A0 NPEACEJATEJISA HA HAYYHOTO KYPU
OIIPEJAEJIEHO CBC 3AIIOBE/I NeP-638/25.02.2025T.
HA PEKTOPA HA MY- IVIEBEH

CTAHOBHILE

Ot non. a-p Ionmuna ['eopruea MapuHoBa- KuikoBa, 1M , IOIIEHT KbM KaTeapa

“ Xupypruuecku 6onectu MenuiHcky Y HuBepceureT- rp. [IneBen

BbB Bpb3Ka che 3amura Ha qucepTaloneH Tpys Ha a-p [pecnas [Tnamenos Bacunes, 3a
npu0OoMBaHe Ha 0Opa3oBaTesHa U Hay4YHa CTeNeH ,, Jlokrop™ mpodecnoHanHo Hanpasnenue 7.1. ,,
Menuina® , o JOKTopcKa mporpama ,, Jlepmaroniorust u BeHepoaorus

Hayunu pproBogurenu- npod. 1-p Jodpomup dumutpos, im — MY Ilnesen u npod. a-p
[Terpanka TpostHoBa, M MY - Codusi.

1. KapuepHo pa3BuTHE HA JOKTOPaHTA

H-p Ilpecnar Bacunes e ponen 1 despyapu 1995 r. B mp. [Inesen. [1pe3 2014 r 3aBbpiBa cpemHo
obpazoBanne B I'mmuaszus 3a IlpenogaBane wa Yyxmm Esurmm-Ilnesen. Ilpes 2020 r. ce
JMIUIOMHpA C ¥ MPUI00MBa BUCIIE 00pa30BaHUE O  CHELMATHOCT ,,MeauimHa*“ B MeauIHCKu
Vuusepucrer- rp. Ilnesen. Ilpe3 mepmoma 2020- 2024r. e pemoseH poktopanT B Kareapa
Hepmatonorus u BeHeponorus™ Ha MY- [lnesen, ¢ Tema Ha qucepTalMOHHUS TPy ,, ChbBpeMeHHa
naromMopdo3a Ha CIIOHOLETYIAPHUS KapIIMHOM Ha KO)KaTa‘.

OcHOBHHUTE €Taly Ha MPEMHHABaHE Ha JOKTOpAHTa ca CMa3eHH M Ca B 3aKOHOYCTAHOBEHHUTE

CPOKOBC, KaCacCllly MMPOLUCAYPUTEC 110 3a4UCIIIBAHC, anp06au1/1;1 1 OTYHCIIAABAHC C IIPABO HA 3alliyTa.

2. AKTYAJIHOCT U 3HAYMMOCT HA JINCEPTAIUOHHMS TPY/I

Temara, KOSITO 3acsira JAUCEPTALIMOHHUS TPyA Ha J-p BacuieB , € M3KIIOUMTENTHO akTyallHa U
aKIEHTHPA BBPXY CHBPEMEHHHU PA3HCKBAHUS OTHOCHO EMUAEMHOIIOTHATA, ITaTOMOP(HOIIOTHsITa Ha
CIIMHOUECITYJIapHUA KapIIUOHOM Ha KOKaTa, KAKTO 1 HOBOCTUTE, IO OTHOIICHUC Ha XUPYPrudHO U
MEIMKAMEHTO3HO JIeYeHHEe Ha TOBa OHKOJAEpPMAarojiorndyHo 3alossiBaHe. B TbpceHe Ha

CbBPCMCHHUTE TPAKTOBKH II0 Ta3uW TEMaA , JOKTOPAHTHT € PCATIM3PATl HAYYHO H3CJICAOBATCIICKU



npoekT. EnuaemMuonoruunnte npoyyBaHusi 1 MOP(HOJOTUYHUTE U3CICIBAHUS /XUCTOJIOTUYHH H
UMYHOXVUCTOXMMHYHHM/ B JWCEPTALIOHHHMS TPYJ Ca OCBHIIECTBEHH B PAaMKHUTE Ha HAy4YHO-
n3cnenoBarencku mpoekt Ne7/2022r., ¢puHancupan or Memuuunacku YHuBepcureT — [lneBen Ha
TeMma: ,,IIpoyuBaHe crerneHTa Ha UMyHOXUMCTOXMUMHUYHA ekcrpecust Ha PD-1, PD-L1 u CD8 npu
BPBUYCH CIMHOICTYJApeH KapIHOM Ha KoKara M TsAXHAaTa pojis B TyMOpHara reHesa‘
[TpoBexxmaHeTo Ha W3CIEIBAHUATA TIO0 TIPOoeKTa € 000peHo ¢ Pemenne Ne676/31.05.2022 r. Ha

KEHW/I npyn Mennmnckn YHuepeureT — [neBen.

3. CrTyKTypa HA AWCEePTAIIMOHHMUS TPY.:

JucepTatlMOHHUAT TpyA € npeiactaBeH Ha 120 cTaHgapTHM MAIIMHONMCHU CTPaHUIIM.
Coeabpxa 45 ¢urypu, 57 Tabmunu u 6 npuioxeHus. bubnuorpadusta BkiIouBa 228
JINTEPATYPHU U3TOYHUKA, OT KOUTO camMO 3 Ha KUPWJIUIA U 225 Ha JIATUHULIA.

TpyabT € XapMOHMYHO CTPYKTYpHpaH, UMa 3aAbDKUTEITHUTE €JIeMEHTH Ha yBOI- 2 CTp. ,
auTeparypeH 0030p-27 cTp., e, U 3aJjaud, MaTeprald U METO/IU, AU3aifH Ha IPOYyYBAHETO —
8 cTp., pe3yaTaTd OT COOCTBEHO MpoyuBaHe IO mpobiema- 37cTp., oOckxAaHe — 9 c1p.,
W3BOJM — 2 CTp., IpuHOCU 4 cTp. W Oubmmorpadus- 14 cTp. ¢ mocineaBanu MPUIOKEHUS Ha
dbopMynspu, OJaHKU OT MPOBEACH H3CIEABAHENO HAy4YeH MPOEKT M CHUMKOB MaTepuai OT
cOoOCTBEHU KIMHUYHA ¥ TATOMOP(OJOTUYHM M3CIEIBAaHUS HAa TAIMEHTH CbC
CTIIMHOIIETYJIapeH KOXKEH KapIIMHOM.

JluteparypHusT o030p € moapoOeH W u3YeprareiieH W Obp30 HacouyBa KbM TeMara Ha
npobiieMa U ouepTaBa ObJEHIMTE 3a/a4d Ha AucepTanusTa. Toil e 0a3upaH HA CHbBPEMEHHU
JAUTEpATYpHH  W3TOYHHUIM W CHOJENS  MEXKIYHAPOIHUS  ONUT HA  pa3judHU
OHKOJICPMATOJIOTHYHN W TMATOHATOMUYHHM IIKOJIM B JUArHOCTHKATa M CHCIU(PUKUTE Ha
nedeHueTo Ha cnmHouenynapaus kapuuHoM (CIIK). Xy6aBo 6u 610 onmuThT Ha OBJITapcKaTa
OHKOJIEPMATOJIOTMYHA IIKOJa TO0 mpodiemMa Ja € Mo- MoApPOoOHO TWPEICTaBeH upe3
6ubnuorpadckara crpaska.

Leara Ha aucepramusTa € SICHA M KOPEKTHA M IOKa3Ba CTPEMEX KbM JeTaim3paHe Ha
npobiemMa - J1a ce mpoyvaT ChBPEMEHHUTE aCMEKTH Ha eTHIEMHOJIOTHATA, MOP(HOIOTHIHUTE
nposiBM  ( XHCTOJIOTMYHU ¥ HMMYHOXHCTOXMMUYHHM XapaKTEPUCTUKH), XUPYPTUYHO U
MEIMKAaMEHTO3HO JICUEHHE TMPU TMAlNHUEHTH, JIUATHOCTHUIMPAHH CbC CHUHOLETYJIepeH
KapIIMHOM.

3agaunTe Ha qEicepTalUATa ca 8 M MPOU3TUYAT AaHATOTHMYHO OT 3a/1aJIeHaTa Iedl.

MaTCpI/IaJ'II/ITe 1 MCTOJUTC Ca HO,Z[pO6HO OIIMCAHU U AOCTa HU3UYCPITATCIIHU.



[IpoyuBanero e 06a3upaHo BBPXY 355 MalMEHTH C XHUCTOJOTMYHO BepUPHUIMPAH KOXKEH
CIOMHOLEIyJapeH KapuuHoM. JlM3allHBT HAa NPOYYBAHETO BKJIIOYBA PETPOCIPKTHBHA YaCT
2016- 2019 r u mpocnektuBHa 4act 2020- 2023r. ¢ BB3MOXKHOCT 3a CpaBSHBAaHE Ha
pe3yaATaTUTE OT ABETE IPyIU.

Pe3ynrarture aHanoruyHO OTpa3sBaT KOMIUIEKCHOCTTA HAa U3CJIeIBAaHUSATA.

CratucTuecku 3Ha4YUMH ca Bpb3kuTe Mexay cragus Ha CLIK u Bpemero 3a penuauBupaHe:
P<0,05 (Actual value P<0,007). KonkoTo € mo-BHCOK CTaaus Ha ITbPBUYHUS TyMOp, TOJIKOBA
€ M0-KpaTKO BPEMETO 3a MOsBA Ha JIOKAJIEH PELUJIUB. Y CTAHOBEHA € CTaTUCTUYECKU 3HAaUMMa
BpB3Ka MEXIYy MOMEHTA, B KONTO MallMeHTa € MOThPCUJI MEAMIIMHCKA IMOMOIIL CJIe] MosiBaTa
Ha TyMOpa, U BpeMeTo 3a peuuauBupane: [Ipyu nmanuueHTUTe NOTHPCUIM MEIUIIMHCKA TOMOIIL
1o 1 roguHa ciep mosiBata Ha TyMOpa, CPEAHOTO BpeMe 3a penuauBupane € 87,15 mecena, a
MpU T€3U NOTHPCHIM ToMoIl A0 5 rogunu — 74,49 mecena. AHaIU3BT HA JTAHHUTE MOKa3Ba
CTAaTHCTUYECKM 3HA4YMMa BpB3Ka MEXAY MHKPOCKOIICKaTa jAeOelrHa Ha TyMOpUTE U
BBb3pacTTa Ha naruenture. Ilo-nebenu ca TymopuTe B rpymnara Ha Bb3pacTHUTE MALUCHTH —
71-80 ronuHuU.

HU3BoguTe, xouto ca 11, ca GasupaH W Ha CTATHUCTHYECKH 3HAYUMU BPB3KH MEXKIY
W3CIIE/IBAHUTE BEJIMYMHM, [IOCTABEHHU B LIEJIUTE HA MPOYYBAHETO. TOBa MpaBU JHCEpTALUATA
00EKTHBHA U IIEHHA C IPHHOCUTE i .

IIpuHocuTe Morar a ce pa3ae/siT Ha 3 rpynu:

1.IlpuHOCH € OpUTHHAJIEH XapaKTep — KaTo ¢ Hail- ToJsMa TEXECT MpruemMaM npuHocu 4,51
6- Te mpuAaBaT MHUOHEPCKUS AyX Ha IUCEPTALUATA :

- 3a nbpBU IBT B bbarapus ce npoyuBa MMyHOXHCTOXMMUYHATA ekcnpecus Ha PD-1, PD-L1
u CD8 npu nepBuuen CLIK Ha kokata U ce onpeaens TAXHAaTa MPOrHOCTUYHA CTOMHOCT 3a
penrauBUpane, MeTacTa3upaHe u OTTOBOP KbM Tepamnus ¢ ,,checkpoint® naxuduropu.

5. 3a mppBU 0BT B bearapus ce npoyysa UMyHOXHCTOXUMUYHATA ekcripecus Ha Ki-67, CD4 u
cpboTHOIIEeHUEeTo Mexay CD4:CD8 T-numdouutute npu nepsuueH CLIK Ha kokata u ce
JI0Ka3Ba CTAaTUCTUYECKH 3HAYMMa pa3jiMKa MEXAy HHUCKO-PUCKOBUTE M BHUCOKO PHUCKOBHTE
TYMOPH.

6. IIpoydyeHu ca enuaeMHuOJIOTHUATa, METOJAMTE 33 JAMArHOCTUKA, JICUEHHUETO, YECTOTaTa Ha
perauBupane u mertactazupane Ha CIIK Ha koxata 3a o6u1. [TneBeH.

2. [IpunocH ¢ NOTBHPAUTENIEH XapaKTep- 5 Ha Opoii.

3. [IpuHOCH C HAYYHO- MPUJI0KEH XapaKTep- 4 Ha Opoli, OT KOUTO C Hal- TOJISIM KIIMHWYHA
MoJi3a OMpeAeNsiM BbBEXKIAHETO Ha XucromaronoruueH ¢um npu mamueHt ¢ CHK Ha

KOKaTa U Cbhb3J4aBAHC Ha aJITOPUTHM 3a MPOMAHA HAa TCPAINCBTUYHUA IMMOAXOI IPHU MALIUCHTU



cbe CIIK Ha kokata TpH ONpEICIICHH XUCTOMATOJOTMYHHM XapaKTEPUCTUKU W OIICHKA Ha
croTHOmEeHueTo Ha CD4:CD8 ¢ oTunrane Ha cut off choTHOMEHNEe Moy 1,3 kKaTo Mapkep 3a
M0- BUCOKA arpeCUBHOCT Ha TyMOpa.

ABTOpedepaTsT € 100pe CTPYKTypUpaH U MpeiaBa OCHOBHUTE MOMEHTH B AMCEPTAIIHATA.

J-p BacuneB mnpezncraBs 2 myOnukamuu B pedepupaHd OBITapcKH H3JaHUS U 2 B
Hepedepupanu criucanus. ima peanuspan | HayuyHO M3CIIE€OBATEICKU MPOEKT BB BPb3Ka C
pa3paboTBaHe Ha JUCEPTALlMOHHMA TpyZ. YdacTBai € B 00mo 20 HayuyHu (opyMH, KakTo B

bear apusd , Taka U B MCXKAYHAPOAHH HAYUYHHU IIPOSIBU B oOJactra Ha ACPMATOOHKOJIOTUATA

4. 3akiaoueHue

Ciex aHAIU3 HA TMCEPTALMSITA N0 OTHOLLIEHUE HA CTPYKTYPA U ChAbP:KAHUE , CYUTAM , Ye TS
€ HAITbJIHO 3aBBbPIICH HAay4YeH TPYA CbC CBOl HOBATOPCKM IyX M NMOAYEPTAHA NMPAKTHECKA
CTOMHOCT. Y0eneHa cbM, 4ye Ts nokpusa kpurepunte Ha IIPAC nma MY- IlieBen 3a
NPUCHAKIAHe HA 00pa30BaTeIHATA M HAYYHA CTelleH ,, /IoKTop* u 1aBaM MoJIOKUTEIHATA CU
oleHka 3a npuchbxaanero Ha OHC* Jloxkrop“ Ha n-p IlpeciaaB BacuiieB, JOKTOPAaHT KbM

Karenpa* lepmaTosiorny u Beneposorus® — MY Iliesen

07.04.2025r. C yBaxkeHHe: Ha ocHoBaHme un. 59 ot 33N
I'p. Ilnesen JHou. I-p [Tonuna Mapunosa-Knuukosa, 1.M.



TO THE PRESIDENT OF
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ANNOUNCED BY ORDER 638/25.02.2025
OF THE RECTOR OF MU-PLEVEN

STATEMENT
by Assoc. Prof. Dr. Polina Georgieva Marinova, MD, PhD

Department “Surgical Dieases”Medical University -Pleven, Bulgaria

According to assesment of a dissertation by Dr. Preslav Plamenov Vassilev, for the
acquisition of an educational and scientific degree "Doctor" in the professional field 7.1.
"Medicine", in the doctoral program "Dermatology and Venereology"

Scientific supervisors - Prof. Dr. Dobromir Dimitrov, MD - Medical University of Pleven and

Prof. Dr. Petranka Troyanova, MD - Medical University of Sofia.

1. Career development of the doctoral student

Dr. Preslav Vassilev was born on February 1, 1995 in the city of Pleven. In 2014, he graduated
from the High School for Teaching Foreign Languages - Pleven. In 2020, he graduated with

and acquired higher education in the specialty "Medicine" at the Medical University - Pleven.

During the period 2020-2024 he is a full-time doctoral student at the Department of

Dermatology and Venereology of the Medical University of Pleven, with the topic of the

dissertation "Modern pathomorphosis of squamous cell carcinoma of the skin".

The main stages of the doctoral student's progress have been met and are within the statutory

deadlines regarding the procedures for enrollment, approval and discharge with the right to its

approval.

2. Relevance and significance of the dissertation work

The topic that concerns Dr. Vassilev's dissertation work is extremely relevant and focuses on

contemporary debates regarding the epidemiology, pathomorphology of squamous cell

carcinoma of the skin (SCC) , as well as novelties regarding surgical and medical treatment of

this oncodermatological disease. In search of modern interpretations on this topic, the doctoral

student has implemented a scientific research project. The epidemiological studies and

morphological studies /histological and immunohistochemical/ in the dissertation were carried

out within the framework of scientific research project No. 7/2022, funded by the Medical



University - Pleven on the topic: "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 tumor
genesis" The conduct of the research under the project was approved by Decision No.
676/31.05.2022 of Commision of Ethics in Scientific Researches at the Medical University -

Pleven.
3. Structure of the dissertation:

The dissertation is presented on 120 standard typewritten pages. It contains 45 figures, 57
tables and 6 appendices. The bibliography includes 228 literary sources, of which only 3 are
in Cyrillic and 225 are in Latin. The work is harmoniously structured, has the mandatory
elements of an introduction - 2 pages, a literature review - 27 pages, a goal and objectives,
materials and methods, a research design - 8 pages, results of one's own research on the
problem - 37 pages, a discussion - 9 pages, conclusions - 2 pages, contributions - 4 pages and
a bibliography - 14 pages. with subsequent attachments of forms, forms from a research
project and photographs from my own clinical and pathomorphological studies of patients

with squamous cell skin carcinoma.

The literature review is detailed and comprehensive and quickly points to the topic of the
problem and outlines the future tasks of the dissertation. It is based on contemporary literary
sources and shares the international experience of various oncodermatological and
pathoanatomical schools in the diagnosis and specifics of the treatment of squamous cell
carcinoma. It would be nice if the experience of the Bulgarian oncodermatological school on
the problem was presented in more detail through the bibliography. The goal of the
dissertation is clear and correct and shows a desire to detail the problem - to study modern
aspects of  epidemiology, = morphological = manifestations  (histological  and
immunohistochemical characteristics), surgical and medical treatment in patients diagnosed

with squamous cell carcinoma.
The tasks of the dissertation are 8 and arise analogously from the set goal.
The materials and methods are described in detail and quite comprehensive.

The study is based on 355 patients with histologically verified cutaneous squamous cell
carcinoma. The study design includes a retrospective part 2016-2019 and a prospective part

2020-2023. with the possibility of comparing the results of the two groups.

The results similarly reflect the complexity of the studies.



The relationships between the stage of the SCC and the time to recurrence are statistically
significant: P<0.05 (Actual value P<0.007). The higher the stage of the primary tumor, the
shorter the time to local recurrence. A statistically significant relationship was found between
the moment the patient sought medical help after the appearance of the tumor and the time to
recurrence: In patients who sought medical help up to 1 year after the appearance of the
tumor, the average time to recurrence was 87.15 months, and in those who sought help up to 5
years - 74.49 months. The data analysis showed a statistically significant relationship between
the microscopic thickness of the tumors and the age of the patients. The tumors were thicker

in the group of elderly patients — 71-80 years old.

The conclusions, which are 11, are also based on statistically significant relationships between
the studied variables, set in the objectives of the study. This makes the dissertation objective

and valuable with its contributions.
The contributions can be divided into 3 groups:

1. Contributions of an original nature — I consider contributions 4, 5 and 6 to be the most

important, as they give the dissertation its pioneering spirit:

- For the first time in Bulgaria, the immunohistochemical expression of PD-1, PD-L1 and
CDS8 in primary skin SCC is studied and their prognostic value for recurrence, metastasis and

response to therapy with checkpoint inhibitors is determined.

5. For the first time in Bulgaria, the immunohistochemical expression of Ki-67, CD4 and the
ratio of CD4:CD8 T-lymphocytes in primary skin SCC is studied and a statistically significant

difference between low-risk and high-risk tumors is proven.

6. The epidemiology, diagnostic methods, treatment, recurrence and metastasis rates of skin

SCC for the Pleven region were studied.
2. Confirmatory contributions - 5 in number.

3. Contributions of a scientific and applied characteristics - 4 in number, of which I
determine the introduction of a histopathological sheet in patients with skin SCC and the
creation of an algorithm for changing the therapeutic approach in patients with skin SCC with
certain histopathological characteristics and assessment of the CD4:CD8 ratio with a cut off

ratio below 1.3 as a marker for higher tumor aggressiveness as the greatest clinical benefit.

The abstract is well structured and conveys the main points of the dissertation.



Dr. Vassilev has 2 publications in refereed Bulgarian scientific journals and 2 in non-refereed
journals. He has implemented 1 scientific research project in connection with the development
of the dissertation. He has participated in a total of 20 scientific conferences and congresses,

both in Bulgaria and in international scientific events in the field of dermato-oncology.
4. Conclusion

After analyzing the dissertation in terms of structure and content, I believe that it is a fully
completed scientific work with its innovative spirit and emphasized practical value. I am
convinced that it meets the criteria of the PRAS of MU-Pleven for awarding the educational
and scientific degree "Doctor" I give my positive assessment for the award of the Degree
"Doctor of Medicine" to Dr. Preslav Vassilev, a PhD student at the Department of

"Dermatology and Venereology" - Medical University of Pleven

07.04.2025. Respectfully: Ha ocHosanme un. 59 or 331/

City of Pleven Assoc. Prof. Dr. Polina Marinova-Kichikova, MD



