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npod. Pernna Komca-Tlenkosa, 1.0.H.

npod. a1-p Aumutsp K. ['ocriognHoB, 1.M.H.

[IpeacraBsiM CTaHOBMILIETO B Ka4eCTBOTO CU Ha ujeH Ha HaydHo xypwu, onpeneneHo
cbe 3amoBen Ha Pextopa Ha MY — IlneBen (Ne 3773/17.12.2024 r.). [exnapupam, ue
HAMaM KOH(IMKT Ha WHTEPECH, BKIIOYUTEIHO ChaBTOPCTBO C AWCEpTaHTa bopuciar
[IBeTanoB JumMuTpOB.

OO0 npeacraBsiHe HA MpoLeaypaTa

[IpencTaBeHUSAT KOMIUIEKT MaTePUAIM HA €JIEKTPOHEH HOCHUTEI € B ChOTBETCTBUE
¢ m3uckBanuaTa Ha Umn. 38. (1) ot IlpaBuiHUK 3a pa3BUTHE HA aKaJeMHYHUS CHCTaB B
MenunmHckn yHuBepcuteT — [lneBeH. Bb3 ocHOBa Ha Habopa MaTepuaiu U JOKYMEHTH
3asBsBaM, Y€ Ca CIIA3€HU pela W YCJIOBMATA 3a 3alUTa Ha JUCEPTAllMOHEH TpPy.X 3a
npunobuBane Ha OHC ,Jloktop“, cwrmacao 3PACPB, TIII3PACPH u IIPAC B
MenunnHCcku yHuBepcHuTeT — [ liieBeH.



Kparku Ouorpadguynm 1aHHU 32 JOKTOPAHTA
HucepranteT bopucnaB L[BeraHoB [IMMHTPOB npuTE)kKaBa MAaruCTbpCKa CTENEH [0

buodusuka. 3abpiisa ¢ oriamune Codwuiicku yausepeurer ,,CB. Kimment Oxpuiacku™ (urioma
cepust A12-CY Ne M220521, uznanena va 09.05.2013 r.).

IIpodecronannara My kapuepa 3amouBa mpe3 2013 1. xaro Ouomor B MeIUITMHCKA
yHUBepcuTeT — [ LnneBeH.

Ha 28 roru 2013 1. g-p JumuTpoB 3aeMa TO3MIMATA HA ACHUCTCHT MO OHMOXUMUS B
Menuimncku yauBepceuret — [ neBen, kosito u3nmbiHsBa 10 2023 r.

Ot 2023 r. no mMomenra A-p JumurpoB e mnpenojgaBaten no buoxumuss B cChus
yHuBepcuteT. bopucna JIuMUTpoOB ydacTBa B ydeOHO-TIpEnogaBaTesIcCKaTa IEHHOCT B CEKTOP
"buoxumus"“ kaTo mpemojaBaren Mo ydeOHATa IUCHUIUIMHA ,.bHOXUMHS HA CTyICHTH-
menunu BEO u AEO.

Brnanee anrnuiicku €3k U MPUTEKaBa yMEHHs 32 padoTa ¢ KOMITIOTHP.

nee

Hay‘{HO-I/BCJIeIlOBaTeJICKaTa JeHHOCT

Hayuno-u3cnenoBarenckata jeiHoct Ha bopucnas [IMMHUTpPOB € CBBbp3aHa C
pa3IMYHM aCIEeKTH OT OMoxuMusTa U reHetukara. Cbe 3anoses Ha Pekropa Ha MY -Ilnesen
(Ne 2448 ot 26.09.2019 r.) e 3auucneH, cuutano ot 18.09.2019 r., KaTo AOKTOpPaHT B
cBoOogHa ¢opma Ha oOydyeHHE ¢ TeMa Ha AMCEPTALUOHHUS TPYyI ,,AHAJHM3 POJIATA HA
reHeTHYHU BapMaHTH Ha TPOoMOOPMIMYHU (PAKTOPH B MATOJOrHSITA HA ICOPHA3UC
ByJrapuc®. Hayunu ppkoBoautenu H ca npod. Peruna Komca-Ilenkosa, 1.6.H. u ipod. 1-p
Jumutep K. I'ocnonnsoB, 1.M.H. bopucinas JIMMUTPOB € OTYHUCIIEH C IIPAaBO HA 3alUTa IpU
M3IBJIHEHU 33/1a4d 110 MHJIUBUAYAIHMS Yy4eOeH IUIaH U NMPUAOOUTH HEOOXOAUMHU KPEIUTH,
cbe 3anoBeq Ha Pextopa Ha MY — [IneBen Ne 3175/19.10.2023 r.

AKTYaJIHOCT HA Ha INCEPTALMOHHHUSA TPY:

[IcopuazuchT € XpOHHMYHO BB3MATUTETHO 3a00JIIBaHE, KOETO C€ CBBP3Ba HE CaMo C
KO>KHHU IPOSIBU, HO M CbC CUCTEMHHU HapyIIEHUs, BKIOUYUTEIHO MOBUIIEH PUCK OT TPOMOO3a.
I'enernunute QaxTopu, CBbp3aHU ¢ TPOMOOPMINS, MOTAT Ja UTpasiT posis B pa3BUTHETO Ha
3a00JIIBaHETO Y HETOBUTE YCIOKHEHUS.

N3cnenBanero Ha yecToTata Ha TPOMOODUIUYHUTE MyTaIlMK TIPU MAIIUEHTH C TICOPUA3HC €
OT CBIIECTBEHO 3HAYEHHE 3a MO-I00pOTO pa3bupaHe Ha MaToreHe3aTa Ha 3a00JSBAHETO U
MOTEHLIMAJTHUTE MYy BPB3KU C JPYrHd CBHCTOSAHUS KaTO CHPJACYHO-CHIOBU 3a00JSIBAaHUS U
MeTa0oIUTHU HapyuieHus. [10-1o0poTo mo3HaBaHe Ha TE3UW MEXaHW3MU MOXKeE Ja JIOIpUHece
3a o-e()eKTUBHM CTPATETUH 32 JICUEHUE U MPOPHUIAKTHKA.

JuceprauimoHHUAT TpyA € HamucaH Ha 137 cTpaHuuM W chAbpka 38 TabmuIM

u 34 purypu. BritoueHM ca BCHYKM OCHOBHHM €JIEMEHTH Ha OO0 BB3NpHETaTa y Hac

CTPYKTypaTa 3a NpeJCTaBsHE Ha TUCEPTALMOHEH TPYI: BbBEJIEHUE — 2 CTp.; JUTEpaTypeH

00630p — 33 (32) cTp.; e U 3334 — 2 CTP.; MaTEPHAIM U METOIAN — 28 CTp.; pe3yiTaTH —

19 crp.; mmckycms — 17 ctp.; 3aKimOYeHWE M WM3BOAM  — 3 CTP., TPUHOCH —

1 ctp.; mpunoxkenust 7 crp; Ombmmorpaduss — 23 cTp., BKIrouBamia 412 u3TouHMKAa Ha

JaTUHUIA U 4 Ha KUPWIKIA, KaTO rojsiMa 4acT OT CTaTUHUTE ca oT nocieanute 10 roauxu.

JlncepTallMOHHMUAT TPYA NMPEACTaBA MHTEPECHA TeMa U ChbAbP:Ka HeHHU uaen. C

MAJIKO NOBeYe BHUMAaHHE KbM TeXHHYECKOTO U3ITbJIHEHHE U NO-CTPUKTHO CIIa3BaHe Ha

NnpaBMjIaTa 3a HUTHpPaHe, TOH OMm MoOrmJa ga Obae ome no-pnevariassam. Tosa Ou



JAOTPUHECJIO0 32 N0-ACHO M Y0eUTeJHO NpeacTaBsiHe HA pe3yJITaTuTe.

JluteparypHusT 0030p € TOAPOOEH M TOCIEAOBAaTETHO  CTPYKTYpHpAIL
uHpopManMaTa, KaTo 3amouBa ¢ OOI[ Tperjiea Ha ICOPHA3UC BYJITapuUc, Heromara
eMHUJIEMHOJIOTHS, PUCKOBH (DAaKTOPH M HUMYHOBBINAIMTEIHM MexaHu3MH. CrernuaiHo
BHUMaHHE € OTJEJIEHO Ha Bpb3KaTa MEXIy Icopuasuca W TpomOoduiusaTra, Karo ca
pasriefaHy TeHEeTUYHUTE mosmMopdu3mu, cebp3anu ¢ Tpomoodpmmms (PAI-1, MTHFR, GP
[1b/111a, FVL, FII).

[locraBeHuTe 1en M 3aJayd ca Jia ce ONpeAeNd Jald CleuuUYHH TeHETHYHU
BapuaHTu (monumopdu3Mu) B TeHUTe, Komaupamu TpomOodummunu dakropu (PAI-1, PL
A1/A2, MTHFR, FVL u FIl), ca cBbp3aHu C MOBHUIICH PUCK OT Pa3BUTHE Ha ICOPHA3UC
BYJIFAPUC U CHITBTCTBAIIM 3a00JIIBaHMSL.

@opMmynupaHy ca MEeT OCHOBHU 33Jaud, BKJIKOYBAILM T'€HOTHUIMPAHE HA NALUEHTH C
rakatHa (opMa Ha TICOpHMA3WC M KOHTPOJHA TpyHa OT 3ApaBU JOOPOBOJNIM, KAKTO W
CTaTHCTUYECKa OLEHKA Ha BpPb3KaTa MEXKIy HU3CIIeBAHUTE F€HETHUYHU BapHallUd U PUCKA OT
pa3BUTHE HA TICOPHA3UC, CHPACYHO-CHAOBU 3a00JIBaHUSA, METAOONMTHU HAPYIUICHUS U
3axapeH auaber Tum 2.

W3cnenBaHeTo € MPOBENEHO cpel MNAalMeHTH C IUIaKaTeH IICOpHas3uc M 3/paBu
KOHTPOJIH, MOoAOpaHu chOOpa3HO MpeaBapUTEIHO AedUHUPAHH KPUTEPHH 32 BKIIOYBAHE U
n3KimoYBane. KnmHuuHUTE 1 AeMOorpadCcKuTe XapaKTepUCTHKN Ha YIaCTHHUIIUTE Ca MOAPOOHO
MpPECTaBEHU B JucepTaudoOHHUS Tpyd. [lpuiiokeHn ca CbBpEMEHHH MOJIEKYJISPHO-
TEHEeTUYHU TEXHUKHU, Cpell KOUTO ToyimMepasHa BeprkHa peakius (PCR) u Heitnute
paszHoBuAHOCTH — MyaTHIUIeKceH PCR, anen-cneunduuen PCR u pectpukiimonen ananus.

IIpencraBenuTe pe3yJTaTu OT AMcCEpTallMOHHATa paboTa MOKAa3BaT, Y€ MPOYYBAHETO
€ He caMo IJIaHUPaHO, HO U YCIIEIIHO U3ITbIHEHO.

OT pesynraTure W MpPEICTaBEHOTO OOCHKIAHE MOXKE Jla Ce HalpaBU H3BOJA, 4Ye
aBTOPHT MpUTEXKAaBa CONUIHA TEOPETHMYHA OCHOBA M MPAKTUYECKHM YMEHHs B 00IacTTa Ha
MoJIeKyJsipHaTa ouonorus. be3npobiieMHOTO Mpriiarane Ha pa3HooOpasau BapuanTh Ha PCR,
RFLP, u nmonydyaBaHeTro Ha HaJeXJIHU PE3yJATaTH NOTBbPK/IaBAaT BUCOKATa KBATM(PUKAIUSI HA
JUcepTaHTa

B nuckycusrta ca aHadM3MpaHM TOJNYyYEHUTE pe3yiaTaTH B KOHTEKCTa Ha
CBHILIECTBYBAILIMTE JaHHU OT CBETOBHATa JuTepaTypa. Ha 06a3a Ha HampaBeHHWTE W3CIIEIBAHUS
ca (opMyaHpaHH MET OCHOBHM H3BOJA, KOUTO OIEHSIBAT 3HAUYEHUETO HAa pa3IMYHHUTE
nonuMopdusmu. Haii-chliecTBEHOTO 3aKiIIOUeHue €, ye MyTaHTHUSAT aned Ha reHa PAI-1 ce
cpela C TOBWINIEHA YECTOTa MPU MAIUEHTUTE C TICOPHA3UC, JOKATO OCTAHAIUTE MYTAIlHH
MOKa3BaT Bpb3Ka C MO-BUCOK PUCK OT Pa3BUTHE HA METAOOJIUTEH CUHIPOM, AUA0ET THUIl 2 U
ChPAEUYHO-CH0BH 3a00JIsIBAHUS IPU 3aCETHATUTE MAIlUEHTH.

dopMmynupaHd ca YeTHPH OPUTWHAIHW HAyYHU TMPUHOCA W TET C MOTBBPAWUTEIICH
xapakrep. Cpen OpUrMHAJIHUTE MPUHOCU C€ OTKPOSBA M3CIIEBAHETO HA IMETTE I'€HETUYHU
nosvMopdusmMa Mpu MalMEeHTH C IICOPUA3UC BYJIrapuc W aHAJIW3bT Ha Bpb3KaTa UM C
BEPOATHOCTTA 3a pa3BUTHE Ha 3a00JiIBaHETO. 3a MBPBU IBT B OBJrapckara MOMyJamus €
IpOy4YeHa acolMaIUsATa MEXAy HOCUTEJICTBOTO Ha TE3M MOJUMOPGHU3MH U KOMOPOUIHU
CBhCTOSHUSL KaTo CBHPJACYHO-CHJIOBU 3a0OMNsBaHUsA, AMA0ET THUN 2, XUICPIUIHIEMUH,
3aTIBCTSBAHE U METAOOIUTEH CUHAPOM.



W3cnensanero mokaspa, ye reHOTHIBT 4G/4G Ha momumopdusma -675 1D u 4G/5G Ha
reHa PAI-1 ce cBbp3Ba C MOBMILIEH PUCK OT pPa3BUTUE Ha ICOPHA3UC, JTIOKATO OCTAHAIUTE
aHAJTM3UPaHU TEHETUYHH BapHallly HE TIOKa3BaT 3HaYMMa Bpb3Ka. [[OTBbpANTEIHUTE HAYIHU
MIPUHOCH Ca CBBP3aHU C YCTAHOBEHHUTE 3aBUCUMOCTH MEXAY M3CIEABAHUTE TOTUMOPPU3MHU U
Pa3BUTHETO HA CHII'BTCTBAIIN 3a00JSIBAHUS NIPY TALIUEHTH C TICOPUA3HC.

@dopMmysupaHu ca NeT OCHOBHM M3BOJAa B OTTOBOP HA IOCTABEHUTE IET 3a/laul, KOUTO

ca OTpakK€HHUE Ha MOJIY4YEHUTE pe3yaTaTu. M3BoauTe ca u3uepnaTeitu.

[TpuHocuTe ca pa3zieneHy Ha TPU OCHOBHHU KaTE€rOpUHU: OPUIMHAIHU HAyYHH, HAy4HO-
TEOPETUYHH U Hay4HO-TIpaKTU4YeCKU. ToBa yiecHsBa pa30UpaHEeTo Ha pa3IMYHUTE aClEeKTH Ha
U3CIIC/IBAHETO. 3a BCEKM IMPHUHOC Ca JaJCHU KOHKPETHU NPUMEPH 3a MOIUMOp(U3MH U
CBBP3aHUTE C TAX 3a00JsBaHUSA. AKIEHTHT € TIOCTaBEH BbPXY BPb3KaTa MEXIY FeHETHUHHUTE
dakTopu M pPa3BUTHETO HA KOMOPOMIHHM CBHCTOSHHS, KOETO TOAYepTaBa IMpaKTHYEeCKaTa
3HAYMMOCT Ha U3CIIEABAHETO.

[lonkpensiM M3LAJ0 OpPUTHMHAIHUTE HAyYHH UM HAyYHO-TEOPETUYHU IPUHOCH,
bopMyIupaHu OT JOKTOPAHTa, KOMTO Ca MMOHEPCKH 3a CTpaHaTa HHU.

ABTopedepart

ABTOpedepaTbT OTroBapsi Ha HW3UCKBaHMATA KaKTO IO ChABPXKAHUE, Taka U IO
opopmaenue. Toil oTpa3siBa ChIIHOCTTa Ha AMCEpPTalUMOHHUS TpyA. OHarieneH e c
uHpopMaTuBHU ¢GUIrypu U Tabmuuu. B Hero ca orpa3eHM METOAOJNOIHITA, OCHOBHUTE
pe3yaTatu ¢ OOCHKIAHETO UM U CHOTBETHHTE W3BOJAM, NMIPUHOCH M CBBP3aHHUTE C TpyHAa
nyOIMKanuy.

IMy6amnkauuu cBbpP3aHM ¢ IUCEPTALMOHHUS TPY/

PesynTarure oT AucepTalMOHHUS TPY/A ca MyOJMKyBaHU B 4 peaaHu ctaTud. B uetnpu
oT Tax bopucnaB /lumutpoB € mbpBu aBTOp. JIMCEPTaHTBHT € MPEACTAaBUI CIUCBK C 5
y4yacTus B Hay4HU (popyMH 4 B CTpaHaTa U €JUH B 4y XOMHa.

3a0ei1eKKu:

PabGorara chpabppka WHTEPECHHW pE3yNITaTH, HO CTHJIBT Ha IIHCAaHE W3WCKBA
nonobpenue. [IbITUTE U CIOKHU U3PEUEHHS, KAKTO M HECHOTBETCTBUSTA B M3IMOJI3BAHETO HA
ChKpallleHUs M HayyHa HOMEHKJaTypa, 3aTpyAHSBaT pa30MpaHeTO Ha TeKcTa. 3a Ja ce
rapaHTUpa HaydyHaTa TOYHOCT M TPELU3HOCT, € HeoOXOIMMO Ja ce cra3BaT MIpPHUETUTE
CTaH/IApPTH 3a HOMEHKJIATypa W Ja C€ W3MOJ3BaT CBhKpAIICHUs IOCIe0BaTeIHO. B
nmpejncTaBeHaTa OuOnmorpaduss ce OTKpPWBAT IMTATH B PA3jMYeH CTWI H  Pa3IUIHO
dopmatupane. [IpenopbpuBaM aBTOPHT Ja OOBPHE CIIECIUAITHO BHUMAaHWE HA TE3W aCIEKTH B
ObJeIuUTe CU MyOTUKAIIIH.

B mocnennust Bapuant Ha paboTaTa IHUCEPTAHTHT CE€ € OMHTAI Ja ce choOpasm ¢
OOJIIIMHCTBOTO OT OTIPABEHUTE MY 3a0€JICHKKHU U MPETOPHKH.

3AK/IIOYEHHUE

JlycepTaluOHHUAT TPy Ha TeMma ,,AHAJIU3 POJISITA HA FeHeTHYHH BAPUAHTH Ha
TpOoMOOPUINYHU (GAaKTOPH B MATOJOTHATA HA ICOPHA3ZKC BYJIrapuc” ChIbpXKa HAy4HO-
TEOPETUYHU U HAYYHO-NPUJIOKHHU PE3YIATATH, KOUTO MPEACTABISIBAT OPUTMHAIEH IPUHOC
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B HaykaTa. PaGoTara oTroBaps Ha M3MCKBaHMITA Ha 3aKOHA 3a Pa3BUTHE Ha aKaJAeMHYHUS
cbcraB B Penybnuka bowiarapus (3PACPB), IlpaBunnuka 3a mpunarane Ha 3PACPB u
cporBeTHUSA [IpaBunnuk Ha MY — IlneseH. IIpeacraBenure maTepuanu U AMCEPTALMOHHU
pe3yiTaTH ChOTBETCTBAT HA CIICHU(PUYHUTE N3UCKBAHUS HA BUCIIECTO YUMIIUIIIE.

Ot wu30poeHOTO cieqBa, 4Ye ca M3MBIHEHU JBETE KBAIM(UKALMOHHU 3a/Ja4d Ha
JOKTOpaHTypaTta — oOpa3oBaTeliHaTa U Hay4YHaTa, U 3aBbPIICHUAT IMUCMEH TPYA MOXKE Ja
MOJIYYH MOJIOKUTENIHA OLICHKA.

[Topagu ropensiioKeHOTO, JaBaM CBOSITa MOJOKMTE/JHA OLEHKAa U NpeajaraM Ha
MHOroyBaxxaemute uieHoBe Ha Hayunoro xypu ma mpucbam OHC “JlokTtop“ Ha
bopucnas JlumutpoB B A0KTOpcKa mporpama mno “buoxumus”, I[1H 4.3. Buonocuuecku
HAayKuU.

20.01.2025r Usroreui ctanosuiiero: Ha ocHoBaHme un. 59 or 331114
rp. [IneBen /nou. Anexcannbp braxes, 1.6./



To the Chairman of the Scientific Jury
under the procedure for the acquisition of ESD "Doctor"
Doctoral Program "Biochemistry"

OPINION
from Assoc. Prof. Alexander Bozhidarov Blazhev, PhD
Department of Anatomy, Histology, Cytology and Biology Section "Biology"
Medical University — Pleven

According to the procedure for awarding the educational and scientific degree
"Doctor" Field of Higher Education: 4. "Natural Sciences, Mathematics and
Informatics™ Professional Field: 4.3. "Biological Sciences™ Doctoral Program:
1 "Biochemistry” Author: Borislav Tsvetanov Dimitrov Form of Doctoral
Studies: Independent Preparation

Dissertation topic: " Analysis of the Role of Genetic Variants of
Thrombophilic Factors in the Pathology of Psoriasis Vulgaris."
Research supervisor:

Prof. Regina Komsa-Penkova, DSc
Prof. Dr. Dimitar K. Gospodinov, MD, DSc.

Statement on the Dissertation Thesis

| am presenting this statement in my capacity as a member of the Scientific Jury, appointed by
an order of the Rector of the Medical University — Pleven (No. 3773/17.12.2024). | declare
that | have no conflicts of interest, including co-authorship with the doctoral candidate,
Borislav Tsvetanov Dimitrov.

General Overview of the Procedure

The presented set of materials in electronic format complies with the requirements of Art. 38.
of the Regulations for the Development of the Academic Staff at the Medical University —
Pleven Based on the provided materials and documents, | confirm that the procedures and
conditions for the defense of the dissertation thesis for obtaining the educational and scientific
degree "Doctor" have been duly observed, in accordance with the ZRASRB, PPZRASRB, and
PRAS at the Medical University — Pleven.

Brief Biographical Data of the Doctoral Candidate

The doctoral candidate, Borislav Tsvetanov Dimitrov, holds a Master's degree in Biophysics.
He graduated with honors from Sofia University "St. Kliment Ohridski™ (diploma series A12-
SU No. M220521, issued on 09.05.2013).

His professional career began in 2013 as a biologist at the Medical University — Pleven.

On June 28, 2013, Dr. Dimitrov assumed the position of Assistant Professor of Biochemistry
at the Medical University — Pleven, a role he held until 2023.

Since 2023, Dr. Dimitrov has been a lecturer in Biochemistry at the same university. Borislav
Dimitrov actively participates in the teaching activities of the "Biochemistry” sector,
instructing medical students in the subject of "Biochemistry" in both Bulgarian and English
language programs.



Borislav Dimitrov is proficient in English and possesses strong computer skills.

Scientific Research Activity

Borislav Dimitrov's research activities are focused on various aspects of biochemistry and
genetics. By an order of the Rector of the Medical University — Pleven (No. 2448 of
26.09.2019), he was enrolled as an independent doctoral student as of 18.09.2019, with a
dissertation topic titled: **Analysis of the Role of Genetic Variants of Thrombophilic
Factors in the Pathology of Psoriasis Vulgaris." His academic advisors are Prof. Regina
Komsa-Penkova, D.Sc., and Prof. Dr. Dimitar K. Gospodinov, D.Sc.

Borislav Dimitrov was officially discharged with the right to defend his dissertation upon
completing the tasks outlined in his individual study plan and acquiring the required academic
credits, as per Order No. 3175/19.10.2023 of the Rector of the Medical University — Pleven.
Relevance of the Dissertation

Psoriasis is a chronic inflammatory disease associated not only with skin manifestations but
also with systemic disorders, including an increased risk of thrombosis. Genetic factors
related to thrombophilia may play a role in the development of the disease and its
complications.

The study of the prevalence of thrombophilic mutations in patients with psoriasis is essential
for a better understanding of the disease's pathogenesis and its potential links to other
conditions, such as cardiovascular diseases and metabolic disorders. A deeper knowledge of
these mechanisms could contribute to more effective treatment and prevention strategies.

The dissertation comprises 137 pages, including 38 tables and 34 figures. It follows the
standard structure for dissertation presentation in Bulgaria, including:

e Introduction — 2 pages

o Literature Review — 33 (32) pages
e Aims and Objectives — 2 pages

e Materials and Methods — 28 pages
e Results — 19 pages

o Discussion — 17 pages

e Conclusion and Findings — 3 pages
o Contributions — 1 page

e Appendices — 7 pages

« Bibliography — 23 pages, citing 412 sources in Latin script and 4 in Cyrillic script,
with a significant portion of the references from the last 10 years.

The dissertation addresses an interesting and valuable topic, presenting important ideas. With
minor improvements in technical execution and stricter adherence to citation rules, the work
could become even more impactful, contributing to a clearer and more convincing
presentation of the results.

Literature Review

The literature review is comprehensive and well-structured, beginning with a general
overview of psoriasis vulgaris, its epidemiology, risk factors, and immunoinflammatory
mechanisms. Special attention is given to the relationship between psoriasis and
thrombophilia, discussing genetic polymorphisms associated with thrombophilia (PAI-1,
MTHFR, GP lIb/llla, FVL, FII).

Aims and Objectives
The primary objective is to determine whether specific genetic variants (polymorphisms) in



genes encoding thrombophilic factors (PAI-1, PL Al/A2, MTHFR, FVL, and FII) are
associated with an increased risk of developing psoriasis vulgaris and comorbid conditions.
Five main tasks have been formulated, including:

o Genotyping of patients with plaque psoriasis and a control group of healthy volunteers

« Statistical evaluation of the relationship between the studied genetic variations and the
risk of developing psoriasis, cardiovascular diseases, metabolic disorders, and type 2
diabetes mellitus

The study was conducted among patients with plaque psoriasis and healthy controls, selected
according to predefined inclusion and exclusion criteria. The clinical and demographic
characteristics of the participants are well-documented in the dissertation.

Methodology

Modern molecular genetic techniques were applied, including:

e Polymerase Chain Reaction (PCR) and its variants:
o Multiplex PCR
o Allele-Specific PCR
o Restriction Analysis

Presentation of Results

The results presented in the dissertation demonstrate that the study was not only well-planned
but also successfully executed.

Based on the findings and the discussion, it can be concluded that the author possesses a solid
theoretical foundation and practical skills in the field of molecular biology. The smooth
application of various PCR techniques, RFLP, and the ability to obtain reliable results confirm
the high qualification of the doctoral candidate.

In the discussion section, the obtained results are analyzed in the context of existing global
literature. Based on the conducted research, five main conclusions have been formulated,
evaluating the significance of different polymorphisms. The most notable finding is that the
mutant allele of the PAI-1 gene is found with increased frequency in patients with psoriasis,
while the other mutations are associated with a higher risk of developing metabolic syndrome,
type 2 diabetes, and cardiovascular diseases in affected patients.

Scientific Contributions

The dissertation formulates four original scientific contributions and five confirmatory
contributions. Among the original contributions, the study of five genetic polymorphisms in
patients with psoriasis vulgaris and the analysis of their association with disease susceptibility
stand out.

For the first time in the Bulgarian population, the association between these polymorphisms
and comorbid conditions such as cardiovascular diseases, type 2 diabetes, hyperlipidemia,
obesity, and metabolic syndrome has been investigated.

The study indicates that the 4G/4G genotype of the -675 ID polymorphism and the 4G/5G
variant of the PAI-1 gene are linked to an increased risk of psoriasis, while the other analyzed
genetic variations do not show a significant correlation. The confirmatory contributions are
related to the established relationships between the examined polymorphisms and the
development of comorbid diseases in psoriasis patients.Conclusions and Practical
Implications

Five main conclusions have been formulated in response to the five research objectives,
reflecting the obtained results. The conclusions are comprehensive and well-structured.
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The contributions are classified into three main categories:
1. Original scientific contributions
2. Scientific-theoretical contributions
3. Scientific-practical contributions

This classification facilitates a clear understanding of the different aspects of the research.
Each contribution is supported by specific examples of polymorphisms and their associated
diseases. Emphasis is placed on the relationship between genetic factors and the development
of comorbid conditions, highlighting the practical significance of the study.

| fully support the original scientific and scientific-theoretical contributions formulated by the
doctoral candidate, as they represent pioneering work in our country.

Author’s Abstract

The author’s abstract meets all requirements in terms of both content and formatting. It
accurately reflects the essence of the dissertation and is well-illustrated with informative
figures and tables. The methodology, key findings with discussions, conclusions,
contributions, and related publications are clearly presented.

Publications Related to the Dissertation

The results of the dissertation have been published in four scientific articles. In four of them,
Borislav Dimitrov is the first author. The doctoral candidate has also presented a list of five
conference participations — four in Bulgaria and one abroad.Remarks

The dissertation contains interesting results, but the writing style requires improvement. Long
and complex sentences, as well as inconsistencies in the use of abbreviations and scientific
nomenclature, make the text more difficult to understand. To ensure scientific accuracy and
precision, it is necessary to adhere to established nomenclature standards and maintain
consistent use of abbreviations.

The bibliography contains citations in different styles and formatting, which should be
addressed. | recommend that the author pay special attention to these aspects in future
publications.

In the final version of the dissertation, the candidate has attempted to address most of the
comments and recommendations provided.

Conclusion

The dissertation titled "Analysis of the Role of Genetic Variants of Thrombophilic Factors in the
Pathology of Psoriasis Vulgaris" presents scientific-theoretical and applied research findings that
contribute originally to the field of science.

The dissertation meets the requirements of the Law on the Development of the Academic Staff in the
Republic of Bulgaria (ZRASRB), its Implementation Regulations, and the regulations of the Medical
University — Pleven. The submitted materials and research results comply with the specific
requirements of the institution.

From the above, it follows that the two qualification objectives of the doctoral program — educational
and scientific — have been met, and the completed dissertation is eligible for a positive evaluation.
Therefore, | give my positive assessment and recommend to the esteemed members of the Scientific
Jury to award the Doctor of Philosophy (PhD) degree to Borislav Dimitrov in the doctoral program
"Biochemistry", in the scientific field 4.3. Biological Sciences.

February 06,2025 Prepared by: Ha ocHoBaHme un. 59 ot 33114
Pleven {Assoc. Prof. Alexander Blazhev, PhD/



