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1. O6mo npeacTaBsiHe HA NPOLEAYPATA H JOKTOPAHTA.

I[IpecTaBeHHUAT KOMIUIEKT MaTepHaliMd Ha XapTHEH W €JIEKTPOHEH HOCHUTEN € B CHOTBETCTBUE C
[Ipouenypa 3a npugodusane Ha OHC ,,JIoktop® B MY — [11eBeH 1 BKIIIOUBA CIICHUTE JOKYMEHTH:

— 3asgsnenue 10 Pexropa Ha MV-IlnoBauB 3a paskpuBaHe Ha MpoLeaypaTa 3a 3alluTa Ha
JMCEPTAllMOHEH TPY

—  aBrobuorpadus B eBponeicky popmar ¢ MOANKC Ha JOKTOpaHTa

—  HOTApUAaJHO 3aBEPEHO KOIKE OT AUILIOMA 32 BHCLIE 00pa3oBaHue

—  3amoBeqM 3a 3alMCBaHE B JIOKTOPAHTypa, NpeKbCBaHE Ha OOy4eHMETO (mopaau
Mai4YMHCTBO) U 3a IPOABKaBaHe Ha 00YYEHHETO; 3a OTYMCIIABAHE C PABO Ha 3aIIUTa

—  3amoBe] 3a NMPOBEXJAHE Ha W3MUT OT WHIMBHUIYaJHHUs IJIaH U CHOTBETCH IPOTOKOJI 3a
M3IbPIKaH U3IUT WIK JOKTOPAHTCKH MUHHUMYM I10 CIEHATHOCTTA

—  IIPOTOKOJI OT KaTeIPEeH ChBET 3a MPEABAPUTENHO 00CHKAaHEe Ha NOCEPTALlOHHHS TPy U
B3ETHUTE PEIIEHHUS 32 pa3KpUBaHE Ha MPOLE/lypa U 3a ChCTaB Ha HAY4YHO JKypH

—  JIMCEepTal[OHEH TPYX

— aBropedepar

—  CIIMCHK HAa HAyYHHTE MyOJMKalUKy [10 TeMaTa Ha JucepTanusra

—  KONHs Ha HAy4YHHUTE MyOIHKaluH

—  CIIMCHK HAa yYacTUsTa B HAy4yHH HOpyMHU

—  CHHUCBHK Ha 3a0ensi3aHy LUTUPAHUS

—  JeKJapalys 3a OPUTHHAIHOCT M JOCTOBEPHOCT Ha IPHJIOXKEHUTE JOKYMEHTH

—  JIpyTH JOKYMEHTH, CBbP3aHHU C X0Jla Ha IpolielypaTa



2. AKTYaJIHOCT HAa TeMaTHKAaTa

TemaTukara Ha JauceprauusTa € aKTyajlHa M JaBa UsJIOCTEH IIOrJIEN BBPXY CBBPEMEHHOTO
XUPYPru4yHO JICUCHUE U IPOCIEAsBaHE Ha NAUMCHTHTC C pak Ha rbppAaara. ToBa 3abonsBane
npenacrasisiBa €IHO OT Hal-3JI0Ka4YE€CTBEHUTE IIpH 4YOBCKa. B anrapym KbM TO3H MOMECHT CC
Ha0JII0J1aBa MOKayBaHE Ha 3a6oneBaeM0c1"Ta, KaTo Bb3pacTTa Ha 3aCETHATUTE XOpa HEIPCCTAHHO
HaMaJIs1Ba. ABTOp'bT CH € IOCTABUJI CJICAHUTE 3a/1a4H, KaKTO CJIC/BA :

1. Jla ce ompeeny yecToTara Ha TYMOpeH XxeTeporeHureT npu PMOK

2 I[a C€ OIpENEI 3aBUCUMOCT Ha Y€CTOTaTa Ha TYMOPEH XETECPOIrCHUTET OT U3I0JI3BaHHUs METO/] 3a
XHUCTOJIOTHYHA BCpI/l(l)PIKaIII/IH

3. Jla ce ompenenu mnosausBaHero Ha TymopeH xereporenurer or HIIXT (ueoamtoBaHTHa
TIOJMXUMHOTEPAIIHS)

4. Jla ce onpeaensiT PEeUUAUBY U NPEKUBIEMOCT IIPH MALKEHTH C JI0Ka3aH TYMOPEH XCTEPOTCHUTET
u HeoamrosauTHa [IXT

5. Jla ce ompemeny poisTa Ha mposudepaTHBHA M aNONTOTHYHA AKTUBHOCT IIpeAd M CIEN
geoamopanTHa [IXT npu momynauust OT TyMOPH, ChAbPIKALIM CIIy4an U ¢ TYMOPEH XETCPOreHHUTET.

3. IlozHaBaHe Ha npodJiemMa

OT M3JI0KEHHETO B JAMCEPTALMATA JMYK SICHO, Y€ JOKTOPAHTHT MO3HABa B JETAMIM pa3sUCKBaHHS
npobnem. Toil moka3Ba 0co0EHO 3aaBJIOOYEHM IO3HAHMs, B KOHTEKCTAa Ha YECTOoTaTa Ha
KapIHHOMMTE Ha TIbplaTa KbM HACTOSIIMA MOMEHT, 100pe H3BECTHOTO pasHOOOpasue B
MopdosoruuHus OONMK ¥ TEHETHYHO pa3sHOOOpasMe INpH Ta3d TIpyna TyMOPH, KakTo H
TepaneBTHYHATE BH3MOXKHOCTH INpM KaplUHOMa Ha IbpJaTa M Herosara OOBBP3aHOCT CbC
CUTHAJIHMTE MBTHINA HA TYMOpHa IPOTpecusi, TeMara ce O4epTaBa Karo aKkTyajHa ¥ W3UCKBalla
0OCTOEH TEOPETHYEH, EMUIEMUOJIOTHYEH U KIMHHYHO-TEpPANEBTHUECH aHaiu3. MHOXECTBO ca
ACIEKTUTE HAa TYMOPEH XETEPOr€HMTET, KaTo MOoraT Ja ObIaT pasrjiexIaHd MEXIy OTACIHHUTE
TYMODHY B PaMKHTE Ha METAXPOHHU WM CHHXPOHHHM TyMOPHHU (DOKYCH, B PAMKUTE Ha €AUH TyMOD
WIM B KOHTEKCTA HA TEpaneBTMYHO IIOBJIMSBAHE W TyMOpHa mporpecus. Morar na Obaar
pasriieXIaHu KaTo MOP(}OJOrHYeH, MOJIEKYJISIPEH, XETEPOTEHUTET, KaKTO M CBbp3aH C TyMOpHAaTa
MHUKpOCpena.

4. MeroauKa Ha H3CJIeABAHETO

I/I36paHaTa METOJUKA Ha H3CJIECABAHETO € aJeKBaTHa, KaTO II03BOJIIBa MOCTUIaHETO Ha
IpeAcTaBeHaTa Lel U JaBa aJICKBaTeH OTrOBOP HA 3ala4yMTE, pe€llaBaHH B TO3H JAUCCPTAITHOHHUS

TpyAd.

5. XapakTepuCTHKA ¥ OLleHKA HA JUCePTALHOHHHUSA TPY/A H NPUHOCHTE
Ha 145 cTaHJapTHY, MALIMHONMCHU CTPAHMIIM 3a€/(HO C YETPUTE NMPHIIOKEHUS U € OHArJieieH ¢ 16
uBeTHH Gurypu, 36 tabnuuu. bubnuorpadusra cbabpxa 358 nuTEpaTypPHU H3TOYHHMKA, OT KOUTO
ca Ha JaTuHuua 358. CTpykTypara Ha HayuHaTa paspaboTka e: Jlureparypen 0630p — 31 crpaHuiy,
Ilen u 3agaun — 1 cTpanuua, Marepuan U MeTOmM — 5 cTpaHuuH, Pesynratu u obcwxaane — 70
crpanuuy, Mssomuw — 1 crpamuum, Ilpusocu — 2 crpanuna, Kuuromuc — 34 CTpaHHIH,
[Tpunosxxenue- 4 ctp..



Ilenta Ha npoyuBaHeTO € (GopMyiHpaHa MHOTrO sicHo. Ompeaenenu ca 5 3aJa4yd OTroBapsAIy Ha
3aja/ieHara 1eJl, KOUTO ca TOUHH U JOCTaThYHHU 3a IIOCTUTaHETO M.

IIpecTaBeHOTO MPOyYBAHE € PETPOCIEKTUBHO, 3a Cpok oT 5 rogunu. To Bkmousa 110 noxdpanu
Ha NPOM3BOJIEH TNPHHIMI ITHIHOJETHU MAIMEHTH C KapIMHOM Ha rbpaTa. Beuuku manueHT ca
JIMaTHOCTUIIMPAHH ¥ ONIEpPHPAHH Clie/l HeOall0BaBHTHA cucTeMHa Tepanusi B YMBAJI- [lnesen. 3a
HY)XIUTE Ha OTHEJHUTE 33/layd, MAlUCHTHTE ca JOIBJIHMTEIHO CEJEKTUPaHH ChOOpasHO
HEOOXOMMHUTE XapaKTEPUCTUKH 3a Besika OT TsaX. OnMcaHu ca NOAPOOHO BKIIKOYBAIIUTE |
W3KJIIOYBAIY KPUTEPHUH, H3IOJI3BAaHUTE METOAHM, XapaKTEPUCTUKUTE Ha M3CJICBAHUTE IMALUEHTH.
Pa3iensT € mpecTaBeH Ha 5 CTpaHHLIK.

CTaTUCTHUECKUTE METOAM H3IIOJ3BaHM 3a aHaiW3a Ha IOJyYeHHTE De3yiTaTH ca NoAOpaHH
YMECTHO.

I[lonyyenute pesyaratd ca aoOpe odpopmMeHM M cucTeMaTH3upaHd. OHarieIsBaHETO UM €
OCBLIECTBEHO OT J0CTAThueH Opoit TAOIUIIHM, TpadUIHH H300pAKEHHS U CHUMKH.

[Ipu oOGCHXKIaHe Ha pe3yNTaTUTE € HANpaBEHO CPaBHABAaHE C TAKUBA IIOJyYCHH OT JIPYTH
OBArapcKM U 4Yy>XIECTPAHHHM aBTOPH, KaTo IIPH TOBA ca MPEJCTaBEHH 3abI00UEHH Pa3CHKACHHS 1
3aKJIKOYCHU .

JlucKycHsTa € NPaBUIIHO CTPYKTypUpaHa W CiieiBa JIOTHKATa Ha TOCTaBEHUTE 3aiaud. 3aelHo C
M3BOJIUTE Ca NIPEACTaBeHH Ha 0010 28 cTaHfapTHH CTpaHHIM. Ts npeicTaBs 3abI00YEH aHAIN3 1
CpaBHEHHE HA JIMYHMTE PE3YJTATH C TE3U OT JOCTBHIHM B JIMTEpaTypaTa JaHHH OT MOJOOHHM
MIPOYYBaHHUS.

UsBoauTte ca o6mo 11 Ha Gpoii, MpaBaONOAOOHH ¥ B KOHTEKCTA HA PE3yJNTAaTUTE OT COOCTBEHHUTE
NpoyuBaHUs M JaHHWTE B JuTepaTypata. OCBEH TOBa T€ MHOIO TOYHO KOPECIIOHAMpAT C
TIOJIyYEHHTE PE3yITaT! U HAIIPaBEHOTO OOCHKIAHE.

I[IpecTaBeHUTE TPUHOCH Ca OPHIMHAJIHM M OasupaHW Ha JOCTOBEPEH KIMHHYEH MaTepuall.
IIpuHOCHTE ¢ HaydYeH, Taka M C NPUIOXEH XapaKTep Ha TO3M TPy Morar ja ObJar IpHETH H
M3MON3BAHETO M LIE JIOBEAE N0 3HAYMTENHO IMOA0OpsIBaHe HAa MEIHIHMHCKOTO OOCIyXXBaHE Ha

0OJIHUTE C TOBA 3200JISIBaHE.

6. Ilpenenka HA My0IMKALUUTE U JIHYHUSA NIPUHOC HA IOKTOPAHTA

U3cneiBaHETO MpPEACTABEHO B JMCEpPTALMsTa, KAKTO M MOJIy4EHUTE Pe3yJITaTH U NPEICTaBEeHUTE
IIPUHOCHU Ca U3LJIO ACJIO Ha aBToOpa.
4 oT myGNMKALMUTE CBBP3aHM C JUCEPTALMITA Ca M3IE3/H B pedepupanu mo Scopus CIUCaHHUs C

o6 SJIR ot 0,25.
Exna OT cTaTUHUTE JOKTOPAHTHT € ChAaBTOP, KaTO BHB BCHUKMTE OCTAHAIM JOKTOPAHTBT € IMbPBH

aBTop.
KpuTiusy 3a6eeKH 1 IPenopbKH (KbM IIPOBEICHOTO H3CIE/IBAHE U IIPEICTABEHUTE MaTEPHAIH):

OTKpHMBAT e eIMHAYHH TIeYaTHy IPpeliKy. JlHarpaMiTe MOTaT a ce O3Ha4aT KaTo TaKuBa (BMECTO
¢ 0010TO Ha3BaHUE ,,pUTypu*).

7. ABTopedepar

ABTOperepaT'BT ccC J_IO6p0 KayecTBO U CHOTBETCTBA HAITBJIHO IO CHABPXKAHUE Ha JUCEpTaAlHATA.
HaHpaBGH € Cropea BCHYKHA H3UCKBAHHSA H OoTpa3saBa Hal-BaXXHUTE pe3yjaratd NpeACTaBCHH B
IIPOY4YBaHETO.



3JAKJIIOYEHUE

JIuCepTalMOHHUAT TPYJ ChAbpXKa HAay4YHH, HAyYHO-TIPHJIOKHH M INPUJIOXKHM DPE3YJITaTH, KOUTO
TIpe/ICTaB/IABAT OPUTHHAIIEH IPUHOC B HAYKaTa M OTrOBApsAT HAa BCHYKM M3MCKBAaHHMs Ha 3aKOHA 32
pasBuUTHE Ha akajeMuyHus cbera B Peny6iuka benrapus (3PACPB), [IpaBuinuka 3a npunarase
Ha 3PACPB u IlpaBmwinuka nHa MY - Ilnosaus. IlpencraBeHure MaTepuaiv ¥ JAUCEPTALMOHHH
pe3yJITaTH HambJIHO CHOTBETCTBAT Ha CHELM(UUHMTE H3MCKBAHWs, NPUCTH BBB BpB3Ka C
I[IpaBunnuka Ha MY — [noaus 3a npunoxxenue Ha 3PACPD.

JlucepTalMOHHMAT TPy IOKa3Ba, ye JOKTopanThT [I-p Bacun Jlumurpos HaneB mpuTtexaBa
3abJI00UEHH TEOPETUUHH 3HAHWS M NPO(ECHMOHATHH yMEHMS IO HaydHa crenuansoct ,,00ma
XHUPYpPrus“, Karto JEMOHCTpHpa KayecTBa M YMEHHs 3a CaMOCTOATENHO MPOBEX/JAHE HA HAyYHO
M3CJIC/IBaHE.

[Topagu ropeusnoXeHoTo, yOeIeHO JaBaM CBOSITa IIOJIOXKUTEIHA OLEHKA 3a IPOBEACHOTO
u3cienBaHe, NPEACTABEHO OT PpELEH3MPAHUTE MO-TOpe [UCepTAalMOHEH Tpyad, asTopedepar,
MIOCTUTHATH PE3yJTaTd M IMPUHOCH, W IpeajgaraM Ha II0YMTaeMOTO HAy4yHO Xypd Ja IjacyBa
TIOJIOXKUTENIHO, W Ja TPUCHAX obpasoBareiHaTa W HayyHa creneH ,, Jlokrop™ Ha JI-p Bacun
JumutpoB HaneB B mokTopcka nporpama mo ,,O6ma xupyprus
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OPINION
by Assoc. Prof. Atanas Iliev Batashki, MD, PhD

Associate Professor at the Department of Propaedeutics of Surgical Diseases, Medical University of Plovdiv;
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 of Morphological and Biological Tumour Heterogeneity in Breast
Carcinoma”

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

1. General presentation of the procedure and the doctoral candidate

The submitted set of materials, 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 of a 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

— Dissertation abstract

— List of scientific publications on the dissertation topic

— Copies of scientific publications

— List of participation in scientific forums

— List of identified citations

— Declaration of originality 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
neoadjuvant 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 of morphological 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 — 1 page;
materials and methods — 5 pages; results and discussion — 70 pages; conclusions — 1 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 110 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 11 conclusions in total. They are plausible, consistent with 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 of Medical 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”.
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