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pe/loBeH aCHCTEHT KbM KaTeapa «“[TaTONOTOAHATOMHS KBM MeguAHCKA
YHUBEPCUTET TlneseH.

KoHLenusTa 33 JIOKaIHAA TyMOpEeH UMyHUTET A poisATa My B pa3BUTHETO Ha
OHKONIOTHUHHUTE MPOLECH € WBKITFOUATENHO MOTyJIspHa OCJIeIHATE TOANHU.
HarpynBaHeTo Ha 3HaHW B a3y [OCOKA IaBaT Bh3MOKHOCT HE caMo 34 TI0-
106pOTO pazdupane Ha TyMOpOTeHe3ara, Ho 1 32 M3rOTBSIHETO HA HOBA
TeparneBTHYHH CTPATErit.

JiuTepaTypHHAT 0630pe U3KIFOUUTEIHO noapoOeH 1 aKTyaneH, paszieNieH Ha 6
[7aBY B KOMTO aBTOpa MHOTO TOYHO OIKCBA POJIsATa Ha MHKpOCpeaTa 3a
pB3HMKBAHE U PA3BUTHEC HA TyMODHU# IPOLEC TPH KT ¥ mo-KOHKpETHO IpA
crieJHUATE 4 MOJITUIIA - Luminal An Luminal B- mogo0HH, HER?2-1103UTHBEH ¥
TPONHO HEraTUBeH - Abel

[locraBeHa e sicHa HeJi: 1a ce [IpOyYaT HIKOH MOpGHONIOTUYIHHA 1

JIMYHOXUCTOXUMUAYHAACTIEKTHI OT AaHTATYMOpPHUS UMYHEH OTTOBOP MPUPA3TAIHHA
cyOTUIIOBE PMXAK.

MartepHanbT Ha IpOyIBaHeTO obxpamza 100 mareHTH © MOP(OIOTHIHO
[OKa3aHIbPBUYCH MHBA3UBCH K[, rpymupaHy B 4eTHPH MOJIEKYJISIpHH CypOTaTHH
cyoTHIIa (Luminal An Luminal B- mofo6HH, HER2-TI03UTHBEH ¥ TPOUHO
serarubeH - TH), mo 25 ciydas BCEKH.

HPHHOXCCHH MeTOAH:KadyeCTBCH, MOp(bOJIOI‘I/I‘-ICH, BKJIL. I/IMyHOXI/ICTOXI/IMI/ILICH n
CTATUCTHYCCKH. Beuuku T€ Ca 1106pe OIIACaHH, MOTHBHUPAHU A oHarJieJcHHU.

JIucKycHATA japbpuiBa € 32 H3BOAA,pazie/ieHH B TPH rpynm:

| . CBpp3aHU C YecToTarTa i POTHOCTHHATA CTOMHOCT Ha eIUIEMHAONIOTHIHI
AKITUHUAKO-T1aTONOrHIHA XapaKTePUCTHKHU Ha p3clleIBaHUTE Cirydan C Kl u
pa3NUKUTENM NPH OTHeNHUTE CYOTHIIOBE;

2. BasupaHu Ha OIpeNeIiHe Ha yecTOTATA Ha HMYHHUTE (axTopy U
J3clieiBaHUTE Cilydan C KI', Ha B3auMHAaTa UM Kopenanys i PasiuKnTe M IIpU
OTHETHUTE CyOTHIIOBE R :

3. Cppp3aHH C Kopenanuu MEKJLY eTAIEMAOIOrHHATE M KJIMHUKO-

[aTOJIOTUUHHATENAHHHU C (paxTopu Ha UMyHHHAA OTTOBOD, BKJI. C IPOTHOCTHAIHA
CTOUHOCT



[Jo-BaxxuuTe OT TSX ca:

I. TH u HER2 nosutuseH KI' ca mo-uMyHOTeHHY IOATHUITOBE B CPABHEHHUE C
JyMHHAIHHUTE, HO Ce yCTaHOBsIBa CyOmoimyaius u npu LumB BapuanTa, ¢ H3paseH
atutymopen HMO.

2. Bucokara xonuentpauus Ha THUJI ce cBbp3Ba ¢ HEOIArOIPUATHH
CMHJEMUONIOTHYHU U KITHHUKO-NIATOJIOTMYHM IIPOTHOCTUYHU (aKTOPH.

3. Ilpu KI" untparymopraute FoxP3 T-perynaropHu KI€TKH HE3aBUCHMO OT
TSAXHOTOKOJIMYECTBO Ca HEONAronpHsiTeH IPOrHOCTHYEH (aKTOpP MPU CHUETAHHUE C
HUCKaKOHIeHTpalusa Ha UHTpaTyMopHH CD4 xennepun T — numdoruty.

4. Brucokara ctenes Ha HHQUITpauus ¢ peryiatopau FoxP3+ T - kieTkd B
CTpoOMara ce CBbp3Ba ¢ HETaTHBHA IIPOTHO3A.

5. Hanuyuero Ha CD8+ T — muM(OIMTH ¢ HHTPaTYMOpHA TOKAIXA3aLHs
OTpa3saBa/CecBbp3Ba ¢ 6JaronpUsaTHa Mporuo3a npu LumA TyMopH.

6. PD-L1 e Boneu uHXuGUTOpEeH MeXaHU3bM B CTpoMara npd Luminal B cy6tun
KT, aFoxP3 T-perynaroprute xierku (karo moasua Ha CD4+ T — mumdormty)
CaM3IbJHUTENHN Ha CyIIpecOpHAaTa (hyHKIIHI.

Juceprarysita 3aBbpiiBa ¢ 4 IPUHOCA OT HAYYHO-TIPAKTHYEH W/UITH OPUTHHANCH
Xapakrep u 4 0T HayYHO-TEOPUTHUIEH XapaKTep

3axnwouenne: [Ipe/CTaBeHUIT AUCEPTAIMOHEH TP/ IPEACTABISIBA
MHOTOMNJIAHOBO U KOMILIEKCHO MPOYYBaHe, H3BBPIIEHO ¢ IOMOLITA Ha MOJEpHHU
AMarHOCTUYHUMETOM U NPELU3Ha CTaTUCTHYeCKa 00paCoTKa Ha 6a3aTa Ha
H3BLPLIEHUTIATOJIOTOAHATOMUYHY U3cieaBaHus. HanpaBenu ca mpuHocu ¢
HAYYHONPUIIOXKEH XapaKTep. JIMcepTallMOHHUAT MaTepHall IO CBOS 00eM 1
KOMIIJIEKCHOCT € HAITBJIHO IOCTAaTh4€H M OTrOBaps Ha IPAaBUITHUKA 33 PAaZBUTHE HA
aKaJeMu4Hus cbcTaB Ha MY-ITneBen. ABropedeparsbT oTpassBa II'bIHO M TOYHO
AMCEPTAllMOHHHUSA TPy A. Y 0elleHO IIpernopbyBaM Ha TIOUATAEMUTE YICHOBE Ha
Hay4HoTo Kypy BbB Bpb3Ka ChC 3alllMTaTa, Ja IPUCHAA HaydHaTa U
obpasosartenna crenes ,,Jloxrop* Ha n-p [Monuna JlamsaroBa JJAMHUTPOBA.
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STATEMENT
FROM

Assoc. Prof. Dr. Angel Danchev Yordanov, Ph.

Associate Professor at the Department of Obstetric Care, Faculty of Health
Care

Medical University — Pleven

DISSERTATION AUTHOR: Dr. Polina Damyanova Dimitrova

THEME OF THE DISSERTATION: Morphological and

immunohistochemical aspects of the antitumor immune response in different
subtypes of breast cancer

RESEARCH SUPERVISOR: Prof. Dr. Savelina Lyubenova Popovska, Ph.

Dr. Polina Damyanova Dimitrova graduated in medicine from Medical
University of Pleven in 2013. Since then she has been working as a physician in
the Department of Clinical Pathology, University Hospital “Dr. Georgi
Stranski”, Pleven. In 2018 she acquired a specialty in Pathological Anatomy and
Cytopathology. Since 2015 she has been a lecturer and since 2018 a full- time

assistant professor at the Departmet of Pathologoanatomy, Medical University
of Pleven.

The concept of local tumor immunity and its role in the development of
oncological processes has been extremely popular in recent years. The



accumulation of knowledge in this direction enables not only a better
understanding of tumorigenesis but also the design of new therapeutic strategies.

The literature review is extremely detailed and up-to-date, divided into 6
chapters in which the author describes very precisely the role of the
microenvironment in the initiation and development of the tumor process in CG
and in particular in the following 4 subtypes — Luminal A and Luminal B- like,
- HER2- positive and triple negative- TN.

A clear aim was set to study some morphological and immunohistochemical
aspects of the antitumor immune response in different subtypes of CRC.

The study material comprised 100 patients with morphologically proven primary
imvasive CG, grouped into four molecular surrogate subtypes (Luminal A and
Luminal B- like, HER2- positive and triple negative- TN), 25 cases each.

Applied methods: qualitative, morphological, including immunohistochemical
and statistical. All are well described, reasoned and illustrated.

The discussion ends with 32 conclusions divided into three groups:

|. Associated with the incidence and prognostic value of epidemiological
and clinicopathological characteristics of CG cases studied and their
differences between subtypes;

_P\)

Based on the determination of the frequency of immune factors in the
investigated cases with CG, their correlation and their differences in
different subtypes of CG; _

. Correlations between epidemiological and clinicopathological data with

(0%}

immune response factors, including prognostic value.
The more important of these are:

1. TN and HER?2 positive CG are more immunogenic subtypes compared to
luminal, but a subpopulation is also found in the LumB variant, with
pronounced antitumor [O. ‘

2. A high TIL concentration is associated with adverse epidemiological and
clinicopathological prognostic factors.

(O]

. In CG, intratumoral FoxP3 T- regulatory cells, regardless of their
quantity, are an unfavorable prognostic factor when combined with a low
concentration of intratumoral CD4 helper T- lymphocytes.



4. High infiltration with regulatory FoxP3 + T- cells in the stroma is
associated with a negative prognosis.
The presence of CDS8 + T- lymphocytes with intratumoral localization is

thn

associated with a favorable prognesis in LumA tumors.

6. PD- L1 is the leading inhibitory mechanism in the stroma in Luminal B
subtype CG, and FoxP3 T- regulatory cells (as a subtype of CD4 + T-
lymphocytes) are the executors of the suppressor function.

The dissertation concludes with 4 contributions of a practical and original
nature and 4 of a scientific- theoretical nature.

CONCLUSION: The presented dissertation is a multifaceted and complex
study, carried out with the help of modern diagnostic methods and precise
statistical processing based on pathological and anatomical examinations.
Contributions of scientific and applied nature are made. The dissertation
material on its volume and complexity is fully sufficient and complies with
the regulations for the development of the academic staff of Medical
University of Pleven. The abstract fully and accurately reflects the
dissertation work. I confidently recommend to the honorable members of the
Scientific Jury in connection with the defense, to award the scientific and |
educational degree “Doctor” to Dr. Polina Damyanova Dimitrova.

16.10:2022 Assoc. Prof. Dr. Angel Jordanov, Ph.




