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Tema: ,,CbBpeMEHHH  CMNUJEMHUOJOTUYHU, XHUCTOJOTMYHH H  UMYHOXHUCTOXMUMHYHH
XapaKTEPUCTUKHU HA CIMHOLEIYJIApHUS KapILIMHOM Ha Ko)Kara“

Hayunn pbkoBogutenu: npod. n-p HJobpomup Humwurtpos, n.m. u npod. n-p I[lerpanka
TposiHOBA, J1.M.

Hayuyno 3Beno: Karenpa no pepmaroisiorusi, BeHepoJioruss u aneprojorus, Pakyiarer

,MenuiuHa®, MeIuIMHCKU yHUBepcUuTeT-11neBeH.

Hasnauen c¢pM 3a wien Ha Haywunoto xypu cbc 3amoBex Ne 638/25.02.2025 r. Ha
Pextopa Ha MVY-IIneBeH u onpenencH 3a U3roTBSHE HAa CTAHOBUIIE Ha ITBPBOTO 3acelaHUE Ha
XKypwuro.

[IpencraBeHUAT MU KOMIUIEKT 3aJbDKUTEIHH JOKYMEHTH U MaTepuald € B ChOTBETCTBHE C
HOpPMAaTUBHHUTE U3HCKBaHUs HA MY -ILiieBeH.

J-p lpecnas Bacuiaes e poaen npes 1995 r., 3aBppuBa ,,Menununa“ B Menuuuscku
yausepcuteT — [Inesen npe3 2020 r., a npe3 2021 r. € 3auncieH B pe1oBHA JOKTOPaHTYpa KbM
Karenpara no nepmaronorusi, BEHEpOJIOTHs U ajeprojiorus B YHuBepcurera. Crnenuanuzupa
KOXHH U BeHepuuecku OosiecTH B [IeBeHckaTa yHUBEpCUTETCKA JEpMaTOJIOTHYHA KIIMHUKA U €
mpernojaBaTen Mo ydyeOHaTa IUCHMIUIMHA ,,JlepMaTonorus M BEHEpOJOTHS Ha CTYIEHTHU-
meauuu B BEO u AEO. Hayynure My uHTepecu ca B 0bjacTTa Ha OHKoJepMaTosioruara. BbB
Bpb3Ka C HAcTofAIlaTa cU pa3paboTKa yyacTBa B HayyHoM3clie[oBaTelacKu mpoekT Ne7/2022 r.
,II[poyuBaHe Ha CTeleHTa Ha MMyHOXHcToxuMmHuHa ekcnpecus Ha PD-1, PD-L1 u CDS8 npu
II'BPBUYEH CIMHOLENYJIApEeH KaplIMHOM Ha KO)KaTa M TAXHATa poJii B TyMOpHaTa reHesa®,
¢unancupan or MVY-Ilnesen. Ilpe3 2022 r. cneumanuzupa JepMaTOXUPYprusi M JepMaTo-
oukonorus B Ludwig-Maximilians-Universitdt, Knuauka mo aepMaToiorus, BEHEPOJOTHS U

aneproJiorusi, MronxeH, ['epmanusi.

JlucepTalMOHHMUAT TPYA € CTPYKTYPHUPAH CIOPE] IPUETUTE IPABUIIA — ChKPAILEHUS U



BBBEJICHUE, JTIUTEpATypeH 0030p, LN W 3aJadd, MaTepUuald U METOAH, COOCTBEHH pE3yTaTH,
o0CHXKJIaHe, W3BOJW, NPUHOCH, NPUIOKEHUS W HAYYHH TPYIOBE, CBBP3aHU C TeMarta.
Haneuaran e va 120 cTp. u e onarneneH ¢ 57 tabmaunm, 45 ¢urypu u 6 npuitoKeHus ¢ BUCOKO
Ka4yeCcTBO Ha CHUMKOBHUS Marepuaji. bubnumorpadusara e ot 228 nureparypHd H3TOYHHKA —

3 Ha KkupwiIuIa u 225 Ha JIAaTUHHIIA.

[TyOnukyBaHUAT B AWCEpTaIMATa 0030p IMPEICTaBIsIBA aHAIM3 HA JIUTEPATYPHUTE
W3TOYHUIIM, MO-TOJIIMATa YacT OT KOUTO ca OT mociequute 15 rogunu. CrnuHOUETyIapHUST
kapuuHoM Ha koxara (CIK) u KTHHUYHUTE My BapHaHTH ca 0OCHIICHH B ChbBPEMEHEH aCIeKT.
[IpencraBenu ca JHENIHUTE MMO3HAHUS BBbPXY €MUJIEMHUOJIOTHUATA, TATOreHe3aTa, KIMHUKATa U
TepanusiTa Ha TOBa 3JI0KayecTBeHO 3alosigBaHe. [locoueHm ca XHUCTOJNOTMYHU U
MMYHOXUCTOXUMUYHHU JIMarHOCTUYHU METOJUKU U OICHBUHH MEXAHU3MU 32 TEXKECT U
nporHo3a Ha CLIK. Onucanu ca KakTo XUpypruyHU TEXHUKH, Taka U cucteMHute “checkpoint”

I/IHXI/I6I/ITOpI/I, IMPHUIJIOKUMHU 3a JICUCHUC Ha MCTAaCTaTHUYIHH U HGOHepa6I/IJ'IHI/I CHK

C mocraBeHaTa CH LeJ M 33Ja4M HACTOSIIUAT AUCEPTALMOHEH TpyA ce (oKycupa
BBPXY MPOYYBAHE HA CHBPEMEHHHUTE ACIEKTH B CMUACMHUOJIOTUATA, MOP(OIOTUIHHUTE TIPOSBH,
XUPYPrUMYHOTO M MEIMKAMEHTO3HO JICYEHHE IIPU NMauueHTH, quarHocrunupanu cec CLK. B
TO3M CMHUCHJ LieITa Ha HayyHaTa pabora e (opMmynupaHa sICHO, a 8-Te 3ajaud INPaBHIIHO

OTpa3sdaBaT HAYMHUTE U TTOCICAOBATCIIHOCTTA 3a PCATTU3UPAHCTO H.

KonkpeTHute pe3yJraTH NMOKpHUBAT 3aJa4MTe, MOCTAaBEHUW B JUCEPTALMOHHUS TPYI.
JlocTaThyHUAT Opoi mpoydeHH marueHTH (355 manueHTa ¢ XUCTOJOIHYHO BeprdUIpaH
CLK, mucnancepesupann B OnkosornyHus LeHTbp Ha YMDBAJI-IInesen npe3 nepuoma M.
ssuyapu 2016 . — M. nexkemBpy 2023T.) U IPUITIOKSHUTE METOJUKU OMPEACIAT JOCTOBEPHOCTTA
Ha MyOJMKyBaHUTE pE3yiTaTH, 3a o00paboTKkaTa Ha KOWTO ca W3MOJI3BAaHU OOMYAHU
cTatuctuyecku moaenu u copryep. [locturnarure pesynraru nmokassat, ye CILIK Ha koxara e
BTOpPHAT MO dectoTata KapumHom or HMKT (28,5%) cnen BIIK (66,6%), mo-Bucoka e
yecrtorata Ha CIIK mpu mammentute ot Mbxku mon (53%), Hali-3acerHata € Bb3pacToBaTa
rpyna 71 — 80 rogunM, Hal-4ecTO 3acerHarara Tomorpadcka obiacT € JHUIETo (0JIHa YCTHA,
4eJio HOC), CIe/IBaHa OT CKaJlla. Y CTaHOBEeHa € Bpbh3KaTa MEeKIy XpOHHYHATa (POTOEKCIO3UIINA,
CITbHUEBMTE M3rapsiHus Ha KoKaTa M MoBHUIIEHaTa yecTora Ha pa3Butue Ha CLIK Ha koxara.
CrarucTuuecku 3HAUMMa € Bpb3KaTa MEXAY MaKpPOCKOICKUS AUAMEThp, JIOKaIU3alUsITa,
XHUCcTOJOrMyHata nebennHa mno Breslow u Tymopnata nudepeHuuanus ¢ decrorara Ha
peunanuBUpaHe U MeTactazupane. IMyHOXHCTOXMMHYHOTO U3CIIEABAHE HA ekcpecusita Ha PD-

L1, PD-1 u CD8 BbpXY XUCTOJIOTMYHUTE MaTepHaU, KAKTO U MPOYYBAHETO 32 CUTHU(UKAHTHA



3aBUCUMOCT MeXy ekcripecusita Ha Ki-67, CD4 u crotHOmenuero CD4 : CD8 mpu nbpBudeH
CHK u KJIMHUKO-TIATOJIOTMYHHUTE MIPOTHOCTUYHU (DAKTOpH 3a peluIuBUpaHe, METACTa3HpaHe U

CMBPTHOCT IIPUTEKABAT OPUTHHAIICH XapaKTep, a pe3yATaTUTe OT TAX ca 6e3CIopeH MPUHOC.

B o0cbxaanero a-p IlpecnaB BacuneB mnpaBu ChIIOCTaBKA MEXAY MOJYYEHUTE OT
HEro pe3yiaTaTd ¢ Te3u OT mpoydeHara Oubnuorpadus. Juckycusita mpeacTaBs HpaBHUIIHA
WHTEpIpEeTavsi Ha COOCTBEHUTE JAaHHU, CHIIOCTABUMHU WJIM OTJIWYABAIlld Ce€ OT BeYe

myOJIMKYBaHHUTE, KOETO MOKa3Ba J0CTaThuHO JOOPO MMO3HABaHE Ha MpobieMa.

N3Boaute ca 11 Ha Opoi, KbM KOMTO UMaM CICAHUTE KPUTHIHH OCIICHKKHU:

+ I3Bog Ned e wact or usBog Nel. JIBara u3BoJa ca M3IBIHEHHME HA 3ajada 1, Kato
3aj1aua 2 MpeJICTaBIsABa YacT OT ITbPBATA;

+ B usBomuTe nMICBa pe3yaTaTa OT M3NBIHEHHETO Ha 3amada 4 (,,Jla ce yroumsr
KIIMHUYHUTE (DOPMU Ha 3a00JIIBaHETO. .. );

+ B u3BOAUTE OTCHCTBAT M PE3YJITATHTE IMOJNYyYEHH IPH PEaIM3UpaHe Ha 3ajmada 8
(,,[a ce ananm3mpaT TepaneBTUYHUTE BAPHAHTH U TSAXHATA €()EKTUBHOCT. ... )

+ M3Box Ne6 e uznuiueH (uuTupa a30ydHa NCTUHA);

Ilpunocure Ha jucepraumsita ca 17 (8 opuruHamHM, 5 ¢ HOTBBPAMTEICH H
TEOpeTHYEH XapakTep W 4 ¢ HAYYHO-NIPWIOKEH Xapakrtep). TBbpJe MHOro ca, a HSIKOU Ce
MOBTAapAT B PA3IMYHUTE IPUHOCHU HANpPaBICHUS:

+ [lpuemam 3a opuruHanau npunocu NeNe 4,57 u 8. Tlocneanure n8a (7 u 8) kacast
KJIMHUYHU HaOJIOJIeHHs, KOMTO CE€ ONMCBAT 3a I'bPBU IBT B cTpaHaTa. [pyrure,
IIOCOYEHH B Ta3W KaTEropusi, ca C HAYYHO-TEOPETHYEH U HayYHO-IIPHIIOKEH
xapakrtep; opuruHaigHu mpuHocu NeNe 1,2 m 6 morar nma ce obenuHAT (Kacast
€NUAEMHUOJIOTMYHU KIMHUKO-MOP(OJIOTUYHU TPOYUBAHHUS).

%+ OT IPUHOCHTE C OTBBPAUTENICH U TEOPETHYEH XaPAKTEP OIEHSIBAM BUCOKO PHHOC
Nel, te3u ¢ NeNe 3 u 4 morat na ce neduHupar 3aeHo, a npuHoc Ne 5 e yact ot

opuruHaneH npuHoc Ne 4.

[To Temara Ha Hay4dHaTa cu pa3padorka A-p [1. Bacuies npeacrass 4 mydoaukanuu — 2
B bearapus u 2 B Web of Science. Yuactusra B Hayunu ¢opymu ca 12 — 8 y Hac u 4 B

qyXOuHa.

ABTopedeparbT € 0T 61 cTpaHMIM, IPAaBWIHO CTPYKTYPUPaH M OTpa3sgBa TOYHO

1enTa, 3aJa4nTe U MOTYYECHUTE Pe3yJTaTH Ha JUCEPTAIIMOHHUS TPY/I.



B 3akir0ueHue 1aBaM MOJIOKUTEIHA OLIEHKA Ha MCepTallMOHHUS Tpy Ha A-p [Ipecnas
[TnamenoB Bacunes. Hayunarta pa3paboTka € OpUrHHAJIHA KAaTO TEMAaTHKa U METOIOJIOTHS H
uMa OmpeesieH HaydeH npuHoc. Pesynratute M M3BOOUTE OT HES MMAT CBOETO OE3CIOPHO
3HaUeHUE 3a TeopusTa U TMpakTHKata B o0JacTTa Ha CbBpEMEHHATa KJIMHUYHA
oHkoJiepmarosorus. I'macyBam nonoxutento Ha A-p I[IpecnaB BacuneB na Obae mnpuchieHa
oOpa3oBaTenHaTa W Hay4yHa CTENEH ,,JOKTOp~ B JOKTOpCKa mporpama ,Jlepmarosoruss u

BEHEpOJIorus”.

10 ammpu 2025 1. W3rorBun cranosumero: Ha ocHoBaHue un. 59 ot 33N

(ITpod. a-p Aumutsp ['ocrionnHOB, 1.M.H.)
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Subject: defence of a dissertation for acquiring the educational and scientific degree Doctor
(PhD) in the area of higher education 7. Health and Sports, professional field 7.1. Medicine

Author: Preslav Plamenov Vassilev, MD

Doctoral Program: Dermatology and Venereology

Topic: Modern epidemiological, histological and immunohistochemical characteristics of
squamous cell carcinoma of the skin

Scientific supervisors: Prof. Dobromir Dimitrov, MD, PhD and Prof. Petranka Troyanova,
MD, PhD.

Scientific Unit: Department of Dermatology, Venereology and Allergology, Faculty of
Medicine, Medical University-Pleven.

I was appointed as a member of the Scientific Jury by Order No. 638/25.02.2025 of the
Rector of MU-Pleven and assigned to prepare an opinion at the first meeting of the Jury.

The set of mandatory documents and materials presented to me is in accordance with the
regulatory requirements of MU-Pleven.

Dr Preslav Vassilev was born in 1995, graduated from the Medical University of
Pleven in 2020 and was enrolled in full-time PhD studies at the Department of Dermatology,
Venereology and Allergology at the University (2021). He specializes in skin and venereal
diseases at the Pleven University Dermatology Clinic and is a lecturer in the Dermatology and
Venereology course for medical students at the BEO and AEO. His scientific interests are in
the field of oncodermatology. In connection with his current work, he participates in research
project No. 7/2022, a study of the degree of immunohistochemical expression of PD-1, PD-L1
and CD8 in primary squamous cell carcinoma of the skin and their role in tumour genesis,
funded by MU-Pleven. He specialized in dermato-surgery and dermato-oncology at Ludwig-
Maximilians-Universitdt, Clinic for Dermatology, Venereology and Allergology, Munich,
Germany (2022).

The dissertation is structured according to accepted rules — abbreviations and
introduction, literature review, goal and objectives, materials and methods, own results,
discussion, conclusions, contributions, applications and scientific works related to the topic. It
is printed on 120 pages and illustrated with 57 tables, 45 figures and six applications with high-
quality photographic material. The bibliography comprises 228 literary sources — 3 in Cyrillic
and 225 in Latin.



The review published in the dissertation analyses the literature sources, most of which
are from the last 15 years. Squamous cell carcinoma of the skin (SCS) and its clinical variants
are discussed in a contemporary aspect. Current knowledge of this malignant disease's
epidemiology, pathogenesis, clinic and therapy are presented. Histological and
immunohistochemical diagnostic methods and assessment mechanisms for the severity and
prognosis of SCS are indicated. Both surgical techniques and systemic "checkpoint™ inhibitors
applicable for treating metastatic and inoperable SCS are described.

With its set goal and tasks, the current dissertation studies modern aspects of
epidemiology, morphological manifestations, and surgical and medical treatment in patients
diagnosed with SSc. In this sense, the goal of the scientific work is formulated, and the eight
tasks correctly reflect the methods and sequence for its implementation.

The specific results cover the tasks set in the dissertation work. The sufficient number
of studied patients (355 patients with histologically verified SCC, examined at the Oncology
Center of UMBAL-Pleven during the period January 2016 - December 2023) and the applied
methodologies determine the reliability of the published results for the processing of which
standard statistical models and software were used. The achieved results show that SCC of the
skin is the second most common NSCLC carcinoma (28.5%) after BCC (66.6%), the frequency
of SCC is higher in male patients (53%), the age group 71 - 80 years is most affected, The most
frequently affected topographic area is the face (lower lip, forehead, nose), followed by the
scalp. The relationship between chronic photo exposure, sunburn, and the increased incidence
of skin SCC development has been established. The relationship between macroscopic
diameter, localization, histological thickness, according to Breslow and tumour differentiation
with the incidence of recurrence and metastasis is statistically significant. The
immunohistochemical study of the expression of PD-L1, PD-1 and CD8 on histological
materials, as well as the study of the significant relationship between the expression of Ki-67,
CD4 and the CD4:CD8 ratio in primary SCC and the clinicopathological prognostic factors for
recurrence, metastasis and mortality have an original character, and their results are an

undeniable contribution.

In the discussion, Dr. Preslav Vassilev compares his results with those from the studied
bibliography. The discussion presents a correct interpretation of his data, comparable or

different from those already published, showing a sufficiently good knowledge of the problem.

There are 11 conclusions, to which I have the following critical comments:



+ Conclusion No. 4 is part of conclusion No. 1. The two conclusions are a fulfilment
of task 1, with task 2 being part of the first;

+ The conclusions lack the result of the implementation of task 4 ("To specify the
clinical forms of the disease...");

£ The conclusions also lack the results obtained when implementing task 8 ("To
analyze therapeutic options and their effectiveness...").

+ Conclusion #6 is redundant (quotes an alphabetical truth);

The dissertation’s contributions are 17 (8 original, 5 of a confirmatory and theoretical
nature, and 4 of a scientifically applied nature). There are too many, and some are repeated in
the different contribution areas:

+ | accept Nos. 4, 5, 7 and 8 as original contributions; the last two (7 and 8) concern
clinical observations described for the first time in the country. The others listed in
this category are scientific-theoretical and scientific-applied; original contributions
Nos. 1, 2 and 6 can be combined (concerning epidemiological clinical-
morphological studies).

+ Of the contributions of a confirmatory and theoretical nature, | highly appreciate
contribution No.1; those with No.3 and No.4 can be defined together, and

contribution No.5 is part of the original contribution No.4.

On the topic of his scientific work, Dr P. Vassilev has presented four publications — 2
in Bulgaria and 2 in Web of Science. He has participated in 12 scientific forums — 8 in Bulgaria

and four abroad.

The abstract is 61 pages long, adequately structured and accurately reflects the

dissertation's goal, objectives and results.

Conclusion

| give a positive assessment of Dr Preslav Plamenov Vassilev's dissertation work. The
scientific work is original in terms of subject matter and methodology and has a specific
scientific contribution. Its results and conclusions are undeniably important for the theory and
practice in modern clinical oncodermatology. | vote positively for Dr Preslav Vassilev to be
awarded the educational and scientific degree "Doctor” (PhD) in the doctoral program

"Dermatology and Venereology".

April 10, 2025, Prepared the opinion: Ha ocHosanue un. 59 ot 331/
(Prof. Dimitar Gospodinov, MD, PhD, DSc.)
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