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CTAHOBHUIIE
Ot nou. a-p Upena MBanoBa I'enueBa — AHresnona, 1.M.
HayyHa crnienranHocT Kimmanana naboparopus,
JlouieHT KbM KaTeapa ,,Knnauyna nabopatopusi, KIMHUYHA UMYHOJIOTHS M aJeprojorus’,

®daxynTeT 3apaBHU IPUKU, MeTUIIMHCKU yHUBEpCcUTeT — [lieBen

Ha JMCEpTAIllMOHEH TPY/ 3a MPUCHKIaHEe Ha 0Opa3oBaTeIHaTa U HayuHa ctereH '[lokTop'
npodecronaHo Hanpasienue 7.1 MenunuHa

JIOKTOpcKa mporpama “Kinunuyna nadoparopus

ABTop: 1-p Teonopa Murtkosa Benkoscka
®opma Ha I0KTOpPaHTypaTa: peoBHa Gopma
Karenpa: ,, Knuanuna naboparopusi, KIMHUYHA UMYHOJIOTHS U anepronorus’, MY - [1nesen

Tema: ,,AHTUOKCUJAHTEH CTATYC IPU MALIUEHTH C XUIEPILIa3Usl U KPLIMHOM Ha MPOCTaTHATA
Jkie3a’

Hayu4en pbroBoauTte: [Ipod. 1-p Anenauna Pycesa, 1.m., MY - IIneBen

1. OO6uro npeacraBsine HA MPoIeIypaTa

[IpencraBeHUsAT KOMIUIEKT MaTepralid CbOTBETCTBA HA U3UCKBAHUATA HA IpoLEeypaTa 3a
npunobusane Ha OHC ,, [loxTop®, chriacHo mpaBuwiHuka Ha MY — IlineBeH u BkiItouBa
BCHUYKH HEOOXOAUMHU JTOKYMEHTH.

2. Kparku OnorpadpmyHu JaHHU 32 JOKTOPaHTa

I-p Temopa Benkorcka e poaena mpe3 1989r. 3apppmea MI™ ,,I'eo Muses®, rp. IlneBen
nipe3 2008r. u Meaunmaa B MY — IliteBen npe3 2015r. [Ipe3 2016r. 3amodBa crienuann3amnys
no ,,Knunuuna naboparopus* kbM YMBAIJI ,,C. Mapuna“-I1nesen. IIpe3 2022r. npugo6usa
cneuuanHoct no Knuauuna maGopatopus. Ot 2020r. o 2024r. e peaoBeH JOKTOPAHT IO

KIMHWYHA Jabopatopuss kKbM MY- IlneBena B gokTopcka mporpama “KnnHuuna
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naboparopusi, mpodecnonanHo Hanpasnenue 7.1 Meaununa. Ot 2016r. 10 MoMeHTa padoTu
B YMBAIJI ,,CB. Mapuna* —IlneBeH.

3. AKTYaJHOCT Ha TeMaTa

[IpocraTHata *xJie3a € cpel Hail-uecTo 3acsAraHUuTe OpraHu OT 3a00JIsIBaHUS MPU MBXKETE,
KaTo noOpokadecTBeHara npocratHa xunepruiasus (AI1X) u npocratausat kapuuHoM (I1K) ca
JIBETE HAal-Pa3sIpOCTPaHEHU U COLMAIHO3HAYMMHU [1aTOJIOTUYHU ChCTOSIHUSL.

IIK e Haii-yecTO AMArHOCTULIUPAHUAT PAaK CPE] MBKETE B pa3BUTUSA CBAT. ToM € BTOPUAT
[0 YecToTa cjen 0elnoApoOHHs KaplLIMHOM B CBETOBEH Mallad cpell MBKETe U IeTa BOjella
MpUYKHA 33 CMBPT, IPUUMHEHA OT pak. B cBeToBeH maiiab uMa rojemMu paziuuus B HUBaTa
Ha 3abossieMocT U cMbpTHOCT OT [IK, KaTo B HsKOM cTpaHM, BKIHOUUTENHO bbarapus, HuBaTa
Bce oule ocrasar HapactBawy. /JJokaro 11K e Hali-uecTo IMarHOCTULMPaHUS IIPU Bb3PACTHUTE
Mbxe pak, To 11X e Hali-uecTo mocTaBsiHaTa ypoJIOTrMYHa AUArHo3a Ipyu Bb3PAaCTHUTE MBXKE,
¢ uectoTa Hazg 62%.

HapacrtBamoro BHMMaHHE Ha Hay4yHaTa OOILHOCT IpPHUBJIMYA POJSTAa HA OKCUAATUBHMUS
ctpec (OC) M aHTUOKCHJAHTHHUS CTaTyC B pa3BUTHETO M IpOrpecusra Ha Te3U JBE
3abonaBanus. OmpenensiHeTo Ha ToTanHus aHtuokcuganteH craryc (TAC) c¢ paznuyHu
nabopaTopHH METOAM MOXKE Ja TNpeJocTaBU ILieHHAa HWHopManus 3a CHCTOSHUETO Ha
AHTHOKCHJIAaHTHAaTa 3allliTa B OpraHu3Ma M Ja IOKaXKe IOTEHLHUalIHAaTa My poJisl KaTo
nokaszaren npu AIIX u I1K.

Knuauynara nabGoparopusi ©Ma BakKHa poJisi B JIMArHOCTUKATa, MPOCIEASBAHETO U
neuennero Ha mauueHtute ¢ JAIIX u IIK, He3aBUCHMMO OT BB3MOXKHOCTUTE Ha OOpa3zHUTE
u3cneABaHuss u  OuoncusTa. Ts mpeanmara TecToBeé C BHUCOKAa CHEUMPUUHOCT U
qyBCTBUTETHOCT. OCBEH omnpenessHeTo Ha HuBaTa Ha PSA(mpocrar creruguyueH aHTHUIEH)
KaTo OCHOBEH TYMOPEH MapKep B JMAarHOCTUKaTa M MpOCIEASIBAHETO HAa TE3U JBE
3abonsaBanus, uzcneapanero Ha jgeBkonuture (WBC) u C- PeaktuBen IIporeun (CRP) kato
MapKepu Ha Bb3MaJCHHE, UHTEpeC NPEJACTaBIsIBAT W HAKOM IIHPOKO U3IMOJI3BAaHU B
nabopaTopHara MpakTUKa IMoKa3aTeau KaTo alOyMHH, 0011 OMiupyOuH U MUKOYHA KUCEIHNHA,
KaTo ChEAMHEHUS C AaHTHMOKCHAAHTHa (yHKUMs B opranusma. Hapen ¢ T1ax, or ocobeH
uHTepec e onpezensHero HuBata Ha TAC, koiTo MoXe Ja fajne uH(opMaIus 3a UsIOCTHUS
AHTHOKCHJIAHTEH CTaTyC.

Paznuunn nmpoyuBanust nomuepraBar posiara Ha OC B nmarorenezata Ha [IIX u I1K,
KaTo ce (POoKycHpaT BBPXY M3CICABAHETO HA Pa3IMYHU Mapkepu, BratouuTennHo TAC mpu
Pa3IMYHM MAaTOJIOTUH, HO JAaHHUTE 3a OIIEHKAa MY IpPH Te3H JBe 3a00JIBaHUs HA MMPOCTaTHATa

’KJ1e3a He ca rojisiMm Opoit.



ChIecTByBaT HAKOM HEPEIICHH BBIIPOCH U MPOOJIEMH MO TeMaTa, KOUTO Ca OT CHIIECTBEHO
3HaYeHHWe 3a pa3OMpaHeTo, paHHAa AMArHOCTHKA W YCHEIIHO JICYeHHEe, a MMEHHO:
BapHaOMIHOCTTa B MeTonuTe 3a m3mepBane Ha TAC; edekra Ha npuapykaBamuTe HaKTopH,
BKJ. BB3pacT, JHMeTa, HAYMH Ha JKMBOT W HalIW4Yhe Ha CBIIBTCTBAIM 3a0O0JIIBAaHHS;
IBITOCPOYHUTE KIMHUYHU  TOCIeAuIH; edekra OT aHTHOKCHAAHTHATA  TEparusl.
JIONBITHUTETHN KIMHUYHHU M3CJEeIBaHUS, HACOYCHM KBbM OLICHKaTa Ha e(EeKTHBHOCTTA Ha
AHTUOKCHUJIAaHTHATA Teparusi, MOTaT /1a OTKPUAT HOBU Bb3MOXKHOCTH 3a NMPEBEHLIUS U JICUYCHHE
Ha Te3u JBe 3a00JsABaHMS Ha TpOCTaTHAaTa jkje3a. ToBa OM MOIJIO Ja MMa 3HAYUTEIIHO
BB3/ICHCTBHE BBPXY MOJOOPSBAHETO HA KAYECTBOTO HA J)KMBOT Ha MAI[EHTHTE U J1a IOBEAE 10
HamalsiBaHe Ha 3a00JIeBa€MOCTTa U CMBPTHOCTTA.

B bBrwirapus 10 MOMEHTa HE € TPOBEXKAAHO NOJO0OHO TpPOydYBaHE, KOETO IpaBU
HACTOSALIOTO M3CIIEBaHE, HOBO, aKTYaJIHO M BaKHO 332 MEIUIIMHCKaTa 00IHOCT. OlleHKaTa Ha
TAC u HeroBaTa Bpb3Ka ¢ Apyru OHOMapKepy M KIMHUYHM NOKA3aTeN MOXKE J1a TIPEIOCTaBH
neHHa nadopmarus 3a maroreneszara Ha JI1X u T1K.

Tosa, onpezens Temara Ha TUCEPTALIMOHHUS TPYJ KaTO aKTyallHa, OpUTHHAIHA U TIOJIe3HA
3a KIMHUYHATA TIpaKTUKa. Pe3ynTatuTe OT NpoydBaHETO MorarT Ja JONpUHEcaT 3a
pa3OupaHeTo Ha poiiTa Ha aHTHOKCHIAHTHHUS craryc npu mnamueHta c JIIX u IIK,
MIPEJOCTABSIIKN HOBH MEPCIIEKTUBH 32 INArHOCTHUKATA, TPEBEHIIUATA U JICYCHUETO UM.

4. OueHka Ha TUCEPTALHOHHMSA TPY/]

JlvcepTallMOHHUAT TPy € HanucaH Ha 154 cTaHJapTHU CTpaHMLIM U € OHArjeseH ¢ 64
¢urypu, 61 tabnum u 4 npunoxenus. OpopmeH e B cieiHUTe pa3aenu: 3arjaBHa CTpaHuUIa,
Coabpxanue (3 crpanuim), WM3momsBanu cbkpamieHusi(2 crpanunu), BbBemenue(2
crpanunu), Jlureparypen 0030p(32 crpanunm), Llen u 3amaun(l crpanuia), MaTtepuan u
meronu(13 crpanunum), Pesynratn u obcwxmane(69 crpanuim), M3Bomu(2 cTpaHui) |
[Mpunocu(2 crpanunm). bubnuorpadusra ceappxa 183 3arnasus - 5 Ha kupumia u 178 Ha
JATUHUIIA.

5. CTpykTypa Ha IMCepTALIMOHHUS TPYI

CtpykTyparta U ChIbp>KaHUETO Ca MPEJICTABEeHN KOPEKTHO U NopoOHo. 3BeneHu ca Hail-
4eCTO M3MOJI3BAaHUTE ChKpamieHus. OTAeTHUTE TIaBU U MOATNIABU ca HAIJIEKHO odopMeHH,
KOETO J1aBa SICHOTA U TPErjeTHOCT Ha JUCEPTALMOHHUS TPY/.

JluTepaTypHUsIT 0030p € MHOTO J00pe CTPYKTYpHUpaH W BKIIOYBA aKTyallHa
nHpopManus o Temarta. [IpencraBeHn ca moapPOOHO EMUAEMUOJIOTHYHUTE JaHHU 32 pak Ha
npocraraTa M JoOpoKadecTBEHaTa MPOCTaTHA XMWIIEPIUIa3usi B CBETOBEH W HAIMOHAJICH

Mama6. Onucanu ca KJIaCI/I(I)HKaI_II/IﬂTa Ha HK, MCETOAUTC 3a CKPUHUHI U JUAIHOCTHKA,



puckoBute (aktopu 3a pazsutue Ha JII[IX wm I[IK. Ouenenu ca OKCHIATHBHHS CTpPEC U
AHTHOKCHJIAaHTHA 3a1uTa. Pasrienanu ca peakTMBHUTE KUCIOPOJHU BUAOBE U TSIXHATA PO B
pa3BuTHEeTO Ha aBeTe 3abomsBaHusA. OlLEHEHH ca BB3MOKHOCTUTE Ha J1abOpaTOpHUTE
I0Ka3aTesy, U3I0JI3BaHU 3a OLCHKA Ha aHTUOKCUJIAHTHMS CTaTyc U Bb3naineHue, kato TAC,
CRP u np. O6BbpHaTO € BHUMaHHUE Ha 3HaUYCHUETO Ha MeToauTe Ha jgedeHue Ha JI1X u [1K 3a
BB3CTAHOBSIBAHETO Ha OpraHM3Ma ciieJl OIepalus U IOBIUABAHETO U BBbPXY MapKepuTe Ha
Bp3nanenue u TAC.

Buxna ce, ye mokTOopaHTKara OTJIMYHO IIO3HaBa mpoOieMa M IpPeCTaBsl 33a1bJI00YEH
aHaJIM3.

Lesara Ha AEicepTallMOHHUS TPYA € ACHO (OpMyJHpaHa, a UMEHHO J1a C€ aHAIU3UPaT
nuBata Ha TAC mpu mpocTaTeH KapUuHOM M JTOOpOKayecTBEHA MPOCTATHA XUIIEPIUIA3Us U
HETrOBUTE KOPEJIALMOHHU 3aBUCUMOCTH C: 1) HMO-IIMPOKO JOCTHIHM MapKepH 3a OLEHKa Ha
AHTUOKCUJIAHTHUA CTAaTyC Karo OMJIMPYOMH, MMKOYHA KUCEIMHA U aJOyMUH; 2) HUBaTa Ha
Mapkepu Ha Bb3nanenuero (CRP, WBC) u 3) nuBara Ha Tymopuus mapkep PSA. Jla ce
YCTAaHOBAT IPOMEHUTE B AHTUOKCUJAHTHUS CTAaTyC B 3aBUCUMOCT OT CTaJus Ha 3a00JIsIBaHETO,
IIPEH U CIIE]] IPOBEJCHO XUPYPIUUHO JIEYEHHUE.

3agaumTe ca 0ceM M JIOTUYHO CJIeBAT [IOCTaBEHATa B AUCEPTALUATA LIEll.

Martepuan u meroam — Ilo cBos xapakrep NpOy4YBaHETO € MPOCHEKTUBHO H
CPaBHMUTEIHO C M3M0JI3BaHE Ha KOHTPOJIHA Ipyna. 3a IeJIUTe Ha Mpoy4BaHeTo 1-p Benkoscka
e noadpaa JBe IpynH - TapreTHa U KOHTposiHa. KpuTtepunrte 3a BKIIOUBaHE M U3KIIOUBAHE ca
sacHO neguHMpaHu. TapreTHara rpymna malueHTH ce cbeTou oT 90 Mbxke cbe 3a00isiBaHe Ha
IpocTaTHaTa >KJie3a, JI0Ka3aHW XHCTOJOTWYHO M ONEpUPAHU B YpPOJIIOTMYHA KJIMHHMKA Ha
YMBAIJI ,,Ceeta Mapuna* - [lnesen. bposar na mauuenture ¢ [1K e 45 cbc cpeana Bu3pact
69,87+6,233 romuan u 45 c¢ pokaszaHa JIIIX nHa cpennHa Bw3pact 70,47+7,322 ronuHm.
KonTponnara rpyma ce cbcrom OT 45 KIMHHYHO 3[paBM MBXE, Ha CpeJHA Bb3pacT
69,44+6,621 romunu, mnocerwiu YMBAJI ,CBera Mapuna“-IlneBeH mo TmoOBOA Ha
npodunakTUdeH mperies, BKIYBall U JabopatopHu uscienanus. [Ipy Bcuuku ydacTHULIN
B NPOydYBaHEeTO ca craszeHu mnpernopbkure B ,,Ethical Issues in Patient Safety Research:
Interpreting Existing Guidance® na C30. CnaszeHu ca mnpoueaypuTe B CHOTBETCTBHE C
€TUYHUTE cTaHapTH Ha KomucusTa 1o 4oBEIIKM H3CiIeABaHMs, CbIlo U [leknapanusara oT
Xem3uHkd. Bceuuku MBke ca mnognucalivd MHMOPMHUPAHO ChIJIacHe 3a MEIULUHCKUTE
neitnoctu. I[IpoyuBanero e onobpeHo ot Kowmucusta no ETtuka Ha HaydHO-
nzcnenosarenckara aeiiHoct (KEHW) npu MVY-IlneBen. KpbB 3a naboparopeH ananmus e

B3€Ta B CBHOTBCTCTBHUE C J'Ia60paTOpHI/I${ CTaHadapT. MCTOI[I/ITG, H3II0JI3BaHU 34 LCJIINTC Ha



IIPOYYBAHETO Ca: HWHTEPBIO, KIWHUYEH YPOJIOTMYEH IIPETJeNl, XUCTOJIOTHYEH AaHAJM3,
1a00paTOPHU U3CIIEBAHUS U CTATUCTUYECKH aHAIIU3.

Pesysaratu m oOchikIaHe — pe3yaTaTUTe OT IMPOYYBAHETO ca MPEACTAaBEHH B 8
paszena, B CbOTBETCTBUE C IIOCTABEHUTE 3a/1auM, 100pe OHarjieeH! B TabauueH U rpapuueH
BHJI, IPUIPYKEHU ¢ KOMeHTap. lIpencraBeHyn ca OCHOBHHUTE OIMCATENIHU XapaKTEPUCTUKU Ha
IpynuTe MO T[OKa3aTens ,,Bb3pacT’: CpeJHa apUTMETUYHA BEJIWYUHA, CTAHJIAPTHO
OTKJIOHECHHE,

JIOBEPUTENIEH HWHTEpBaJ, MeJuWaHa, MUHUMajlHAa M MaKCHMajlHa CTOMHOCTH, OOXBarT,
koeduimeHT Ha acumeTpus (skewness). YcraHoBeHa € posisitTa Ha HIKOU (PaKTOPU OT HAYMHA
Ha uBoT Ha nanuentute ¢ [IK u JIIIX BbpXy pa3BUTHETO HA CHOTBETHOTO 3a00JIsIBaHe, KaTo:
KOHCyMallUdTa Ha IUIOJOBE M 3€JIeHYyLH, yrnoTpedaTa Ha YEpPBEHO BMHO; pOJIsSI Ha
TIOTIOHOIYILIEHETO; poJisi Ha crnopTyBaHeTo; ponsd Ha MTM (uHaekca Ha TelecHaTa maca);
IIPUEM Ha AHTUOKCUIAHTH; HaJIMYME HA DPOJHMHM B CEMEHUCTBOTO CBC 3JI0KAYECTBEHO
3a0oJsiBaHe; HaIMYMe Ha AUa0eT W peBMaToujieH apTpuT. CpaBHEHH ca CEpyMHHUTE HUBA Ha
TAC npu 3xapaBu koHTponu u npu nauueHtd ¢ [IK m JIIX. YcraHoBenu ca HuBaTa Ha
Kopenauuss MexIy noiydeHute pesynaratd 3a TAC u gpyrure KOMEHTHpaHHU I1OKa3aTeiau ¢
aHTUOKCUJIAaHTHO 3HauyeHue. IloTBbpaena e Bpb3kara Mmexay TAC um mapkepure 3a
BB3nanenue, C-peakTUBEeH MPOTEHH U 001 Opoii JeBKouuTH. OOCHICHO € BIMSHUETO HA BUIA
orepaTHBHA TEXHHMKa BbpXY pe3ynratute oT onpeaensHe Ha TAC u Ha apyrure nokasaTelu.
VYCTaHOBEHO € KakBU INPOMEHM Ca HACTBIIMIM BBB BCSAKa OTJAENHA Tpyna u edekra oT
OTCTPaHSBAaHETO Ha TYMOPHOTO HOBOOOpa3zyBaHHe BHpXy HHMBaTra Ha TAC u u3cienBaHuTe
naboparopHu nokaszarenu. CpaBHEHU U aHAIM3UpaHU ca cpenHuTe HuBa Ha TAC, Ha qpyruTe
IT0OKA3aTEeNIM ¢ AHTMOKCUJIAHTHO 3HAYEHUE M HAa MAPKEPUTE 33 BB3NAJICHHUE IIPU MALMEHTH C
I[IK n AIIX nmpeam m cien oneparuBHAaTa WHTEpBEHLMs. Pasrinenanum ca NpoMEHHUTE B
croiiHocTHTe Ha PSA B 3aBUCHMMOCT OT cTa/ius Ha 3a00JIIBAaHETO M HAJIMYMETO HAa METacTa3H.

B nmcepranmoHHUAT TPYyH ca W3BEACHH 8 H3BOJA, KOUTO Ca B CBOTBETCTBHE C
MOJIyUEHUTE PE3YNITaTH U ca JIOTUYHO M3BEJEHH OT MOCTaBEeHUTE 3aj1auu. 3alernexkara MU
TYK €, 4€ HAKOM OT U3BOJUTE Ca IIPEKAJIEHO IBbJITH.

IIpuHocuTe B QuCEpTAllMOHHMS TPYZA Ca pa3lelIeHW B JIBE KaTErOpUHU: C OpPUTMHAJIECH
XapakTep U ¢ HAyYHO-IIPWIOKEH U IOTBBPAUTEIIEH XapaKTep.

6. ABTOpedepar u MyOJUKANMH, CBbP3aHHU C TUCEPTALNHOHHHUA TPYA:

ABTopedepaTbT, Kato ChAbpPKAHME M KadeCcTBO, MPEJCTaBs IBIHO PE3YJITaTUTE OT

HAy4YHOTO ThpCEHE B qucepTauusaTa. JucepTaHThT uMa 3 HayuyHU MyONMKaluu U 3 ydacTus B



Hay4yHU (OpyMH, CBHP3aHU C JUCEPTAMOHHUS TPYA. YdacTBall € B €IMH Hay4deH MPOEKT Ha
MY — IlneBen.

7. Ilpenopbku u 3a0eJ1eKKHU

[IpenopbkaTta MU 10 OTHOIIEHHE HA OubIHorpadusiTa e, ue 1o — KOPeKTHO € mojapendaTa
Ha JIUTEPATYPHU U3TOUHMIIM /14 pa3/ieis TE3U Ha KUPUIIULA OT T€3U Ha JIATUHHUILIA.

8. 3akuouenme:

HucepranoHHuaT Tpyn Ha A-p Teomopa BenkoBcka ,,AHTMOKCHIAHTEH CTaTyCc HpuU
MalUEeHTH C XUIEepIUla3us M KPIMHOM Ha NpPOCTaTHATa Xje3a™“ € akTyaJeH W MPaBUIHO
CTpYKTypHupaH. JIOKTOpaHTKaTa MoKa3Ba, 4e MOXe J1a MPOBEXK/1a CAMOCTOSITEIIHO KOMILIEKCHU
Hay4HHM [IPOYYBAHMUS.

JucepranusaTa oTroBapsi Ha BCHUKM U3MCKBaHMS Ha 3aKOHA 3a pa3BUTHE HA aKaJEMUYHUS
cbeTaB B Penyonnka boarapus(3APCB), [IpaBuiiHuka 3a HEroBoTo mpuiaraie u [IpaBuiHuKa
3a pa3BUTHE Ha akaJeMU4HHs cbcTaB B MY — [lneBeH 3a npugoOuBaHe Ha oOpa3oBaTeiHa U
Hay4Ha CTeIleH ,,JJokTop®.

VY0OeneHo naBaM MOJIOKUTETHO CTAaHOBMILE W IPUKAHBAM YyBa)Ka€MUTE WICHOBE Ha
Hayunoto xypu, n1a mpuchAsT obpazoBaTelHaTa M Hay4yHa cTereH ,,J[okTop* mo HayuyHara

cnenuantoct ,,Knuauuna naboparopus™ Ha 1-p Teomopa MutkoBa Benkoscka.

7.05.2025r. Iloamuc: Ha ocHoBaHue un. 59 or 33N

rp. [IneBen /mou. 1-p Upena ['enyeBa, a.m./
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1. General presentation of the procedure
The presented set of materials complies with the requirements of the procedure for
acquiring the ESD ‘Doctor’, according to the regulations of Medical University — Pleven and

includes all necessary documents.

2. Biographical data of the doctoral student

Tedora Velkovska, MD, was born in 1989. She graduated “Geo Milev” Secondary School,
Pleven in 2008 and Medicine at Medical University — Pleven in 2015. In 2016, she began
specializing in “Clinical Laboratory” at the University Hospital “St. Marina” — Pleven,

acquiring the specialty in 2022. From 2020 to 2024, she was a full-time doctoral student at



Medical University — Pleven in the doctoral program “Clinical Laboratory”, professional field
7.1 Medicine. From 2016 to present, she has been working at University Hospital “St.

Marina” — Pleven.

3. Relevance of the topic

The prostate gland is among the organs most commonly affected by diseases in men, with
benign prostatic hyperplasia (BPH) and prostate carcinoma (PC) being the two most common
and socially significant pathological conditions.

PC is the most commonly diagnosed cancer in men in the developed world. It is the
second most common cancer in men worldwide after lung cancer and the fifth leading cause
of cancer death. There are large differences in the incidence and mortality rates of PC
worldwide, with rates still increasing in some countries, including Bulgaria. While PC is the
most commonly diagnosed cancer in adult men, BPH is the most common urological
diagnosis in adult men, with a prevalence of over 62%.

The growing attention of the scientific community is focusing on the role of oxidative
stress (OS) and antioxidant status in the development and progression of the two diseases.
Determination of total antioxidant status (TAS) with various laboratory methods can provide
valuable information about the state of antioxidant defense in the body and show its potential
role as an indicator in BPH and PC.

Clinical laboratory has an important role in the diagnosis, monitoring and treatment of
patients with BPH and PC, regardless of the possibilities of imaging studies and biopsy. It
offers tests with high specificity and sensitivity. In addition to determining the levels of PSA
(prostate specific antigen) as the main tumor marker in the diagnosis and monitoring of these
two diseases, the total number of leukocytes (WBC) and C-Reactive Protein (CRP) as
markers of inflammation, some widely used in laboratory practice indicators such as albumin,
total bilirubin and uric acid, as compounds with antioxidant function in the body, are also of
interest. Along with them, the determination of TAC levels, which can provide information
about the overall antioxidant status, is of particular interest.

Various studies have highlighted the role of OS in the pathogenesis of BPH and PC,
focusing on the study of various markers, including TAC in different pathologies, but data on
its evaluation in these two prostate diseases are lacking.

There are some unresolved questions and problems on the topic that are essential for the
understanding, early diagnosis and successful treatment, namely: variability in methods for

measuring TAC,; the effect of accompanying factors, including age, diet, lifestyle and the



presence of comorbidities; long-term clinical consequences; the effect of antioxidant therapy.
Additional clinical studies aimed at evaluating the effectiveness of antioxidant therapy may
open new opportunities for the prevention and treatment of these two prostate diseases. This
could have a significant impact on improving the quality of life of patients and lead to a
decrease in morbidity and mortality.

No such study has been conducted in Bulgaria to date, which makes it new, relevant and
important for the medical community. The assessment of TAC and its relationship with other
biomarkers and clinical indicators may provide valuable information about the pathogenesis
of BPH and PC.

This determines the topic on the dissertation work as up-to-date, original and useful for
the clinical practice. The results from the study can contribute for better understanding of the
role of antioxidant status in patients with BPH and PC, providing new prospects for diagnosis,

prevention and treatment.

4. Dissertation evaluation
The dissertation is written on 154 standard pages and is illustrated with 64 figures, 61
tables and 4 appendices. It is divided in the following sections: Title page, Table of contents
(3 pages), Abbreviations used (2 pages), Introduction (2 pages), Literature review (32 pages),
Aim and objectives (1 page), Material and methods (13 pages), Results and discussion (69
pages), Conclusions (2 pages) and Contributions (2 pages). The bibliography contains 183
titles — 5 in Cyrillic and 178 in Latin script.

5. Structure of the dissertation

The structure and content are presented correctly and in detail. The most frequently used
abbreviations are listed. The individual chapters and subchapters are properly formatted,
which provides clarity and readability of the dissertation work.

The literature review is properly structured and includes up-to-date information on
the topic. Epidemiological data on PC and BPH on a global and national scale are presented in
detail. The classification of PC, screening and diagnostic methods, risk factors for the
development of BPH and PC are described. Oxidative stress and antioxidant protection are
assessed. Reactive oxygen species and their role in the development of both diseases are
examined. The capabilities of laboratory indicators used to assess antioxidant status and

inflammation, such as TAC, CRP, etc., were evaluated. Attention was paid to the importance



of BPH and PC treatment methods for the recovery of the body after surgery and their impact
on markers of inflammation and TAC.

It is evident that the doctoral candidate possesses a thorough understanding of the research
problem and provides a comprehensive analysis.

The purpose of the dissertation is clearly formulated, namely to analyze the fields of
TAC at PC and BPH and its correlational dependencies with: 1) wider accessible markers for
assessment on antioxidant status as bilirubin, urinary acid and albumin; 2) levels on markers
on inflammation (CRP, WBC) and 3) levels on tumor PSA marker. To establish changes in
antioxidant-dependent status depending on the stage of the disease, before and after surgical
treatment.

Tasks logically follow the goal set in the dissertation.

Material and methods — The study is prospective and comparative in nature with the
use of a control group. For the purposes of the study, the candidate has selected two groups -
target and control. The inclusion and exclusion criteria are clearly defined. The target group
of patients consists of 90 men with prostate disease, proven histologically and operated on in
the Urology clinic of University Hospital “St. Marina” — Pleven. The number of patients with
PC is 45 with a mean age of 69.87+6.233 years and 45 with proven BPH with a mean age of
70.47+7.322 years. The control group consists of 45 clinically healthy men, with a mean age
of 69.44+6.621 years, who visited the University Hospital “St. Marina” — Pleven for a
preventive examination, including laboratory tests. All participants in the study followed the
recommendations of the WHO’s “Ethical Issues in Patient Safety Research: Interpreting
Existing Guidance”. The procedures were in accordance with the ethical standards of the
Committee on Human Research, as well as the Declaration of Helsinki. All men signed
informed consent for medical activities. The study was approved by the Research Ethics
Committee (REC) at Medical University — Pleven. Blood for laboratory analysis was taken in
accordance with the laboratory standard. The methods used for the purposes of the study
were: interview, clinical urological examination, histological analysis, laboratory tests and
statistical analysis.

Results and discussion — the results of the study are presented in 8 sections, in
accordance with the tasks set, well illustrated in tabular and graphical form, accompanied by
commentary. The main descriptive characteristics of the groups by the indicator “age” are
presented: arithmetic mean, standard deviation, confidence interval, median, minimum and
maximum values, range, skewness coefficient. The role of certain lifestyle factors in patients

with PC and BPH on the development of the respective disease has been established, such as:



consumption of fruits and vegetables; use of red wine; role of smoking; role of exercise; role
of BMI (body mass index); intake of antioxidants; presence of relatives in the family with
malignant disease; presence of diabetes and rheumatoid arthritis. Serum TAS levels were
compared in healthy controls and in patients with PC and BPH. Correlation levels were
established between the obtained results for TAS and the other commented indicators with
antioxidant significance. The relationship between TAS and inflammatory markers, C-
reactive protein and total leukocyte count, has been confirmed. The influence of the type of
surgical technique on the results of determining TAS and other indicators was discussed. It
was determined what changes occurred in each individual group and the effect of the removal
of the tumor on the levels of TAS and the laboratory parameters studied. The average levels
of TAS, other indicators of antioxidant significance, and inflammatory markers in patients
with PC and BPH before and after surgery were compared and analyzed. Changes in PSA
values depending on the stage of the disease and the presence of metastases were examined.

The dissertation presents 8 conclusions that are in accordance with the results obtained
and are logically derived from the tasks set. It is worth noting that certain conclusions were
prolonged.

Contributions in the dissertation are divided into two categories: original and applied

science and confirmatory nature.

6. Abstract and publications related to the dissertation:

The abstract, in terms of content and quality, fully presents the results of the scientific
research in the dissertation. The dissertation candidate has 3 scientific publications and 3
participations in scientific forums related to the dissertation work. She participated in one

scientific project of Medical University — Pleven.

7. Recommendations and remarks
| recommend that the bibliography be organized by separating sources written in Cyrillic

script from those in Latin script, as this would enhance clarity and consistency.

8. Conclusion:
Teodora Velkovska, MD’s dissertation “Antioxidant status in patients with hyperplasia
and carcinoma of the prostate gland” is up-to-date and properly structured. The doctoral

student shows that she can independently conduct complex scientific research.



The dissertation meets all the requirements of the Law on the Development of the
Academic Staff in the Republic of Bulgaria (LDASRB), the Rules for its implementation and
the Rules for the Development of the Academic Staff at Medical University — Pleven for the
acquisition of the educational and scientific degree ‘Doctor’.

| confidently give a positive opinion and invite the respected members of the Scientific
Jury to award the educational and scientific degree ‘Doctor’ in the scientific specialty
“Clinical Laboratory” to Teodora Mitkova Velkovska, MD.

05/07/2025 Signature: Ha ocHoBaHue un. 59 or 331
Pleven, Bulgaria /Assoc. Prof. Dr. Irena Gencheva, MD, PhD/



