe u npocJ1eA51BaHe Ha naumeHTHTe c paK Ha rbmarra. TOBa 3a60J151BaHe

npencTaBJIABa eAH0 OT Hai-3JIOKaqeCTBeHHTe qoBeKa. B bbJ1rapH% KBM T03H MOMeHT ce

Ha6nronaBa 110Ka1-1BaHe Ha 3a60RBaeMOCTTa, Kamo Bb3pacna Ha 3acerHaTHTe xopa HenpecTaHH0
HaMaJ1%Ba. ABTOPbT CH e 110CTaBHJ1 cneAHHTe 3aÅaqu, KaKTO cnezwa :

1. Aa ce 011peneJIH qecTOTaTa Ha TYMOpeH xeTeporeHHTeT IIPH PM)K

2. Aa ce onpeAeJIH 3aBHCHMOCT Ha yecTOTaTa Ha TYMOpeH xeTeporeHHTer OT H3r10J13BaHHH MeTOÅ3a

xncrronorøtll-la

3. Aa ce onpeÅeJIH 110BJIH%BaHe-ro Ha TYMopeH xeTeporeHHTerr OT HI-IXT (HeoaÄÆOBaHTHa

TIOJIHXHMHOTepar1Hfl)

4. Aa ce onpeAeJ1%T pellHAHBH H TIPOKHBRMOCT IIPH nanueHTH c AOKa3aH TYMopeH xerreporeHHTeT

u HeoaAEOBaHTHa IIXT

5. Aa ce onpemeJIH ponma Ha npoJIH(bepaTMBHa H anor1T0THr-1Ha aKTHBHOCT npeAH H cnen

HeoaÅYOBaHTHa IIXT 11011YJ1aUH51 OT TYMOPH, CbAbPKaLUH cnyqam H C TYMopeH xerreporeHHTeT.

3. 11031--1aBaHe Ha np06J1eMa

OT H3J10xeHneTO B AHcepTa1-1Hqrra *CHO, ye AORTOPaHTbT 1103HaBa B neTaiiJIH PUHCKBaHH%

np06neM. Ton 110KUBa oc06eH0 3aAbJ160qeHH 1103HaHH51, B KOHTeKCTa I-la qecT0TaTa Ha

KaPUMHOMHTe Ha l*bpxua KBM HaCTOH111H51 MOMeHT, A06pe H3BeCTHOTO pa3H006pa3me B

06JIUK H reHeTut1H0 pa3H006pa3ue rpyna TYMopm, KaKTO u

"repaneBTHHHHTe Bb3MOXHOCTH KaP1_lHHOMa Ha Ebpnarra H HeroBaTa 06BbP3aHOCT
CHFHUIHHTe Ha TYMOPHa nporpecwl, TeMaTa ce oqepTaBa KaTO aKTyaJIHa H H3UCKBaL11a

06CTOeH TeopeTuqeH, ellHAeMHOJ10rnqeH H KJIUHHLIHO-TepaneBTuqeH aHUIH3. MHO*CCTBO ca

acneKTHTe Ha TYMopeH xeTeporeHHTeT, KaTO MoraT Aa 6bnarr pa3rne)KÅaHH OTAeJIHHTe

TYMOPH B parvfKHTe Ha MeTaXPOHHH HJIH CHHXPOHHH TYMOPHH d)0Kycn, B paMKwre Ha eÅHH TYMOP
HJIH B KOHTeKCTa Ha TepaneBTHHH0 rlOBJTHABaHe H TYMOPHa nporpecmq. MoraT na 6bnær

pa3rJ1e',KÅaHH KaTO MOJIeKYJIAPeH, xeTeporeHHTeT, KaKTO CBbP3aH C TYMopHaTa

MHKpocpena.

4. MeTOAHKa I-la H3CJ1eABaHeTO

Vi36paHaTa MeTOÅHKa Ha Vi3CJ1eÅBaHeTO e aneKBaTHa, KaTO 1103BOJ151Ba nocrrnraHeT0 Ha

npezwraBeHama uen M AaBa aneKBarreH OTFOBOP Ha 3anaHHTe, pemaBaHH B T03H AHCeperaUHOHHH51

erpyn.

5. XapaKTepncTVIKan oueHKa Ha AHcepTaun0HHHH TPYA n npm-locnrre
Ha 145 CTaHnapTHH, MaL11HH011HCHH CTPaHHUH 3aeÅH0 C qeTpvrre e 0HarJ1eneH C 16

UBeTHH 36 •ra6nmuu. cbÅbpxa 358 JIHTepaTYPHH H3TOHHHKa, OT KOUTO

ca Ha JlaTHHHUa 358. CTpyKTypaTa Ha HayHHaTapa3pa60TKa e: JIHTepaTypeH 0630P — 31 CTPaHHUH,

I-len 3anat1M — I CTPaHHUa, MaTepuaJ1 MeTOÅH — 5 CTPaHHUH, Pe3YJITaTHH 06Cb)KÅaHe — 70

34 CTPaHHUH,2 CTPaHH1_1a, KI--luronmc1 CTpaHHLIH, IIPHHOCHCTpaHH11H, Vf3BOÅH

FIPHJIO)1CHme- 4 CTP..
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I_lema Ha npoY1-1BaHeT0 e (b0PMYJ1upaHa MHOFO ACHO. OnpeneneHH ca 5 3aAat1H OTFOBaPflLLIH Ha

3aÅaneHaTa uen, KOHTO ca TOMHH H ÅOCTaTbHHH 3a nocTuraHeT0 ü.
ElpenCTaBeHOT0 npoyt1BaHe e peTpocneKTHBHO, 3a cpoK OT 5 roÅHHH. To BKJ1}OHBa 110 110A6paHH

Ha IIPOM3BOJ1eH IIPHHUHII 11bJIHOJ1eTHH nanueHTH C KaPUHHOM Ha l'bpnarra. BcHLIKH nanueHTH ca

AHarHOCTHUHPaHH H orrepHpaHH cneÅ HeoaÅYOBaBHTHa CHCTeMHa Teparlh% B YMbAJI- FIJIeBeH. 3a

HY)KÅwre Ha OTAeJIHHTe 3aÅaqu, nauneHTHTe ca AOTIbJIHHTeJIHO ceneKTnpaHH Cb06pa3H0

He06XOÅHMHTe xapaKTePHCTHKU 3a BCHKa OT THX. OrmcaHH ca nonp06H0 BKJUOHBa111VfTe H

H3KJ11-OHBaLLIH KPHTepHH, U3110J13BaHHTe MeTOÅH, xapaKTepHCTHKHTe Ha M3cJ1eABaHwre nauueHTH.
PuneJ1bT e npencTaBeH Ha 5 CTpaHH11H.

CTaTHCTnqeCKHTe MeTOAH H3TIOJ13BaHH 3a aHaJIH3a Ha nonyqeHHTe pe3YJITaTH ca 110Å6paHH

YMeCTHO.
FlonyqeHHTe pe3YJITaTH ca A06pe od)opMeHH CHCTeMaTU3MPaHH. OHarJ1eA%BaHeT0 HM e

OCbLUeCTBeHO OT AOCTanqeH 6poü Ta6JIHUH, rpad)uqr-1H H306paxeHHA u CHHMKH.

Ilpu Ha pe3YJITaTHTe e HanpaBeH0 cpaBH%BaHe c rraKHBa nonyqeHH OT npyru
6bJ1rapcKH u qyxneCTpaHHH aBTOPH, KaTO TOBa ca rrpeAcTaBeHH 3aÅbJ160qeHU pa3CbxneHH% H

3aKJ11-oqeHHfl.

AHCKYCH%Ta e npaBHJIHO cTpYKTypmpaHa vr cneABa normcaTa Ha HOCTaBeHHTe 3ana1-1H. 3aeÅH0 c

M3BOAHTe ca rrpencTaBeHH Ha 061110 28 CTaHÅapTHH CTpaHH11H. Tn npencTaBH 3aÅbJ160qeH aHaJIH3 H

cpaBHeHue Ha JIVIt1HHTe pe3YJITaTM C rre3H OT AOCTb11HH B nwrepaTypaTa maHHH OT 110Ä06HH

npoyqBaHH%.
143BOAHTe ca 061110 1 1 Ha 6poii, npaBÄ0110Å06HH B KOHTeKCTa Ha pe3YJITaTHTe OT C06CTBeHHTe

npoY11BaHH51 H maHHHTe B JIHTepaTypæra. OCBeH T0Ba Te MHOFO TOHHO Kopec110HÅmpaT C

nonyqeHHTe pe3YJITaTH n HanpaBeHOT0 06cb)KÅaHe.

IlpeÅcTaBeHHTe npvmocu ca opurHHaJIHH 6ævrpaHH Ha AOCTOBepeH KJIUHHqeH MaTepuaJ1.

IIPHHOCHTeC HayqeH, TaKa H C IIPHJIO)KeH xapaKTep Ha T03H Morær na 6bÄaT lipueTH

H3110J13BaHeTO I-ue Å0Bene no 3HaLIUTeJIHO non06pnaHe Ha MeÅHUHHCKOTO 06CJIY)KBaHe Ha

60JIHHTe C TOBa 3a60JIABaHe.

6. IlpeueHKa I-la ny6JIHKaunHTeH ant-II--IHH npnl-loc Ha AOKTopaHTa

V13CJ1eÅBaHeTO npencmaBeH0 B AHCePTaUH51Ta, KaKTO IT0J1yqeHHTe pe3YJITaTH H npencrraBeHHTe

npHHocu ca H3U%JIO AeJ10 Ha aBTopa.

4 OT rry6JIHKa11HHTe CBbP3aHH C AHcepTauwrra ca H3ne3JIH B ped)epupaHH no Scopus CITHcaHV-i% C

06m SJR OT 0,25.

EAHa OT CTaTHUTe AOKTopaHTbT e CMBTop, KaTO BBB BCHLIKHTe OCTaHaJIVi AORTOPaHTbT e 111,pBH

aBTOP.

KPHTHHHH3a6eJ1e)KKH u npenopbKH (KBM npoBeneH0T0 H3CJ1eABaHe u npencrraBeHHTeMaTepuaJIM):

OTKPHBaTce eÅHHHt1HH neqaTHH rpe111KH. AnarpaMHTe MoraT Aa ce 03HaqaT KaTO TaKUBa (BMeCTO

c 06LUOTO Ha3BaHue „(burypvr").

7. ABToped)epaT

ABTope(bepaT'bT e c n06po KaqecTB0 H CbOTBeTCTBa HarlbJIHO 110 cbAT,pxcaHue Ha nucepTaLIH%Ta.

I-IanpaBeH e cnopeÅ BCHHKH H3HCKBaHH% H 0Tpa3%Ba Haii-Ba>KHHTe pe3YJITaTH lipeÅCTaBeHH B

npoyt1BaHeT0.
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3AKJIK)LIEHHE

AncePTaUHOHHH%T cbAbp)Ka HayHHH, HayHHO-11PHJIOXHH H IIPHJIO)KHH pe3YJITaTH, KOUTO

npeACTaBJ1%BaT opurHHaJ1eH IIPHHOC B HayKaTa H OTFOBaPAT Ha BCHHKH H3HCKBaHH% Ha 3aKOHa 3a

pa3BH'rue Ha aKaneMHHHH% CbCTaB B Peny6JIH1€a bbJ1rapH51 (3PACPb), IlpaBHJIHHKa 3a npHJ1araHe

Ha 3PACPb H VIpaBHJIHHKa Ha MY - VIJIOBÅHB. ElpemcTaBeHHTe MaTepuaJIH AHCePTaUHOHHH

pe3YJITaTH HarlbJIHO CbOTBeTCTBaT Ha V13HCKBaHH%, npneTH BBB BPb3Ka C

IlpaBHJIHHKa Ha MY — IIJIOBÅHB 3a IIPHJ10)KeHHe Ha 3PACPb.

AmcePTaUHOHHU%T 110KUBa, ye AOKTopaHTbT A-p Bacun AHMHTPOB HaHeB npvrrre)KaBa

3aAbJ160qeHH TeopeTMt1HH 3HaHV1% H IIP0(beCHOHaJIHH YMeHH51 110 Haytma ClleqnaJIHOCT „06ma
xnpyprw", KaTO AeM0HcTpmpa KaqecTBa H yrvreHHA 3a caMOCTOHTeJIHO npoBe)1cnaHe Ha Hayt-1H0

H3CJ1eABaHe.

IlopaÅH ropeH3noxeHOTO, y6eneH0 aaBarv1 CBOATa 110JIO)KHTeJIHa OLIeHKa 3a npoBeAeH0T0

U3CJ1eÅBaHe, npencTaBeH0 OT peueH3vrpaHHTe no-rope nmcePTaUHOHeH Tpyn, aBTope(bepaT,

r10CTH1'HaTM pe3YJITaTH H TIPHHOCH, H npeAJ1araM Ha noqmaeM0T0 HayHHO na rnacyBa

TIOJIO)KUTeJIHO, H Aa rlPHCbÅH 06pa30BaTeJIHaTa H Haycma cTer1eH „ AOKTOP" Ha A-p Bacmn

AHMHTPOBHaHeB B AOKTOPCKa nporpaMa 110 „06ma xmpyprH51"

12.10.2026 r.

rp. FIJIOBÅHB

Id3r0TBHJ1 CTaHOBH1ueTo: .

/Åou. A-p ATaHacbaTa111KH, AM/
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OPINION

by Assoc. Prof. Atanas Iliev Batashki, MD, PhD

Associate Professor at the Department ofPropaedeutics of Surgical Diseases, Medical University ofPlovdiv;
external member of the Scientific Jury pursuant to Order No. R-2869 of 14 September 2026 issued by the

Rector of Medical University — Pleven.

Regarding a dissertation submitted for the award of the educational and scientific degree "Doctor" (PhD),
professional field "Medicine", doctoral programme "General Surgery".

Author: Dr. Vasil Dimitrov Nanev

Department: Surgical Nursing Care, Faculty of Health Care, Medical University — Pleven.

Title: "A Study of the Incidence and Role ofMorphological and Biological Tumour Heterogeneity in Breast

Carcinoma"

Scientific supervisors: 1. Assoc. Prof. Strahil Asenov Strashilov, MD, PhD; 2. Assoc. Prof. Ivan Nedkov
Ivanov, MI), PhD.

1. General presentation of the procedure and the doctoral candidate

The submitted set ofmaterials, in paper and electronic form, complies with the procedure for obtaining the

educational and scientific degree "Doctor" at Medical University — Pleven and includes the following

documents:

Application to the Rector of Medical University — Plovdiv for initiation of the dissertation defence

procedure

— Curriculum vitae in European format, signed by the doctoral candidate

— Notarised copy ofa higher education diploma

Orders for enrolment in doctoral studies, interruption of studies (due to maternity leave), resumption of

studies, and completion of doctoral studies with the right to defend

Order for an examination under the individual study plan and the corresponding record of a successfully
passed examination or doctoral qualifying examination in the specialty

— Minutes of a departmental council meeting for preliminary discussion of the dissertation and decisions to

initiate the procedure and appoint the scientific jury
— Dissertation

— Dissenation abstract

— List of scientific publications on the dissertation topic

— Copies of scientific publications

— List ofparticipation in scientific forums

— List of identified citations

— Declaration oforiginality and authenticity of the submitted documents

— Other documents relating to the procedure

2. Relevance of the topic



The dissertation addresses a topical subject and provides a comprehensive view of contemporary surgical

treatment and follow-up of patients with breast cancer. This disease is among the most malignant diseases in

humans. In Bulgaria, its incidence is currently increasing, while the age of affected individuals continues to

decline. The author has set the following objectives:

To determine the incidence of tumour heterogeneity in breast cancer.

To establish the relationship between the incidence of tumour heterogeneity and the method used for

histological verification.

To determine the effect of neoadjuvant polychemotherapy on tumour heterogeneity.

To determine recurrence and survival in patients with proven tumour heterogeneity who have undergone

neoadj uvant polychemotherapy.

To determine the role of proliferative and apoptotic activity before and after neoadjuvant polychemotherapy
in a tumour population that also includes cases with tumour heterogeneity.

3. Knowledge of the problem

The dissertation clearly demonstrates that the doctoral candidate is thoroughly familiar with the problem

under discussion. He displays particularly extensive knowledge of the current incidence of breast carcinoma,
the well-known diversity ofmorphological appearances and genetic characteristics of this group of tumours,
and therapeutic options for breast carcinoma and their relationship to signalling pathways involved in tumour
progression. The topic is therefore relevant and requires a comprehensive theoretical, epidemiological, and

clinical-therapeutic analysis. Tumour heterogeneity has numerous aspects: it can be considered between

separate tumours in metachronous or synchronous tumour foci, within a single tumour, or in the context of

therapeutic response and tumour progression. It may be morphological or molecular, or associated with the

tumour microenvironment.

4. Research methodology

The selected research methodology is appropriate, allowing the stated aim to be achieved and providing
adequate answers to the research tasks addressed in the dissertation.

5. Characteristics and evaluation of the dissertation and its contributions

The dissertation comprises 145 standard typed pages, including four appendices, and is illustrated with 16

colour figures and 36 tables. The bibliography contains 358 references, all written in the Latin alphabet. The

structure of the research work is as follows: literature review — 31 pages; aim and objectives — I page;

materials and methods — 5 pages; results and discussion — 70 pages; conclusions — I page; contributions — 2

pages; references — 34 pages; appendices — 4 pages.

The aim of the study is very clearly formulated. Five precise and sufficient objectives have been defined to

achieve it.

The study is retrospective and covers a five-year period. It includes I IO randomly selected adult patients

with breast carcinoma. All patients were diagnosed and underwent surgery following neoadjuvant systemic
therapy at University Hospital — Pleven. For the individual research tasks, patients were further selected
according to the characteristics required for each task. The inclusion and exclusion criteria, methods used,

and characteristics of the patients studied are described in detail. This section occupies five pages.

The statistical methods used to analyse the results have been appropriately selected. The results are well

presented and systematised, with an adequate number of tables, graphs, and photographs.



In discussing the results, comparisons are made with findings reported by other Bulgarian and international
authors, accompanied by in-depth reasoning and conclusions. The discussion is properly structured and

follows the logic of the stated objectives. Together with the conclusions, it occupies a total of 28 standard

pages. It offers an in-depth analysis and comparison of the author's findings with available literature from
similar studies.

There are I I conclusions in total. They are plausible, consistentwith the results of the author's research and
the literature, and correspond closely to the findings and discussion.

The contributions presented are original and based on reliable clinical material. The scientific and applied

contributions of this work can be accepted and put into practice, which would lead to a significant
improvement in medical care for patients with this disease.

6. Evaluation of publications and the doctoral candidate's personal contribution

The research presented in the dissertation, the results obtained, and the stated contributions are entirely the
work of the author. Four publications related to the dissertation have appeared in Scopus-indexed journals

with a combined SJR of 0.25. The doctoral candidate is a co-author of one article and the first author of all

the remaining articles.

Critical comments and recommendations (regarding the study and submitted materials): A few typographical

errors are present. Diagrams could be labelled as such instead of using the general term "figures".

7. Dissertation abstract

The dissertation abstract is of good quality and fully corresponds to the content of the dissertation. It has

been prepared in accordance with all requirements and reflects the most important results presented in the

study.

CONCLUSION

The dissertation contains scientific, scientific-applied, and practical results constituting an original
contribution to science and meeting all the requirements of the Act on the Development of the Academic
Staff in the Republic of Bulgaria, the Regulations for its Implementation, and the Regulations of Medical
University — Plovdiv. The submitted materials and dissertation results fully comply with the specific
requirements adopted under the Regulations ofMedical University — Plovdiv for implementing the Act.

The dissertation demonstrates that the doctoral candidate, Dr. Vasil Dimitrov Nanev, possesses in-depth

theoretical knowledge and professional skills in the scientific specialty of General Surgery and demonstrates
the qualities and ability to conduct independent scientific research.

In view of the above, I confidently give my positive assessment of the research conducted, the dissertation
and abstract reviewed above, and the results and contributions achieved. I recommend that the esteemed

members of the Scientific Jury vote in favour of awarding the educational and scientific degree "Doctor"
(PhD) to Dr. Vasil Dimitrov Nanev in the doctoral programme "General Surgery".

12 October 2026

Plovdiv

Prepared by:

/Assoc. Prof. Atanas Batashki, MD, PhD/


