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MpocTaTHUAT KapunHom (MK) e Hali-4ecTo AMArHOCTULMPAHUAT PaK B Pa3BUTUA CBAT C YecToTa 1
OT BCEKM 7 mbrKe. ToBa Hanara M3MNon3BAHETO HA CEPUO3EH MEAULMHCKU U MKOHOMMYECKMU
pecypc 3a npodunakTUKa, AuarHosa, nevyeHwe M npocnegssaHe. CMMNTOMUTE OT AOAHUTE
nuko4yHy nbtrwa (CAMM) ca MHOTo YecTo cpellaHn Npu mbxe Hag 40 -rogumiiHa Bb3pact. Tesu
CMMNTOMM Ca YecTo CBbpP3aHM C gobpokayecTBeHaTa NpocTaTHa OOCTPYKUMA U CbOTBETHO C
nobpokKayectBeHaTa npoctatHa xunepnaasua (ANX). CAMNM 1 TAXHOTO NeYyeHne MMaT roasamo
MKOHOMMYECKO OTPaXKeHMe N 3HAYUTENHO BAMAHWE BbPXY KAYeCTBOTO HA KMBOT. NHTepecHo e
Aa Ce NnpoyYynm BAUAHMETO Ha oKcuaatTuBHMA cTpec (OC) M aHTMOKCMAAHTHWUA CTaTyc B
natoreHesaTa, Pa3BUTUETO M MporpecuaTa Ha Te3n 3abonsBaHuA. B cBeTOBHATa nuTepaTypa
HAMA A0CTaTbYHO AaHHM 3a TOTaNHMA aHTUOKcMAaaHTeH ctaTtyc (TAC) npu naumeHTtn ¢ NK n ANX.
Jluncata Ha CTaHZApPTHM MEeTOAONOrMM  3aTPYAHABA CPABHEHMETO MeXAYy pPas/INYyHU



n3cneaBaHUA U onpeaenaHeTo Ha pedepeHTHUTE CTOMHOCTM Ha TAC, KaKTO M KopenaumaATa
baKTOpKU KaTo: BB3PACT, AMETA, HAUYMH HA KMBOT M HA/NNYME Ha CbNbTCTBALWM 3abonsaBaHuMA.
PewaBaHeTo Ha Te3n BbMPOCM HBU NO3BOAMNO ONPefeNAHETO Ha AbArOCPOYHUTE KAUHWUYHU
nocneamum oT NPOMeEHUTe B aHTMOKCUAAHTHMA CTAaTyC NO OTHOLWEHWE Ha MBXKKOTO 34pase U
npoctaTtHaTa Xnes3a M MoXe Jaa geduHuMpa 3HAYEHMEeTO HA aAHTMOKCUAQHTUTE KaTo
TepaneBTUYHUN CpeacTBa. BCMUKO M3N0KEHO AOTYK [0Kas3Ba, Ye AucepTauMOHHaTa pa3paboTka
Ha a-p BenkoBcKa Mma onpeaeneHa, akTyanHa u AcHa uen: ,[la ce aHanm3smpaT HMBaTa Ha TAC
NpU NpPoOCTaTeH KapumMHOM W [o06pOKayecTBEHA MPOCTATHA XWUNEepniasua U  Herosute
KOPEeNaunMoHHN 3aBUCMMOCTM C: 1) nNO-WMPOKO A[OCTbMHM MapKepu 3a OUEeHKa Ha
AHTUMOKCUAAHTHMA CTATyC KaTo O6MAMPYOMH, MUKOYHA KUCeNMHa W anbymuH; 2) HMBaATa Ha
Mapkepu Ha Bb3naneHueto (CRP, WBC) u 3) HMBaTa Ha TymopHua mapKkep PSA. [la ce yCcTaHOBAT
NPOMEHUTE B aHTMOKCMAAHTHMA CTaTyC B 3aBMCMMOCT OT CTaguA Ha 3ab60NABAHETO, KAKTO M
npeau v cneg NpPoBeseHoO XMPYPruyHO neveHne”.

OncepTaumMoHHUAT Tpyn e npeactaBeH Ha 155 cTpaHMuM M e CTPYKTYpUpaH CbrnacHo
M3NCKBAHMATA, KaKTO C/nefBa: BbBeAeHWe, nuTepatypeH o630p, uen M 3agayn, matepuan u
MeToAM, COOCTBEHM pe3ynTatm W obcCcb)KAaHe, W3BOAW, NPUHOCU, MNPUNONKEHUA, HAYYHU
TPyAOBE, CBbP3aHU C AUCEPTAUMOHHMA Tpya M bubnnorpadma. CobwmaT e oHarnegeH ¢ 61
Tabamumn n 64 durypu. Knuronmucwbt e ot 183 3arnasudA, oT Kouto 5 Ha Kupunmua n 178 Ha
NAaTUHWMLA, AOCTATbYHM 3a npoyyBaHMA npobnem. OCHOBHA 4YacT OT nybauKauuute ca oT
nocnegHuTe roguHNn.

MpencTaBeHMAT OT AUCEPTAHTA AMTepaTypeH 0630p AeMOHCTpMpa MHOro A06po no3HaBaHe Ha
cblluecTByBaWata MHPOpMAUMA NO  AUCKYTUpPaAHaTa TemaTuKa C  aKUEHTU  BbpXy
ennaemunonormaTta, natoomsmonornata U puckosute aktopu 3a passutme Ha MK u ANX.
PasrnegaHn ca OC M aHTMOKCMAAHTHATA 3aluMTa HA opraHmM3ama. loapobHO ca onucaHwu
nabopatopHMTE MNOKas3aTeNM 33 OUEHKA Ha aHTMOKCMAAHTHWA CTaTyC M Bb3MajeHue npu
naupeHtn ¢ ANX mn MK. JaHHuTe B 0630pa ca noapobHM u msdepnaTtenHu. Kato ussop ce
oyepTaBa pas3bupaHeTo Ha A-p BenkoBcka 3a HeobxoAMMOCTTa OT MpoOyyYBaHe, KoeTo Aa
npeasioXn HOBU HAaCOKM 3a MNO-TOYHA AMATHOCTUKA M NPOTrHO3MPaHe Ha KAMHUYHUA xo4 Ha MK n
ONX. NabopaTtopHute pesyntatv 3a TAC MmaT CbLLECTBEHO 3HAYEHMEe 3a Pa3KpPMBAHETO Ha
OVNHAMWKATa Ha aHTUOKCUMAQHTHMA CTaTyC Npu pasamyHm ctagum Ha MK mn ONX, Kakto mn 3a
YCTaHOBABaHe Ha Bb3MOXHM Bpb3KM ¢ OC 1 Bb3NanTENHU Npouecu.

LienTta Ha npoy4yBaHeTO e ACHO GOPMYNMpPaHA U KOHKPETHA. 3a pean3npaHeTo 1 gucepTaHTa cu
noctasaA 8 U3NbAHMMM 3aAayU, NPaBUNHO GOPMYINPAHWU, TEOPETUYECKU U MPAKTUYECKM,
AaBalWM BbBb3MOMKHOCT 32 3a4bn004YEeHM M LeNeHACOYeHW npoy4vBaHUA. Te OTroBapAT Ha
HaTpPynaHWA My ONUT B Ta3M HacoKa M 0606wasat BbNPOCUTE, NOCTAaBEHW B JINTEPATYPHUA
0630p.

B rnasa “Matepmuan u metoau” ca pasrnegaHu 3a nepmoga ot M. oktomepu 2022 r. 4O M. HOHU
2023 r. — 135 mbiKe, pasgeneHn Ha Tpu rpynu: 45 naumneHta c MK, 45 ¢ AMNX n 45 — KoHTpoAnHa
royna. BpoAT Ha nauMeHTUTe e HanNbAHO AOCTaTb4eH M [AaBa Bb3MOMKHOCT 3a Hay4yHa
pa3paboTka C NonyyeHU peanHu pesyntatm. TyK e mMACTOTO Aa ce oTbenexn GpakTbT, Ye A-p



BenKkoBcka e yyacTBasa IMYHO B Noabopa, ANarHOCTUYHMA npouec u 0b6paboTKaTa Ha AaHHUTeE.
MN3nonsBaHUTe CTaTUCTUYECKM METOAM Ca NOAXOAALLM 33 pellaBaHe Ha MOCTaBeHUTe 3343auun U
YCTaHOBABAHE Ha HA/NMYHUTE 33aBMCMMOCTU. BbB BCMYKM pasgeny Ha rnasa “CobcrseHu
pe3yntatM u obcbXKaaHe” BnevaTnssaT o6WMPHUTE U 334bNO0YEHN aHANM3M, CPABHEHMATA HA
NnoNyyeHUTe pe3ynTaTu U 3aKAYEeHMA C Te3n Ha APYyrM BOAELWM €BPOMencKU LeHTpoBe W
aBTopu. OCHOBaBalKu ce Ha TAX, A-p BesKoBCKa B CMHTeTUYEH BMA NpaBu 8 0606weHn nssoaa
CbC 3HaYMMa Hay4yHa U NPaAKTUYECKa CTOMHOCT 3a HMBOTO Ha TAC npu nmaumentn ¢ MK u ANX,
npeacTtaBeHW B Npea- U cnegonepaTtMBHUA Mepuof. YCTaHOBABA ce Bpb3KaTa mexay TAC u
NMUKOYHATA KNCenuHa, anbymmnHa n obwma 6unmpybun npum naupentute c MK n JNX. OtymTar ce
Kopenaumute mexay TAC c PSA n CRP u T.H. HayuyHUTe NnpMHOCU Ha ANCEPTALMOHHMA TPy ca 8
Ha 6poi: 4 c opurMHaneH M 4 C HAy4YHO-NMPUAONKEH W NOTBbPAUTENEH XapaKTep. Hamn-
CblLLEeCTBEHUTE OT TAX ca: ,,3a NbpBM NbT B bbarapua ca nsmepeHu HMBata Ha TAC n HAKOM apyrn
NO-LNPOKO AOCTbMHU MAapKepu C aHTUOKCUAAHTHO 3HayeHue npu naumeHTn ¢ ANX n MK u ca
CpPaBHEHM C KOHTPO/IHA rpyna.” u ,3a nbpsBM NbT B bbarapma ce npoyysBaT BPb3KUTE MeXAY
cTonHocTuTe Ha TAC c gpyrn mMapKepu C aHTMOKCUAAHTHO 3HayeHue, ¢ PSA 1 ¢ mapkepu Ha
Bb3NaseHNeTo Npeau u cneg onepaumsa npu nauuenTn ¢ 4NX u NK*.

B 3akntoueHue 6ux McKan ga nopveptasn, ye NpencTaBEHUAT AUCEPTAUMOHEH Tpya Ha A-p
Teogopa BenkoBcKa e Ha akTyasiHa TemMa M € e4HO YChneLwHo Hay4yHO u3cneiBaHe Ha ABe MHOro
pasnpoCcTpaHeHU yponornyHu ctpaganua: MK u OMNX. bpoAT Ha npoyvyeHuTe nauMeHTU e
[OCTaTbYeH, 33 4@ ce NpaBAT HayyHO 060OCHOBaHM M3BOAM. M3non3BaHUTE CbBPEMEHHM
MeToAM, AOCTAaTbYHUAT KAMHUYEH maTepuan U npaBuaHaTa UHTepnpeTaumna Ha pesyataTute ca
CUTypHa npepnoctaBka 33 A0Opo BrafeeHe HAa MATeEPUATA U CEPUO3HU MPUHOCKM NO TO3M
npobnem.

Bcuuko ToBa MM gaBa MOpasiHO OCHOBaHME Aa Npenopbyam Ha Y/ieHoBeTe Ha NOYMTAaeMOoTO
Hay4HO XypW Aa rnacysBaT NOJIOXKMTENHO U A3 NPUCLAAT Ha A-p Teogopa MuTkoBa BenkoBcka
obpasoBaTesiHaTa M HayyHa cTeneH “pokTop” B o06nacTt Ha Bucwe obpasoBaHue 7.
»,34paBeonassaHe u cnopt”’, npodecMoHanHo Hanpasnenue 7.1. ,MeaunumHa” no Hay4yHa
cneumanHoct , KnnHmnyHa nabopatopus”.

12.05.2025 r. C ysaxxeHune: Ha ocHoeaHue un. 59 or 3314
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Prostate cancer (PC) is the most commonly diagnosed cancer in the developed world, with an
incidence of 1 in 7 men. This requires the use of serious medical and economic resources for
prevention, diagnosis, treatment and follow-up. Lower urinary tract symptoms (LUTS) are very
common in men over 40 years of age. These symptoms are often associated with benign
prostatic obstruction and, accordingly, with benign prostatic hyperplasia (BPH). LUTS and their
treatment have a great economic impact and a significant impact on the quality of life. It is
interesting to study the influence of oxidative stress (OS) and antioxidant status in the
pathogenesis, development and progression of these diseases. There is insufficient data in the
world literature on total antioxidant status (TAS) in patients with PC and BPH. The lack of
standard methodologies makes it difficult to compare different studies and determine TAS
reference values, as well as the correlation with factors such as age, diet, lifestyle and the
presence of comorbidities. Addressing these questions would allow determining the long-term
clinical consequences of changes in antioxidant status in terms of men's health and the prostate



gland and could define the importance of antioxidants as medications. All of the above proves
that Dr Velkovska's dissertation has a definite, topical and clear goal: "To analyse the levels of
TAS in prostate cancer and benign prostatic hyperplasia and its correlations with 1) more widely
available markers for assessing antioxidant status, such as bilirubin, uric acid and albumin; 2)
the levels of inflammatory markers (CRP, WBC); and 3) the 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."

The dissertation is presented on 155 pages and is structured according to the requirements as
follows: introduction, literature review, purpose and objectives, material and methods, own
results and discussion, conclusions, contributions, appendices, scientific papers related to the
dissertation and bibliography. It is illustrated with 61 tables and 64 figures. The bibliography
consists of 183 titles, of which 5 are in Cyrillic and 178 in Latin, sufficient for the problem under
study. Most of the publications are from recent years.

The literature review presented by the dissertation demonstrates a very good knowledge of
the existing information on the topic under discussion with emphasis on epidemiology,
pathophysiology and risk factors for the development of PC and BPH. The OS and antioxidant
protection of the body are examined. The laboratory parameters for assessing the antioxidant
status and inflammation in patients with BPH and PC are described in detail. The data in the
review are detailed and comprehensive. Dr Velkovska's understanding of the need for a study
to offer new guidelines for more accurate diagnosis and prediction of the clinical course of PC
and BPH. Laboratory results for TAS are essential for revealing the dynamics of antioxidant
status in different stages of PC and BPH, as well as for establishing possible links with OS and
inflammatory processes.

The purpose of the study is clearly formulated and specific. For the implementation of the
dissertation, she sets herself 8 feasible tasks, correctly formulated, theoretical and practical,
allowing for in-depth and purposeful research. They correspond to his experience in this
direction and summarize the questions posed in the literature review.

In the chapter "Material and methods" are discussed for the period from October 2022 to June
2023 — 135 men, divided into three groups: 45 patients with PC, 45 with BPH and 45 — the
control group. The number of patients is quite sufficient and allows for scientific development
with real results. Here is the place to note the fact that Dr Velkovska was personally involved in
the selection, diagnostic process and data processing. The statistical methods used are suitable
for solving the tasks and establishing the existing dependencies. In all sections of the chapter
"Own results and discussion", the extensive and in-depth analyses, comparisons of the results
obtained and conclusions with those of other leading European centers and authors are
impressive. Based on them, Dr Velkovska synthetically makes 8 generalized conclusions with
significant scientific and practical value for the level of TAS in patients with PC and BPH,
presented in the pre- and postoperative period. The association between TAS and uric acid,
albumin and total bilirubin was established in patients with PC and BPH. The correlations
between TAS with PSA and CRP are reported, etc. The scientific contributions of the



dissertation are 8 in number: 4 of original nature and 4 of scientifically applied and
confirmatory nature. The most significant of them are: "For the first time in Bulgaria, the levels
of TAS and some other more widely available markers of antioxidant importance in patients
with BPH and PC were measured and compared with a control group." and "For the first time in
Bulgaria, the relationships between TAS values with other markers of antioxidant importance
were studied, with PSA and with markers of inflammation before and after surgery in patients
with BPH and PC".

In conclusion, | would like to emphasize that the presented dissertation of Dr Teodora
Velkovska is on a topical topic and is a successful scientific study of two very common urological
diseases: PC and BPH. The modern methods used, sufficient clinical material and correct
interpretation of the results are a sure prerequisite for good mastery of the subject and serious
contributions to this problem.

All this gives me moral grounds to recommend to the members of the honorable scientific jury
to vote positively and award Dr Teodora Mitkova Velkovska the educational and scientific
degree of "Doctor"(Ph.D.) in the field of higher education 7. "Health and Sports", professional
field 7.1. "Medicine" in the scientific specialty "Clinical Laboratory".

12/05/2025 Respectfully, Ha ocHoBaHme un. 59 or 331114

Prof. Vladislav Dunev, MD, PhD



