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1. O0mo npeacTraBsiHe HA MpoLeAYPATAa U JOKTOPAHTA

[IpencraBeHUST KOMIUIEKT MaTepHaId U BKIIIOUBA:

— 3assnenue 1o Pextopa Ha MY -IIneBeH 3a pazkpuBaHe Ha mpoLeaypara 3a 3anura
Ha IUCEPTALMOHEH TPY

— aBToOuorpadus B eBponeiicku ¢popmMar ¢ IOJANUC Ha TOKTOPAHTa

—  HOTapHaJIHO 3aBEPEHO KOIMHUE OT JUIUIOMA 3a BUCIIIE 00pa30BaHUe

—  3al0BEJM 3a 3a4MCIIIBAHE; 3 OTYMCIIABAHE C [IPABO HA 3alllUTa

—  3amoBej 3a MPOBEXJIaHE Ha U3MUT OT UHIMBUIyaJIHUS TUIaH U CbOTBETEH MPOTOKOJI
32 U3bPKaH U3MUT WU TOKTOPAHTCKM MUHUMYM 110 CIIELIMATTHOCTTA

— IIPOTOKOJI OT KaTeApPEH ChBET 3a IPEABAPUTEIHO OOCHKAAHE HA AUCEPTALUOHHUS
TPYJ U B3ETUTE pEUICHUS 3a pa3KpUMBaHE Ha MpOLEIypa U 3a CbCTaB HAa HAYYHO
KypH

—  JIMCEpTaIOHEH TPYJ

— aBTopedepar

— CHHMCBHK Ha HAYYHMTE MyOJMKALMK 10 TEMATa Ha JUCepTalusaTa

—  KOMHS Ha HAYYHHUTE MyOJIUKALIUU

—  CIIMCHK HA y4acTHsTa B HAYYHU POpyMHU

— CHHCBHK Ha Y4acTHs B MPOEKTH

—  aBTOpCKa CIIpaBKa 3a CbOTBETCTBUE C MUHUMAIHUTE HAITMOHAIHU U3UCKBAHUS

— JIpyru JOKYMEHTH, CBBP3aHH C X0/la Ha Ipoueaypara



Hpernez[LT Ha JOKYMCHTHUTC IIOKa3Ba, 4C Ipoucaypara 1o OT4ucCJIABaHC U IIpoucaypara
110 0OsIBSIBaHE Ha 3alIuTa Ca CIia3CHU. I[OKYMCHTI/ITC Ca IIOATrOTBCHHU CHIJIACHO U3UCKBAHUATA
Ha 3akoHa 3a Pa3BUTHUC HAa aKaACMHUYHUA CHCTAB B PGHY6HI/IK3 Ebﬂrapm[, HpaBI/IJ'IHI/IKa 3a
HCTOBOTO IIPHIIOKCHHUC, KAKTO H HpaBI/IHHI/IKa 3a YCIIOBHATA UM pcla 3a HpI/II[06I/IBaHe Ha

Hay4Ha cTerneH B MeaunuHckn Y HuBepcuteT - [liieBen
2. Kparku OunorpadguyHu JaHHM 32 JOKTOPAHTA

-p Teonopa MutkoBa BenkoBcka 3aBbpmiBa MeauiuHa mpe3 2015 r. B Meaunuacku
yuuBepcuter Ilnesen. Ilpe3 2016 r. e 3auncieHa 3a crenuanu3anus MO KIMHUYHA
naboparopust B MY - [1nesen u padotu kato jiekap B YMBAJIL ,, Cs. Mapuna ” rp. Ilnesen.
J1-p BenkoBcka e peioBeH TOKTOPaHT Mo KIMHUYHA Jaboparopust kbM MY -Ilnesen ot 2020
r. [Ipe3 2022 r. ycnemHo mpuao01Ba CIeUaTHOCT 10 KIMHUYHA JadopaTopus u oT 2023 1.

pabotu kato ynpasuresa B MJJT ,,bogumen 99 OO/ - kion I1neseH.

3. ARTyaJIHOCT Ha TEeMaTHKaTa H IleJ]eC’l)06pa3HOCT Ha NMOCTABCHUTE HLE/IN H

3agavumn

Temata e akTyalHa 3a MEIUIIMHCKAaTa Hayka M KIMHUYHATa MpAKTUKa ThH Karo
MIpEeACTaBs JIBE OT BOACIIUTE U COIMATHO-3HAYMMU MATOJIOTUYHUA ChCTOSIHUS MIPU MBXKE HAJl
50 rogumiHa BB3pAacT B CBETOBEH Mamiabd - noOpokadecTBeHATa MPOCTATHA XHUIIEPILIA3HS
(ATIX) u npoctatHusat kapuuHoMm (I1K). B mocinennute roguHu ce HaTpynBaT 3HAYUTEITHU
JAHHU 32 POJIsiTa HAa OKCHJAATHUBHUS CTPEC M AHTHUOKCHJAHTHUS CTAaTyC B Pa3BUTHUETO U
nporpecuaTa Ha Te3u 3abonsiBaHus. [lo3HaBaHeTO HAa MEXaHMU3MHUTE 32 BH3HHKBAaHE Ha
OKCHJIaTUBHHS CTpPEC MPHU Te3W 3a00JIsIBAHUS OuepTaBa HEOOXOJMMOCTTA OT MPOy4YBaHE Ha
peauna mapkepu 3a uscienaHe Ha aHTuokcuaantHus craryc (TAC) mpu oueHka Ha
mporpecusita Ha 3a0oisBaHETO U €(EeKTUBHOCTTa OT AaHTUOKCHJIAHTHA Tepamus.
[TpoyuBanusTa 3a onenkata Ha TAC u HeroBara Bpb3Ka ¢ Apyru OMOMapKepu U KIMHHUYHU
MOKA3aTeN € OT ChIIECTBEHO 3HAaYEHHUE 32 PA3BUTHETO HA MO-€(EKTHUBHU TUATHOCTUYHH U
TEpPaneBTUYHU TOAXOAU, KOUTO Jla MOJ0OpST MPOrHO3aTa M KAa4eCTBOTO Ha JKMBOT Ha
nauueHtutre. ToBa mpennara HOBH BB3MOXKHOCTH 3a KOMIUIEKCHO OIpEAeNsiHE Ha
OMoMapKepH 3a aHTUOKCHIAaHTHA, UMYHHA U aHTUKAHIIEPOTEeHHA 3all[iTa Ha OpraHu3Ma Mpu

Te3u 3a00JIIBaHU.



4. Ilo3HaBaHe Ha npodiaeMa

JIOKTOpaHTHT MOKa3Ba 3aJAbJ0OYEHH IMO3HAHMS B E€THOJIOTHATA, Pa3pOCTPAHEHUETO,
MEXaHU3MUTE W PHUCKOBU (DaKTOpPH, OTFOBOPHU 3a OKCHJIATHBHUS CTpec MpH olmaTa
MomyJamus, KakTo U Crienu@UYHU TaKuBa MpH MALMEHTU ¢ J0O0pOoKayecTBEHATa MPOCTATHA
xunepruiazus 1 npoctatHuAT kapuuHoM (I1X wu IIK). O6xBanatu ca 3HauuTeneH Opoi
MPOYYBAaHMUSI M METa aHAJIW3U 3a POJSATa Ha OKCHJIATUBHUS CTPEC M AHTUOKCHJIAHTHATA
3amuTa Opu Te3u 3a00isiBaHUSA. AHaIU3UpaHu ca JabopaTOpHM MOKa3aTelH 3a OIEHKA Ha
AHTUOKCUJAHTHUSI cTaryc U Bb3naneHue npu nauveHtd ¢ HAIIX u TIK. [JoxtopanTkara
aKLEHTUPA BbPXY HA/IEKIHOCTTA HA aHAJTUTUYHUTE METOHM 3a u3cienasane Ha TAC koeto e
BUJTHO OT U3TOTBEHUS IUuTepaTypeH 0030p. Llutupanu ca 183 nuteparypHu U3TOUHULIU — 5 HA
kupwinna u 178 na natunuima O030pbT € paslieleH Ha BaKHU TEOPETUYHU U METOAMYHU
HAcOKM 1o TematukaTta. OcoOeHO BaXKHO € MPEICTaBSIHETO Ha METOJIUTE 3a U3CJe/IBaHEe Ha
nokazatenute 3a TAC. OuepraHu ca KakTO NPEIMMCTBaTa, Taka M OTPAaHUYCHHUATA Ha
QHAIUTUYHUTE METOAU. JIOKTOpaHTHT yCIsBa MPAaBUIHO Ja M3MOJI3Ba MpodecuoHaHaTa
TEPMHUHOJIOTHS, KOSITO aHATTU3Upa U CUCTEeMaTU3Upa M0 MHOTO-T00bp HAYUH.

Jlorn4Ho, OT HampaBeHUs JIUTEpaTypeH 0030p ce U3BEkK/Ja LEeNTa Ha MPOYYBAHETO, a
MMEHHO J1a ce aHanu3upaTr HuBaTa Ha TAC mpu mpocTaTeH KapluMHOM U T0OpOKayecTBEHA
IIPOCTaTHA XUIIEPIUIa3usl M HErOBUTE KOPEJIALMOHHU 3aBUCUMOCTH c: |) mo-mMpokKo
JOCTBIIHU MAapKepH 3a OLCHKAa Ha AHTHOKCUJAHTHHS CTaTyC KaTo OWIMpPYOMH, MHKOYHA
KHCcenuHa 1 anOyMuH; 2) HuBarta Ha Mapkepu Ha Bbh3naneHueto (CRP, WBC) u 3) nuBara Ha
TymopHus Mapkep PSA. Jla ce yCTaHOBAT NpPOMEHUTE B AHTHUOKCUJAHTHHUSA CTATYC B
3aBHCHMOCT OT CTa/us Ha 3a00JISIBAHETO, KAKTO M MPEIu U CJel MPOBEACHO XUPYPrHYHO
JICUYEHUE.

5. MeToauka Ha U3CJIeIBAHETO

MeTtoukara Ha IPOYYBAHETO € IPEICTABEHA U3UEPIIATEIHO U [103BOJISIBA IOCTUTAHE HA
LeiTa M U3MbJIHEHUETO Ha 8 scHO (opmynaupaHu 3aJayd B JAMCEPTALMOHHUS TPYA.
W3non3BanuTe METOAM ca MOAOpaHM JeTailmHo W aaekBaTHO. OrpeneneHu ca oOeKTa U
eMHULINTE Ha HaOmoneHue. KiimHuyHus Matepuan BKIIOYBa u3cienBanu oodmo 135 mbxe,
BBB Bb3PacTOB Juarna3oH oT 54 1o 86 roaunu, pasaeicHu B 4 Bb3pacToBu rpynu (1o 60 r.,
60-69 r., 70-79 r. u Hag 80 r.) , KOUTO OTrOBApAT Ha KPUTEPUUTE 3a BKIIOYBAHE U

HU3KJIKOYBAHEC OT HNPOYYBAHCTO. Knunununara JuarHo3a € IIOCTaBC€Ha Ha 0aza KIIMHHUYHU,



AHAMHECTUYHH, JUArHOCTUYHM U HUHCTPYMECHTAJIHM METOAU B CBOTBETCTBHE C
MEXIYHApOJHO BB3IPUETH CTAHIAPTU U KPUTEPHUH.

W3non3BaHuTe KIMHUYHO-IA0OPATOPHU METOAM ca € MHOro Jo0pa aHaJIUTUYHA
HAJEeKIHOCT. AHaIWTUYHATA METOJOJIOTHA € OIMcaHa JeTainHo. JlocTroBepHOCTTa Ha

PE3YITATUTC € rapaHTHpaHa OT U3IOJISBAHCTO HA CbBPEMCHHH CTATUCTUYCCKN aHAJIN3HU.

6. XapakTepucTHKA 1 OLIEHKA HA JUCEPTANUOHHUSA TPYH

JlucepTaluoOHHUAT TPYH ,,AHTUOKCUJAHTEH CTaTyC MPH MalMEHTH C XUTIEPIIA3Us U
KapIMHOM Ha MpocTaTHaTa kJie3a” € Jo0pe IUTaHyBaHO, Pa3pabOTeHO U OCHIIECTBEHO
Hay4HO ITpOy4YBaHe. /[MCepTalMOHHUAT TPYA € HaImucaH Ha 155 cTangapTHU CTpaHUIIM U €
oHarneieH ¢ 64 ¢urypu, 61 Tabmumu u 4 npuinoxkeHus. HaydHoTo npoydBaHe €
CTPYKTYpUPaAHO KaKTO ClIeJ[Ba: BbBEACHHUE — 2 CTPAHUIIN, TUTEepaTypeH 0630p — 31 cTtpanuniu,
e ¥ 337a9d - 1 CTpaHMIM, MaTepuasl U MeTou — 13 cTpaHuim, pe3ysiTati U 0OCHKIaHE —
73 CTpaHMIM, U3BOAN — 2 CTPAHUI, MPUHOCH — | cTpaHuna; npuinoxenus — 11 crpanuim,
oubmmorpadus - 12 crpanumnm.

BbBenennero ouepraBa 3HAUMMOCTTA Ha M3CJeABaHUS TpolOsieM. JluTepaTypHUST
0030p e cucremaTudeH (HOKYC BBbpPXY KIMHUYHO-JIA0OpATOPHU IMOKA3aTeIU 3a OLICHKa Ha
AHTUOKCHJIAaHTHUSA CTaTyC U Bb3nanenue npu nanuentu ¢ 11X u [IK. Kputnunus ananus Ha
JTUTEPATypHUTE JAHHU JIJaBa Bh3MOXKHOCT Ha JIOKTOpaHTa Ja GopMyJHpa MPaBHIIHO 1IeJITa Ha
MPOYYBAHETO U /1a 000CHOBE OTJEIHUTE 3a/1a4U 332 OCHLIECTBABAHETO H.

[lenTa Ha AWCepTAllMOHHUS TPYI € SACHO (opMyliMpaHa U MOCTUTHATA. 3aJauyuTe 3a
M3ITbJIHEHUE Ca KOHKPETHHU U CJIe/IBAT MTOCTaBeHaTa 1ell.

Paznenstr ,,Matepuan u MeToau € HU3KIIOUUTENTHO JAETaillieH M CTPYKTypupaH
npaBwiHO. OmnucaHu ca MOAPOOHO TPUIOKEHUTE KIMHUYHO-TA0OpAaTOPHU METOAM 3a
n3cnensane Ha TAC u n1pyru Mapkepu CBbp3aHU € Bb3NaJICHUE.

[TonpoOHO ca onucaHu pe3yATaTUTE OT MOCTABEHUTE 3a7a4H, HArJIeHO MIPEICTABEHHU C
TabauI W (QUTypH KOUTO MOJUepTaBaT 3HAYMMOCTTa Ha M3BBPIICHOTO H3cieaBaHe. B
pazzen o0ChXKaaHe JTHMYaT YMEHHsITa Ha JOKTOPAHTA JIa THIKYBa MOJYYCHUTE PE3YIITATH ChC
cOOCTBEHH OOOCHOBAaHU pPa3ChAKACHUS M CHIOCTAaBKa C JAHHUTE OT MEXAyHapoJHaTa

auTeparypa.



N3Boaute ca MIPaBUITHO apryMEHTHpaHU, JOTUYHO-000CHOBAHU c
KJINHUYHO-AVNAarHOCTUYHO IPWJIOKEHNE U CbOTBETCTBAT HA ITIOCTABEHATA 11E€JI U U3ITBIIHEHNATE
3amaun. Te cHHTe3upaT aHajln3a Ha JaHHUTE OT 0030pa U COOCTBEHOTO MPOYyYBaHE:

e Jloka3Ba ce, ue cpeagnure ctoHoctd Ha TAC mpu mocTelBaHE ca 3HAYUTEIHO IO-
Hucku npu naguentute ¢ [IK u 11X cripsmo 3apaBure mna.

e Pe3ynrarure mokas3Bar, Y€ OT M3CIIEIBAHUTE JAPYTHU MOKA3aTENN C AHTUOKCHIAHTHO
3HaYeHue Hail-royisiMa poJis 3a npomeHute B TAC uMa HUBOTO Ha MMKOYHATA KUCEJINHA.

e VYCTaHOBSBAT C€ 3HAYMUTEIHO MO-BUCOKH cpeiHU cToHOCTH Ha CRP npenu onepanus
npu nanuenture ¢ [IK B cpaBHeHME CbC 3ApaBUTE JIULA.

e Jloka3Ba ce, 4e OTCTpPaHSABAHETO HAa TYMOPHOTO OOpazyBaHHE € CIOCOOCTBAIO 3a
noBuiaBane HUBoTo Ha TAC cien onepanus npu e Tpetu oT nauueHture ¢ [1IK u JIIX.

e [Ipu nauuenture c [IK ¢ HapacTBane Ha HUBOTO HAa PSA HamangBaT CTOMHOCTUTE Ha
TAC. Ilpu nanuentute ¢ JAI1X xopenanusita mexnay PSA u TAC e uskimouutenHo ciaba.
Hab6mronaBar ce 3Hauumu pazinuuus B croiHoctuTe Ha PSA m TAC npu manueHture c
MeTacTa3u u 6e3 MeTacTasu.

e Jloka3Ba ce , ue IIpHu CpaBHsABaHETO Ha cpeauute croitHocTy Ha TAC npu nocTbiBaHe
u npu usnuceade npu namuentute ¢ 1K (I-II ct., III cT. 1 ¢ MeTacTasu) ce NMOTBbpKaaBa
HaJIMYMETO Ha CUTHU(UKAHTHU pa3uyMsi, KaTo Ce 3ama3Ba TEHJEHIUATA 3a MO-HUCKU

croitHoctn Ha TAC nipu rpynara ¢ MeTacrasi.

/. IIpyHOCH ¥ 3HAYMMOCT HA pa3padoTKaTa 3a HAyKaTa M NPaKTUKATa

JlokTopaHnTKata € mnocouwsna 4 mpuHOCA C OpUIMHajleH U 4 T[puHoca C
Hay4YHO-TIPUJIOKEH U MOTBBPAUTENEH XapakTep 3a omnpenensHe HuBata Ha TAC m HAkou
JOPYTU MO-IIUPOKO TOCTBIIHU MAapKepH C AaHTUOKCUIAHTHO 3HaueHue mpu nauenTu ¢ 11X u
1K, kouTo 00EKTHBHO OTpa3sBaT 3HAYMMOCTTA HA MOJIYYEHUTE Pe3yiITaTu B HayuYeH IUIaH U
MPUWIOKUMOCTTa MM peajHaTa KIMHW4YHA npaktuka. [IpoyuBaHeTro pompuHacs 3a
YCTAHOBSIBAHETO Ha IPOMEHUTE B AHTHOKCUIAHTHHUSA CTaTyC IPEAU U CIIeJ INPOBEIACHO
xupyprudso jedenue npu nauenture ¢ 11X u [1K, a ycraHoBeHHTE 3aBUCUMOCTH C IpYTH
MapKepH Ha BB3IAJCHUE M aHTMOKCHUJAHTHA 3alllMTa MOTAT Ja IOCIYy’KAaT 3a B3EMaHE Ha
edeKTUBHM peIleHHWs B paHHATa JMAarHOCTHKA W YCIEUIHOTO JIEYCHHETO TMpU Te3U

3200/ISIBAHUS

8. IIpenenka Ha MyOJIMKAIMUTE M0 UCEPTAMOHHUS TPYI



BbB Bpb3ka ¢ aucepTallMoHHUs TpyZd A-p BenkoBcka mpenctaBs 3 myOnauKauuu B
pedepupaHn CrUCaHUS W WHICKCUPAHW B CBETOBHHM 0Oa3a NMaHHU, 3 y4JacTHsi B HAyYHU
dbopyma, u 1 ydactue B Hay4HO-U3CJIEI0BATEICKU MPOEKT, KOETO U3IMbIHSIBA MUHIUMAIIHUTE
HanmoHaHu u3nckBaHus oT 3PACPBb u konuyectBenute kputepuu 3ainoxeHu B [IPAC Ha

MYV-IlneseH.

9. ABTOpedepat
ABTopedeparbT € H3rOTBEH CIOpe] HW3UCKBAHMATA, C KAYSCTBEH WIIIOCTPATHBCH
Marepuan M J0CTaTh4eH 00eM 3a Ja ObJaT HAIBJIHO OTPa3eHH OCHOBHHTE pE3YJITaTH,

IMOCTUTHATHU B JUCCPTAMATA.

10. Kpurnunu 3a0e/1e:KKH ¥ MPenopbKH

HsiMam kxputnunu 3a0efexKd KbM IMPOBEACHOTO HU3CIEABAHE U TPEICTABEHUTE
Matepuanu. llpenopbkuTe OTOpaBeHHM KbM JUCEpPTAHTKaTa TMpU anpodanusTa Ha
IUCEepTAllMOHHUA TpyA ca cna3eHu. llo3BomsBam cu na npenoppuam Ha 1-p Teomopa
BenkoBcka na mpoabmku paboTaTa Mo TeMara, HacCOYBAHKM Ce KbM OUEpTaHUTE B Hes
HampaBJICHUS 3a OBJACIIM H3CIEIBAHMS, KAKTO W KbM IYOJMKyBaHE Ha pe3yJITaTH OT
JUCEPTAMOHHUS TPYl B MEKIYHAPOIHU CIIUCAHUS C UMIAKT (aKTop.
3AKVIIOYEHUE

Cuuram, ye qucepralluoHHMs TpyA Ha A-p Teomopa MuTtkoBa BenkoBcka € M3KIOUUTETHO
aKTyaJIeH, PAaBUJIHO MTOCTPOEH, C OTIMYHA METOMOJIOTHS U TOCTOBEPHM pe3yiraTu. Tol chabpika
Hay4YHU ¥ HAYYHO-IIPWJIOKHHU PE3YNTaTH C OPUTMHAJIEH NIPUHOC B HAayKaTa M OTrOBaps HAa BCUYKHU
M3HCKBAHUSA Ha 3aKOHA 3a Pa3BUTHE HA aKkaJeMHU4YHMs cbeTaB B PenyOnnka bearapus, [IpaBuinuka
3a HeroBoto npuiarane u IlpaBunnuka Ha MY-Ilnesen. IlpencraBeHnre Marepuanu W
IUCEPTAllMOHHU PE3yIATaTH HAIBJIHO CHOTBETCTBAT HAa HAyYHUTE H3UCKBAaHUS HA IIOCOYECHUTE
IIPaBUJIHULIN.

[Topagu ropeusnoxkeHoTo, yOeAeHO JaBaM CBOsITa MOJOXKHTENIHA OLEHKA Ha MPOBEIECHOTO
U3CJeBaHe, MPEACTaBEHO OT IUCEPTAllMOHHMS TpyJH, aBTopedepaTr, MOCTUTHATH pPE3YyNTaTH U
IPUHOCH, U IpeJlaraM Ha MOYMTAEMOTO HAy4YHO KypH Jla MPUCHIM oOpa3oBaTesHaTa U HaydHa
crenel ,,Jlokrop* Ha a-p Teomopa MurtkoBa BenkoBcka 1o HaydHa crenuanHoct ,,KimmHudHa
nabopaTopus.

19.05.2025 r.

rp. ITnoBauB Penienzenr: Ha ocHoBaHme un. 59 or 3311

/mpod. n-p Tans [lenesa, q.m./
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1. General presentation of the procedure and the doctoral student

The presented set of materials includes:

— Application to the Rector of MU-Pleven for the opening of the procedure for the defense of
a dissertation

— CV in European format with the signature of the doctoral student

— Notarized copy of a higher education diploma

— Orders for enrolment; for discharge with the right to defence

— Order for conducting an exam from the individual plan and the corresponding protocol for a
passed exam or doctoral minimum in the specialty

— Protocol of the department council for preliminary discussion of the doctoral thesis and the
decisions made to open a procedure and for the composition of the scientific jury

— Dissertation work

— Abstract

— List of scientific publications on the topic of the dissertation



— Copies of scientific publications
— List of participation in scientific forums

— List of participation in projects
— Author's certificate for compliance with the minimum national requirements
— Other documents related to the course of the procedure

The review of the documents shows that the procedure for dismissal and the procedure
for announcing the defence have been complied with. The documents have been prepared in
accordance with the requirements of the Act on the Development of the Academic Staff in the
Republic of Bulgaria, the Regulations for its implementation, as well as the Regulations on

the terms and conditions for acquiring a scientific degree at the Medical University — Pleven
2. Brief biographical data about the PhD student

Dr. Teodora Mitkova Velkovska graduated from the Medical University of Pleven in
2015. In 2016, she was enrolled in a specialization in clinical laboratory at the Medical
University of Pleven and worked as a doctor at the University Hospital "St. Marina" in
Pleven. Dr. Velkovska has been a full-time doctoral student in clinical laboratory at the
Medical University of Pleven since 2020. In 2022, she successfully acquired a specialty in
clinical laboratory and since 2023 has been working as a manager at MDL "Bodymed 99"
OOD - Pleven branch.

3. Relevance of the topic and appropriateness of the set goals and objectives

The topic is relevant for medical science and clinical practice as it represents two of the
leading and socially significant pathological conditions in men over 50 years of age world-
wide - benign prostatic hyperplasia (BPH) and prostate cancer (PC).

In recent years, significant data have been accumulated on the role of oxidative stress
and antioxidant status in the development and progression of these diseases. Knowledge of
the mechanisms of oxidative stress in these diseases outlines the need to study several
markers for studying antioxidant status (TAS) in assessing disease progression and the ef-
fectiveness of antioxidant therapy.

Studies on the assessment of TAS and its relationship with other biomarkers and
clinical indicators are essential for the development of more effective diagnostic and thera-

peutic approaches that will improve the prognosis and quality of life of patients. This offers



new opportunities for the complex determination of biomarkers for antioxidant, immune and
anticancer protection of the body in these diseases.

4. Knowing the problem

The doctoral student demonstrates in-depth knowledge of the etiology, prevalence,
mechanisms and risk factors responsible for oxidative stress in the general population, as well
as specific ones in patients with benign prostatic hyperplasia and prostate cancer (BPH and
PC). A significant number of studies and meta-analyses on the role of oxidative stress and
antioxidant protection in these diseases are covered.

Laboratory indicators for assessing antioxidant status and inflammation in patients
with BPH and PC are analysed. The doctoral student emphasizes the reliability of analytical
methods for TAC research, which is evident from the prepared literature review. 183 literary
sources are cited — 5 in Cyrillic and 178 in Latin. The review is divided into important theo-
retical and methodological guidelines on the topic. Of particular importance is the presenta-
tion of methods for studying TAC indicators. Both the advantages and limitations of analyt-
ical methods are outlined. The doctoral student manages to correctly use professional ter-
minology, which he analyses and systematizes in a very good way.

Logically, the purpose of the study is derived from the literature review, namely to
analyse the levels of TAC in prostate carcinoma and benign prostatic hyperplasia and its
correlation with: 1) more widely available markers for assessing antioxidant status such as
bilirubin, uric acid and albumin; 2) levels of inflammation markers (CRP, WBC) and 3) levels
of the tumor marker PSA. To establish changes in antioxidant status depending on the stage of
the disease, as well as before and after surgical treatment.

5. Research methodology

The methodology of the study is presented comprehensively and allows achieving the
goal and implementation of 8 clearly formulated tasks in the dissertation. The methods used

are selected in detail and adequately. The object and units of observation are defined.

The clinical material includes a total of 135 men studied, in the age range from 54 to 86
years, divided into 4 age groups (up to 60 years, 60-69 years, 70-79 years and over 80 years),
who meet the criteria for inclusion and exclusion from the study. The clinical diagnosis is
made based on clinical, anamnestic, diagnostic and instrumental methods in accordance with

internationally accepted standards and criteria.



The clinical and laboratory methods used have very good analytical reliability. The
analytical methodology is described in detail. The reliability of the results is guaranteed using
modern statistical analyses.

6. Characteristics and evaluation of the dissertation work

The dissertation work “Antioxidant status in patients with hyperplasia and carcinoma
of the prostate gland” is a well-planned, developed and implemented scientific study. The
dissertation work is written on 155 standard pages and is illustrated with 64 figures, 61 tables
and 4 appendices.

The scientific study is structured as follows: introduction — 2 pages, literature review —
31 pages, aim and objectives - 1 page, material and methods — 13 pages, results and discussion
— 73 pages, conclusions — 2 pages, contributions — 1 page; appendices — 11 pages, bibliog-
raphy - 12 pages.

The introduction outlines the significance of the research problem. The literature re-
view is a systematic focus on clinical and laboratory indicators for assessing antioxidant
status and inflammation in patients with BPH and PC. The critical analysis of the literature
data enables the doctoral student to correctly formulate the purpose of the study and to justify
the individual tasks for its implementation.

The goal of the dissertation is clearly formulated and achieved. The tasks to be per-
formed are specific and follow the set goal.

The section "Material and Methods" is extremely detailed and structured correctly.
The applied clinical-laboratory methods for the study of TAC and other markers related to
inflammation are described in detail.

The results of the set tasks are described in detail, clearly presented with tables and
figures that emphasize the significance of the study. The discussion section demonstrates the
skills of the doctoral student to interpret the obtained results with his own justified reasoning
and comparison with data from the international literature.

The conclusions are correctly argued, logically justified with clinical-diagnostic ap-
plication and correspond to the set goal and the tasks performed. They synthesize the analysis
of the data from the review and the own study:

* Itis proven that the average values of TAC upon admission are significantly lower in

patients with PC and BPH compared to healthy individuals.



* The results show that of the other antioxidant indicators studied, the uric acid level
plays the greatest role in changes in TAC.

« Significantly higher mean CRP values were found before surgery in patients with PC
compared to healthy individuals.

* It is proven that removal of the tumor formation contributed to an increase in the TAC
level after surgery in two thirds of patients with PC and BPH.

* In patients with PC, with an increase in the PSA level, TAC values decrease. In patients
with BPH, the correlation between PSA and TAC is extremely weak. Significant differences
in PSA and TAC values are observed in patients with metastases and without metastases.

* It is proven that when comparing the mean TAC values at admission and at discharge in
patients with PC (stages I-II, Il and with metastases), the presence of significant differences
is confirmed, while the trend for lower TAC values in the group with metastases is main-
tained.

7. Contributions and significance of the development for science and practice

The doctoral student has indicated 4 contributions of an original nature and 4 contri-
butions of a scientifically applied and confirmatory nature for determining the levels of TAC
and some other more widely available markers of antioxidant significance in patients with
BPH and PC, which objectively reflect the significance of the obtained results in scientific
terms and their applicability in real clinical practice.

The study contributes to the establishment of changes in the antioxidant status before
and after surgical treatment in patients with BPH and PC, and the established dependencies
with other markers of inflammation and antioxidant protection can serve for making effective
decisions in the early diagnosis and successful treatment of these diseases.

8. Assessment of dissertation publications

In connection with the dissertation work, Dr. Velkovska presents 3 publications in ref-
ereed journals and indexed in a global database, 3 participations in scientific forums, and 1
participation in a research project, which meets the minimum national requirements of the Act
on the Development of the Academic Staff in the Republic of Bulgaria, the Regulations for its
implementation, as well as the Regulations on the terms and conditions for acquiring a sci-

entific degree at the Medical University — Pleven



9. Autor's abstract
The abstract is prepared according to the requirements, with high-quality illustrative
material and sufficient volume to fully reflect the main results achieved in the dissertation.
10. Critical remarks and recommendations
| have no critical remarks about the conducted research and the presented materials.
The recommendations made to the doctoral candidate during the approval of the dissertation
have been complied with. | would like to recommend that Dr. Teodora Velkovska continue
her work on the topic, focusing on the directions for future research outlined therein, as well
as publishing the results of the dissertation in international journals with an impact factor.
CONCLUSION
| believe that the dissertation work of Dr. Teodora Mitkova Velkovska is extremely
up-to-date, properly constructed, with excellent methodology and reliable results. It contains
scientific and applied scientific results with an original contribution to science and meets all
the requirements of the Act on the Development of Academic Staff in the Republic of Bul-
garia, the Regulations for its implementation and the Regulations of MU-Pleven. The pre-
sented materials and dissertation results fully comply with the scientific requirements of the
regulations.
Due to the above, | confidently give my positive assessment of the conducted research,
presented by the dissertation work, abstract, achieved results and contributions, and | propose
to the esteemed scientific jury to award the educational and scientific degree "Doctor" to Dr.

Teodora Mitkova Velkovska in the scientific specialty of "Clinical Laboratory".
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