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[IpenocraBenusar mu JlucepraloHeH TPy U JOKYMEHTAlLMsl OTTOBAPST Ha M3MCKBAaHUATA HA
3akoHa 3a pa3BUTHE Ha akaJeMuU4HHUs cbcTaB B PenyOnuka bobiarapus, IlpaBunnuka 3a
npuioxeHuero My U IlpaBuiHuKa 3a pa3BUTHE Ha aKaJEeMUYHUS CbCTaB B MEIUIIMHCKU
yHuBepcureT — IlneBen. TpynbsT chabpxka 120 craHgapTHU MAIIMHONKUCHU CTPAHUIM, OT
kouto: ChabpiaHue U cbKpalieHus — 5 ctp. BeBenenue — 2 crp, Jlutepatypen o630p — 29
cTp., Llen u 3amaun Ha nmpoyuBaHeTo — 2 cTp., Marepuan u metoau — 5 crp., Pesynararu ot
coOcTBeHu npoyuBaHus — 43 ctp., O6chxkaane Ha pesyararute — 9 cTp., U3Boau u npuHocH —
8 crp., Knuronuc — 15 crp. ¢ 228 3arynaBus oT KOUTo 3 Ha KUpWiIMLa U 225 Ha JaTUHUIIA,
[Ipunoxenus — 35 crp., Hayuna npoaykuuss mo Temara Ha auceprauusta — 1 crTp.
Pesynrature W aHaNM3BT Ha JAHHUTE Ca W3JIOKEHH BBPXY 52 cTpaHuuu, oOpabOTeHH U
oHarneneHu ¢ 57 Ttabmuuu u 45 durypu. [exnapupam, ye HIMaM OOIIM HAYYHU TPYAOBE C
nucepranTta [-p [Ipecnas [InamenoB Bacuies.

HemenanonuTHuTe KaplMHOMHM Ha KO)KaTra ca €QHM OT Hal-4ecTo AMArHOCTULIMPAHWTE
MQJINTHEHU 3a00JIBaHUS B YOBELIKWs OpraHu3bM. [JlaBeH mpencTaBUTeN Ha Ta3u Ipyna
3abonsBanus € bazouenynapuusat kapiuHoMm Ha koxkarta (BLIK), mopaau xoeto necerumneTtust
Hape TOl € Mpoy4YBaH U JI0 rojsiMa CTENeH ca OTKPUTU OCOOEHOCTUTE B HETOBOTO KIIMHUYHO
MPOTHYAHE, ATOJIOTUYHO TOBEACHUE, NuarHocTuiupane u sedenue. Omie npe3 2013 roauna
e ono0peHa mbppBaTa TapreTHa Tepamus 3a jedenue Ha BI[K ¢ Hedgehog wunxuOutop
Erivedge, kaTo B MOMeHTa ce pa3pa300TBaT U APYrd HOBU TEPANEBTUYHU Bb3MOKHOCTH. OT
Apyra CTpaHa, CIHMHOLETyIapHHuAT KapuuHoM Ha koxara (CIHK) e 3HauuTenHo Mmo-Majiko
npoyuBad. Exa mpe3 2019 romuna e onobpena umyHorepanusi ¢ PD-1 unxuburop
Cemiplimab 3a neuenne wa CIK u TembpBa crapTupa pa3paboTka Ha JAPYrH HOBH
MeaukameHTH. KinmHuuHuTe npoyyBaHusi U HaydHute paszpabotku Bbpxy CLK u3ocraBar c
okoso 1 nmecerwiierne cnen te3n npu BIK, koero Boau 10 3aK/IIOYEHUETO, Y€ HAYYHUTE
paszpabotku B cdepara Ha CIIK ca Baxxan n HeoOxomumu. CmbpTHUTE cinydan nipu CLIK He
ca MHoro, HO CLIK ¢ rossiMm MakpOCKOIICKH IHaMeThp, aBaHcupanuTe u meractarnynute CLIK
ca TPYJIHH 3a IMOBJHSIBAaHE U JEUEHUE — UCTHMHCKO IPEIU3BHKATENICTBO IMpeJ JepMaroJiora,
OHKOJZIEpMAaToJIora, JibueTepaneBTa u oHkosora. ETo 3aio Temara Ha TUCepTallMOHHUS TPYA €
aKkTyaiHa U aucepTabuiHa. llenta e ¢popMynrupaHa KOHKPETHO, SICHO U TOYHO. 3a HEHHOTO
U3IIBJIHEHHE ca MOCTaBeHW 7 3aJaud, KOUTO IMPOU3IU3aT OT IIeNTa Ha MPOYYBAHETO U
MO3BOJISIBAT Ja ObJaT HallpaBeHU TOCTOBEPHU U3BOJIU.

B nuceprammonnust cu Ttpya A-p llpecmaB BacumeB mnpoyuBa 3aboneBaeMocTTa OT
HEMEJIAHOIIUTHH KOKHU KapIIMHOMHU Ha TepUTOpHUsATa Ha 001. [1eBeH 3a 3HaUNTENEeH BpEMEBU



nepuog — 24 rommam (01.01.2000r.-31.12.2023r.), karo ycraHoBsiBa 5748 marmueHra c
ropernocovyeHuTe auarno3u. OOciaenBaHu ca 1o, Bb3pacT, TUI HAa HEMEJIAHOIMTHUS KOXKCH
KapIMHOM, TMaTOJIOTUYHO CTajupaHe, 3aboieBaeMOCT Tmipe3 roguHuTe. Haii-BHCOK €
OTHOCUTETHHUAT Is1 Ha marueHtutre ¢ BIIK — 66,6%, nocinenan ot Te3u ¢ CLIK — 28,5%,
bazo-ckBamozen kapuuHoM — 2,1%, IIppBuuen koxen ApneHokapiuuHom — 1,3%,
Hepmatodudpocapkom — 0,6%, bracrom — 0,5% u Mepken-kinervuen kapuunom — 0,4%.

3a nepuoaa 2016-2023 roauua, B peTpo- U NPOCIEKTUBEH IUIaH ca MPOy4YeHHu 355 marueHra,
JUarHocTupand c¢bec CnUHOLIENyIapeH KaplIUMHOM Ha KoxaTa. [Ipu BCHMYKM MalMeHTH 3a
LIEIUTE HA aHaJIM3a € MOITbJIBaH PErucTpaloHeH (uIL.

OO6cneaBanu ca penuiia XapaKTePUCTUKH Ha MAIUEHTUTE, KaTo I0JI, Bb3PacT, npodecusi, Xoou
CBBpP3aHO €  (DOTOCKCIO3UIUS, MECTOXKMBEECHE, CBI'BTCTBAIIM  3a00NSABAaHUS U
MMYHOCYTIpEcHpala Tepanus, BPEeMETO 3a MPaBUIHO IIOCTaBEHA JMarHo3a U JIEYCHHE.
OO6cnenBana e coenuduyHaTa JIOKaJU3alus Ha TyMOpa, HETOBHMSAT  JUAMETHP,
XUCTONATOJIOTUYHU  XapaKTEPUCTHUKH, MATOJOTUYHO  CTaJupaHe. YCTaHOBEHH  ca:
IpeBaJiipaHe Ha MBXKKHS 10JI, Hali-Bucoka yectorata Ha CLIK Ha 75 — rogumna BB3pacr,
BCHYKH IMAIIMEHTH ca OT OsyaTta paca, ¢ koxkeH @otorum I-11l. Pesynrarure morebpkaaBat
Bpb3KaTa Ha KOXXKHUTE HEOIUIACTUYHM 3a00JIIBaHUS C WHTEH3UTETa Ha CIbHYEBaTa
eKCIIO3UIUsl M MpHeMa Ha MMYyHOCympecupaina Tepanus. JlaHHUTe q0Ka3BaT, ye KOJIKOTO €
MO-ABJITO BPEMETO A0 AMArHOCTHIMPAHE, TOJIKOBA € MO-TOJISIM TYMOpPBT. YCTaHOBEHA € W
CTaTHUCTUYECKH 3aBUCUMa Bpb3ka Mexay nauamerbpa Ha CILK wu BeposTHOCTTa 3a
peuuaIMBUpaHe WM MeTacTasupaHe. Y CTaHOBEeHA € Hai-Bucoka yectora Ha CLIK B obnacrra
Ha rJaBaTa W IIUATA, MOCIEABAaHM OT KApUUHOMU Ha TOpCa, TOPHUS KpaWHUK U TIEHHUCA.
[Ipoyyena e um cnenmuduuHara nuneBa Jokanu3anus. [IpoydeHa e TpexXHBSIEMOCTTa Ha
MAIMEHTUTE U € YCTAHOBEHA CTATUCTUYECKU 3HAYMMa BPb3Ka MEXIY TYMOPHUS IUaMETHpP U
obmara mpexuBsieMocT. KOJIKOTO € MO-TOJIIM TYMOpPHHSI JHAMEThpP, TOJKOBA € TO-HHCKa
IPEXHUBSIEMOCTTa Ha MalMEHTUTE. AHalU3UpaHa € CMBPTHOCTTa OT 3a00JsIBAaHETO U €
ycTaHoBeHO, 4e npu 1,97% oOT mnamueHTUTe NOpUYMHATA 3a CMBPT € aBaHCUpal WIH
metactatuueH CIIK.

N3BBpIIeHO € MoapoOHO XUCTOMATONOrHYHO u3cnenBane Ha 100 mepBuyHu nuBazuBHu CLIK.
[locnennure ca pa3feneHd B JIBE TPYHH CIOPEA MaKpPOCKONCKHS auaMeTsp - <20MMm u
>20mMM. YcTaHOBEHA € CTaTUCTUYECKH 3HaUYMMa BPb3Ka MEXKITY MAaKPOCKOIICKHS JTUaMEThp Ha
I'BPBUYHUS TYMOP M YeCcTOTaTa Ha MOsBa Ha PEIUAMBH M METAacTa3u B JUM(PHHU BB3IH U
BBTPEIIHU OpPraHu. Y CTaHOBEHA € CTaTUCTHUYECKU 3HauyMMa Bph3ka Ha auameTbpa Ha CIIK c
JIOKAIN3aIMsITa, XHUCTOJNOTHYHAaTa nebennHa 1o Breslow, tymopHara audepeniuanus,
HaJUYMETO Ha MEepUHEBpaIHa 1 IMMQOBACKYyIapHa HHBA3H U Y€CTOTaTa Ha TymMopa. 3a 1esra
Ha TOBa MPOYUYBAHE € MOIMBJIBAH MOAPOOEH XUCTONATOJIOTHYEH (hHUIIL.

N3BBpIIeHO € MMYHOXHMCTOXMMHYHO H3cieaBaHe Ha ekcrnpecusara Ha PD-L1, PD-1 u CDS§
BBPXY CIlydyauTe, U3MOJI3BAaHU B XHCTOIMATOIOTUYHOTO MpOoy4BaHe. VI3Mmon3BaHUTE aHTUTENA
3a wm3cienaBaHeTo (mwuimre MoHOKJIOHATHO [NATI105] amtu-PDI1, pekoMOWHAaHTHO 3aemiko
antu-PD-L1 antutso [SP142] - C-terminal, Dako FLEX Mono Mo a Hu CDS8, cl C8/144B,
RTU), xakro um paboTHata Meronuka ca Jo0pe moaOpanu W onucaHu. W3momn3BaH e
CHeIHaTHO pa3pabOTeH W TPHIOKEeH  uUMyHoxucroxumuuyeH ¢um. [Ipum ananmza Ha
pasyliTaTuTe OT UMYHOXHMCTOXMMHUYHOTO M3CJI€[IBaHE, HE CE€ YCTAHOBABA CTATUCTUYECKH
3HaunMa Bpb3ka Mexay PD-1, PD-L1 u CD8 — XX ekcnpecusta U BHCOKO-PHCKOBUTE
XUCTONATOJIOTHYHU XapakTepucTuku npu obOcienanute CLIK Ha koxara. Bp3 ocHOoBa Ha
pe3ynTaTuTe M JaHHUTE OT JUTepaTypaTa, cTaBa scHO, ue uicneaBanero Ha PD-1, PD-L1 u
CD8 ¢ mo-uH(popMaTHBHO W JaBa WHGOPMAIUS OTHOCHO TPEKUBIEMOCT Ha TAIMCHTAa U



OTrOBOp KBbM HMYyHOTepamusi ¢ ,,checkpoint® wmHxuOuTOpH, KOraTto ce H3BBPIIBA BBPXY
METacTaTUYHH ThKaHH.

Cnen 3abenexxkara 1o BpeMe Ha BbTPELIHATA 3alIUTA, U3CICABAHUITA Ca PA3IIMPEHU U MPU
70 OT TYMOpPHUTE € M3BBPLUICHO UMYHOXHUCTOXUMHYHO H3cieaBane Ha mapkepure CD4, Ki67,
kakTo U cbhotHomeHueto CD4:CD8. YcraHoBeHa € CTaTHCTUYECKM 3HAuYMMa pasliuka B
excripecusita Ha CD4 u Ki67 Mexay rpymnata Ha HHCKO-PHCKOBUTE M IpylaTa Ha BHCOKO-
puckoBute CLIK. Cratuctudecku ¢ ycranoseH e cut-off or 1,3 3a crotHOmenunero CD4:CD8.
TymopuTe ¢ mo-BUCOKa CTOWHOCT €a C M0-01aronpuaTHO MPOTHYAHE, JOKATO IO-arpeCUBHUTE
ce xapaktepusupar ¢ HuBo Ha CD4:CD8 mox 1,3. CrotHomenuero CD4:CD8 e monepHo
u3cieBaHe, KOETO B MOMEHTA C€ M3BBPIIBA IPU PA3JIMYHUA BHIOBE COJMIAHU TyMOPH, KaToO
IpU BCeKH cToMHOCTTA Ha CUt-Off e pasnuuna. M3cienBaneTo ce U3BbPIINBA 33 IBPBU BT MPU
nauuentu crpagamu ot CHK B bearapus

B npunoxxenusita KbM AMCEPTALIMOHHUS TPYJ ca MpeicTaBeHu KiauHU4HU ciaydau Ha CLK,
ACOIMHMPAHH C XPOHUYHH BB3MAIUTEIHN 3a00JIIBaHUS HA KOXKaTa, KAKTO U MEIMKAMEHTO3HO
WHIYIUpaHu TyMOpH. 3a MbpBU BT y Hac 1-p [IpecnaB Bacuies onucsa ciydaii Ha TOKaJIHO
aBancupan CIIK na koxara mpu manueHTt, crpagam; ot Epidermolysis bullosa hereditaria
dystrophica, ycnemHo nekyBaH ¢ umyHorepanus — Cemiplimab. 3a mbpBu mbT y Hac e
onMcaH ciydaid Ha JokanHo aBaHcupan CLIK Ha kokaTa, MHIyLHpaH OT JIbJITOTOAMILIEH
npuem Ha Hydroxyurea mpu maiueHT, cTpazain ot EceHinanHa TpoMOOIIMTEMHS, JIEKYBaH C
umyHnotepanusi — Cemiplimab. ITo TemaTa Ha qucepranoHHus Tpyn A-p Bacunes npencrass
4 HayyHU MYOJIMKAIlMM B HAI[MOHAJHU MEPUOJUYHMU U3JIAHUS, OT KOUTO JBE€ HA AHTJIUHCKU
€3UK, KaTO BbB BCHYKH OT TAX TOW € mbpBU aBTOp. JlokTopaHThT uMa 11 HaydHM ydacTus ¢
OpaJIHM TPE3CHTAllMU U TOCTEPU, OT KOUTO 7 — B HAllMOHAJIHU HaydyHU Gopymu u 4 - B
MEXTyHAPOJIHU HAYIHU (HOPYMHU.

B 3zakirouenue:

B Hacrosimara pabota ca cbOpaHu pe3yaTaTuTe OT NPOYYBAHUS BbPXY €HA aKTyaJaHaTa TeMa
— CIUHOLETYyJapHUsS KapUMHOM Ha Koxara. Ha ¢oHa Ha HOBOpa3paOOTEHUTE CHUCTEMHHU
Tepanuu 3a 3abossiBaHeTo, mpoyuBaHuATa BbpXy CLIK ce owakBa ga ce yMHOXaBart.
[TocraBenara e M 3aJa4M ca U3M'BJIHEHU U HAIpaBEHUTE U3BOAM ca MOTUBUpaHH. M3BoauTe
U NIPUHOCHUTE JIOTUYHO CIIEABAT PE3YJATATUTE OT OCBIIECTBEHNUTE NpoyuBaHusi. C opuUruHaieH
XapakTep ca JaHHUTE IIOJyYE€HU OTHOCHO ENUAEMUOJIOTHTA, XHUCTONATOJIOTUYHUTE U
MMYHOXMCTOXMMHYHUTE XapaKTEPUCTHKM Ha CIMHOLENYJIApeH KapLUWHOM Ha KoXkaTa. 3a
bparapus ToBa € mMbpBUAT AUCEPTALIMOHEH TPY[, MOCBETEH Ha MpoljemMa - CHUHOLETyIapeH
KapLMHOM Ha KOXara.

[Topagu ropemsnokeHOTO, yOEIeHO AaBaM CBOSITa IMOJOXKHUTEIHA OIEHKA 32 MPOBEIEHOTO
u3cieBaHe, MPeICTaBeHO OT pEeLEeH3UpaHUTE MO-Tope AMCEpPTAIllMOHEH Tpyl, aBTopedepar,
MIOCTUTHATH PE3YJITaTU U MPUHOCH, U MpeAJIaraM Ha MOYMTAEMOTO HAYYHO KYpH Jla MPUCHIU
oOpa3zoBarenHaTa W Hay4dHa cCTemneH ,,Joktop” Ha na-p llpecnmaB IlmamenoB Bacuner B
JIOKTOpPCKa Iporpama 1o ,,Jlepmaronorus u BEeHepoaorus .

15.04.2025 r., rp. Codwus.

M3roTBUII CTAHOBUIIETO: Ha ocHoBaHMe un. 59 oT 33n4

[Tpod. a-p Mupocnasa lBanosa Kanypuna, 1.M.H.
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From: Prof. Dr. Miroslava Ivanova Kadurina, MD, PhD

University Acibadem City Clinic, Sofia, Bulgaria

Subject: Dissertation for the Medical Sciences degree ,,Doctor on the topic "Modern
epidemiological, histological and immunohistochemical characteristics of squamous cell
carcinoma of the skin"

To Dr. Preslav Plamenov Vasilev - doctoral student at Department of Dermatology,
Venereology and Allergology, Faculty of Medicine, Medical University - Pleven

Scientific supervisors:

Prof. Dr. Petranka Troyanova, MD, PhD; Prof. Dr. Dobromir Dimitrov, MD, PhD

The dissertation and documents provided to me meet the requirements of the Act on the
Development of Academic Staff in the Republic of Bulgaria, the Regulations for its
implementation and the Regulations for the Development of Academic Staff at the Medical
University - Pleven. The manuscript contains 120 standard typewritten pages, of which: Table
of Contents and Abbreviations — 5 pages. Introduction — 2 pages, Literature Review — 29
pages, Aim and Objectives of the Study — 2 pages, Material and Methods — 5 pages, Results
of Own Research — 43 pages, Discussion of Results — 9 pages, Conclusions and Contributions
— 8 pages, Bibliography — 15 pages with 228 titles, of which 3 in Cyrillic and 225 in Latin,
Appendices — 35 pages, Scientific Production on the Topic of the Dissertation — 1 page. The
results and analysis of the data are presented on 52 pages, illustrated with 57 tables and 45
figures. | declare that | have no scientific works in common with the dissertation candidate
Dr. Preslav Plamenov Vasilev.

Non-melanocytic skin carcinomas are the most frequently diagnosed malignant diseases in the
human body. The main representative of this group of diseases is Basal Cell Carcinoma of the
Skin (BCC), which is why it has been studied for decades and the features of its clinical
course, pathological behavior, diagnosis and treatment have been largely discovered. As early
as 2013, the first targeted therapy for the treatment of BCC with the Hedgehog inhibitor
Erivedge was approved, and other new therapeutic options are currently being developed. On
the other hand, Squamous Cell Carcinoma of the skin (SCC) has been studied significantly
less. It was only in 2019 that immunotherapy with the PD-1 inhibitor Cemiplimab was
approved for the treatment of SCC, and the development of other new medications has only
just begun. Clinical trials and scientific developments on SCC lag behind those on BCC by
about 1 decade, which leads to the conclusion that scientific developments in the field of SCC
are important and necessary. Deaths from SCC are not many, but SCCs with large
macroscopic diameter, advanced and metastatic SCCs are difficult to treat - a real challenge
for the dermatologists, oncodermatologists, radiation therapists and oncologists. That is why
the topic of the dissertation is relevant and dissertable. The goal is formulated specifically,
clearly and precisely. For its implementation, 7 tasks have been set, which allow reliable
conclusions to be drawn.



In the dissertation, Dr. Preslav Vasilev studies the incidence of non-melanocytic skin
carcinomas in the Pleven region for a significant period of time - 24 years (01.01.2000-
31.12.2023), identifying 5748 patients with the above-mentioned diagnosis. Gender, age, type
of non-melanocytic skin carcinoma, pathological staging, and incidence over the years were
examined. The highest relative proportion of patients with BCC is 66.6%, followed by those
with SCC — 28.5%, Basal-squamous carcinoma — 2.1%, Primary cutaneous adenocarcinoma —
1.3%, Dermatofibrosarcoma — 0.6%, Blastoma — 0.5% and Merkel cell carcinoma — 0.4%.

For the period 2016-2023, 355 patients diagnosed with Squamous Cell Carcinoma of the skin
were studied in a retrospective and prospective manner. A registration form was filled out for
all patients for the purposes of the analysis.

A number of patient’s characteristics were examined, such as gender, age, profession, hobby
related to photoexposure, place of residence, concomitant diseases and immunosuppressive
therapy, the time for correct diagnosis and treatment. The specific localization of the tumor,
its diameter, histopathological characteristics, pathological staging were examined. The
following were found: male predominance, the highest incidence of SCC at the age of 75, all
patients were Caucasian, with skin Phototype I-I1l. The results confirm the relationship of
skin neoplastic diseases with the intensity of sun exposure and the intake of
immunosuppressive therapy. The data prove that the longer the time to diagnosis, the larger
the tumor. A statistically dependent relationship was also found between the diameter of the
SCC and the probability of recurrence or metastasis. The highest incidence of SCC was found
in the head and neck region, followed by carcinomas of the torso, upper limb and penis. The
specific facial localization was also studied. The survival of the patients was studied and a
statistically significant relationship was found between the tumor diameter and overall
survival. The larger the tumor diameter, the lower the survival. The mortality rate of patients
was analyzed and it was found that in 1.97% of patients the cause of death was advanced or
metastatic SCC.

A detailed histopathological study of 100 primary invasive SCCs was performed. They were
divided into two groups according to the macroscopic diameter - <20mm and >20mm. A
statistically significant relationship was established between the macroscopic diameter of the
primary tumor and the frequency of recurrence and metastasis in lymph nodes and internal
organs. A statistically significant relationship was established between the diameter of the
SCC with localization, histological thickness according to Breslow, tumor differentiation, the
presence of perineural and lymphovascular invasion and the frequency of the tumor. For the
purpose of this study, a detailed histopathological sheet was filled in.

An immunohistochemical study of the expression of PD-L1, PD-1 and CD8 was performed
on the cases used in the histopathological study. The antibodies used for the study (mouse
monoclonal [NAT105] anti-PD1, recombinant rabbit anti-PD-L1 antibody [SP142] - C-
terminal, Dako FLEX Mono Mo a Hu CD8, cl C8/144B, RTU), as well as the methodology
are well selected and described. A specially developed and implemented
immunohistochemical questionnaire was used. When analyzing the results of the
immunohistochemical study, no statistically significant relationship was established between
PD-1, PD-L1 and CD8 - IHC expression and high-risk histopathological characteristics in the
examined skin SCCs. Based on the results and data from the literature, it is clear that the study
of PD-1, PD-L1 and CD8 is more informative and provides information about patient survival



and response to immunotherapy with “checkpoint™ inhibitors, when performed on metastatic
tissues.

After the observation during the preliminary hearing, the studies were expanded and in 70 of
the tumors, immunohistochemical examination of the markers CD4, Ki67, as well as the
CD4:CDa8 ratio was performed. A statistically significant difference in the expression of CD4
and Ki67 was established between the group of low-risk and the group of high-risk SCC. A
cut-off of 1.3 was statistically established for the CD4:CD8 ratio. Tumors with a higher value
have a more favorable course, while more aggressive ones are characterized by a CD4:CD8
level below 1.3. The CD4:CD8 ratio is a modern study that is currently performed in different
types of solid tumors, with each having a different cut-off value. The study is being conducted
for the first time in patients suffering from SCC in Bulgaria

The appendices to the dissertation present clinical cases of SCC associated with chronic
inflammatory skin diseases, as well as drug-induced tumors. For the first time in our country,
Dr. Preslav Vasilev describes a case of locally advanced SCC of the skin in a patient suffering
from Epidermolysis bullosa hereditaria dystrophica, successfully treated with immunotherapy
— Cemiplimab. For the first time in our country, a case of locally advanced SCC of the skin,
induced by long-term intake of Hydroxyurea, in a patient suffering from Essential
Thrombocythemia, treated with immunotherapy — Cemiplimab has been described. On the
topic of the dissertation, Dr. Vasilev has presented 4 scientific publications in national
periodicals, two of which in English, and in all of them he is the first author. The doctoral
student has 11 scientific participations with oral presentations and posters, 7 of which — in
national scientific forums and 4 — in international scientific forums.

In conclusion:

This work has collected the results of studies on a current topic — Squamous cell carcinoma of
the skin. Against the background of newly developed systemic therapies for the disease,
studies on SCC are expected to multiply. The set goal and tasks have been met and the
conclusions drawn are motivated. The conclusions and contributions logically follow the
results of the studies carried out. The data obtained regarding the epidemiology,
histopathological and immunohistochemical characteristics of Squamous cell carcinoma of
the skin are of an original nature. For Bulgaria, this is the first dissertation work dedicated to
the problem of Squamous cell carcinoma of the skin.

Due to the above, | confidently give my positive assessment of the conducted research,
presented by the above-reviewed dissertation, abstract, achieved results and contributions, and
| propose to the esteemed scientific jury to award the educational and scientific degree
"Doctor" to Dr. Preslav Plamenov Vasilev in the doctoral program in "Dermatology and
Venereology".
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Prof. Dr. Miroslava Ivanova Kadurina, MD, PhD



