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CTAHOBVLIE

Ot pou. a-p FOnnaH PymeHoB AHaHMeEB, AM
[ekaH Ha MeanuuHckn dakynTeT, TpakUnCKN YHUBEPCUTET,
[JoueHT B Kategpa no obuia 1 KMHNUYHA NaTtonorus, cbaebHa MeguumHa u JeoHTonorus, v
AepMaToBeHeponorus

Ha gucepTtaumoHeH Tpya Ha a-p MnvwaHa Muxainnosa Konesa- Kopkenwua,
KaTegpa "AKyLIepcTBO U rnHekonorus™ - M®, Tpakuinckn yHUBEPCUTET, 3a Npuao6MBaHe Ha
obpasoBaTesiHa 1 Hay4Ha cTeneH ,,JloKTop" B 061aCT Ha BUCLLETO 06pa3oBaHue 7.
»34paBeonasBaHe 1 CropT”, NPoecnoHaIHO HanpasneHne 7.1 ,,MeauumHa”, Hay4Ha

cneynanHocT ,,AKYyLLEPCTBO U TMHEKOorua ”,

Ha tema: ,, POJTATA HA OKCNAATVBHUNTE HAPYLLEHWNA B NMATOIMEHESATA HA
MNPEXXAEBPEMEHHOTO PAXXOAHE”

HAYYEH PbKOBOAUNTEJI:
fou. a-p Mapua AHrenosa AHresiosa, gmMm
HAYYEH KOHCYNTAHT:
pou. a-p MHpontob6a 3apaBkoBa TogopoBa-KananmkHesa, om

MpefoCTaBeHNAT AMcepTauMoOHeH TPYA e HanucaH Ha 06wWo 173 cTpaHuumM 1 BK/IKOYBA
yacTuTe: BbBefeHWe, NuTepaTypeH 0030p, Uen W 3afayv, KIMHWYEH Matepuas, KINHUYHW,
napakMMHUYHN N OUOXMMWYHN METOAW, XapaKTepUCTMKa Ha W3CnefBaHuTe rpynu MauueHTw,
OVMOXMMMYEH MaTepuan U METOAM 3a OrnpefeniiHe Ha CBOOOAHO-PafVKaIOBM U OKCUAATVBHM
HapyLUeHWs, CTaTUCTUYECKU METOAW, pe3ynTaTy, 06CHXKAaHe Ha pe3ynTatute, U3BOAW, NMPUHOCK,
NPUNoXKeHUs, Ny6MKaumMm 1 yyactms BbB (POPYMU, MPOEKTH, KHUTOMUC.

Cnen npefctaBeHOTO ,,BbBegeHue'l B KoeTo fA-p Koneea MocTaBA akUEHT BbpXy
npobsiemMmTe Ha MPEXAEBPEMEHHOTO paxiaHe W (hakTopuUTe BAUSEWM BbPXY Hero, crefsa
rnasata ,,JlIutepatypeH 0630p'4 Kato B Hes AMCepTaHTKaTa 3a4b/1004eHO M 0OLWMPHO npeacTaBs
rnobasiHna npobsiem Ha TO3M NaToNOrMYeH MPOLIEC Y HEroBOTO BMsiHME. TMoeTarHo ca onvcaHu
mMopgoniornaTa, CTpyKTypata W (PYyHKUMATE HAa MUOMETpUyMa, eTuonaToreHesara Ha
MPeXAeBPEMEHHOTO paXkaaHe, pondTa Ha CBOOOAHWTE paguKasn U BAVSIHAETO UM B Mnpoueca Ha
OpeMeHHOCTTa, KakTO M B MpoLeca Ha MNpeXxxaeBpeMeHHOTO paxpaaHe. C 0cobeH WHTepec ca



pasrnefaHn OKCUMAATUBHM NPOMEHWN U MapKepy Ha OKCUAAruBeH Crpee, KakTo U NPUIOXKEHWETO
Ha ElMP npy nscneasaHe Ha OKCMAArmBHUA CTaTyC B C/lyYauTe Ha NPeXxaeBpeMeHHO paXaaHe.

Cnenpa rnaeata ,,Llen v 3agayn®, B KoATo A-p KoseBa cu noctassA 3a Len fa mscnensa
NMPOMEHUTE B OKCUAATUBHUA CTaTyC B OpraHM3Ma Ha >XEHW C NpeXxAeBpemMeHHO paxkaaHe U Aa
npoyyn 3Ha4YeHWETO Ha Te3M MPOMEHUM N Ha OKCUAATUBMWTE HapYLUEHUA B naToreHesata Mmy.
OnucaHu ca NoApo6HO NeT 3aa4un B NPAKO OTHOLLEHWE C MocTaBeHaTa Len.

B rnasatuTe nNocBeTeHW Ha W3MON3BaHWTE MaTtepvany u metoan [A-p Konesa 3anouysa C
onMcaHMETO Ha 326 nauueHTKM OT KiuHMKata no AKYLLEPCTBO W ruHekonorua keM YMBAJI
»rpod. a-p CrosH Kwupkouy” Crapa 3aropa, 060C06eHM B HAKOAKO rpynu. OnwucaHn ca
KPTUTEPUMTE U METOAMTE 3a OMNpefesisiHe Ha PUCKOBUTE (DaKTOpW, OLIEHKAaTa W Npoc/ieasBaHe Ha
POLOBMA MPOLEC, CbCTOAHMETO Ha 6pemeHHaTa v nnoga. Crneaga npeacTaBaHe Ha OUOXMMUYHUSA
maTtepuan, Kakto W nofpobHo onucaHve Ha EMP meToga 3a onpegensHe Ha CBOGOAHO-
PafMKaNOBW/OKCUAATVBHN HapyLUeHWs, NOCMeBaHn M OT MMYHO-eH3MMHUS MeTof. B Kpas ca
npeficTaBeHN cTaTUCTMYecKuTe Mmetoan - nporpamu 3a Windows 7, STATISTICA Bepcua 7
(StatSoft, Inc.).

"naBa ,,Pe3yntaTn aBTopkaTta OnMcBa B LUMPOK 06eM MOy4YeHW pe3ynTaTth Mo BCAKa OT
rnocTaBeHuTe 3a4ayn, KaTo [aHHWTE OT Ca OHarfefeHn ¢ MHOXeCTBO qurypu n tabnuum. Jobpo
Brneyat/ieHVe N 3aBbPLUEHOCT [aBaT W3BEAEHUTe KpaTKy M3BOAWM OT MOJydYeHUTe pesynTtatu B
Kpas Ha rnasara.

Cneppa rnaeata ,,O6CbXaaHe™, B KoATO A-p Konesa npeactaBsi aHaiM3 Ha JaHHWTE OT
npeaxoaHata rnasa U r cpaBHsABaiKM C OTKPUTUTE OT HeA JaHHW B UTepaTypaTa, Kato npasu
ycreLleH OnuT fJa AWCKYTUpa COOCTBEHWUTE pe3y/nTaTv MPUMHOC Ha 6a3ata Ha nuTepaTypHUTE.
["naBaTa 3amnoysa C 06CHKAaHe Ha JaHHUTE OT Mapak/MHUYHUTE NoKasaTenu, aucbanaHca Mexxay
MPOOKCUAAHTUTE W aHTUMOKCMAAHTWUTe Npu u3cneaBaHnTe OpeMeHHM Ha 6asza nmTeparypHa
crnpaBka, m3cneasaHeto Ha ROS/RNS u Hakpad 3aBbpluBa C. 4e CMCTemMara aHTUOKCUAAHTU-
MPOOKCUAAHTN MPU NPEXJEBPEMEHHO paXkaaHe MMa crieumnmryHa XapakTepucTuka, obycnoBeHa
OT pa3BuBaLLnA Cce OKCUAATUBEH CTPEC M Moc/neABallmMTe OKCUAATUBHN HapYLLEHUA B OpraHu3mMa
Ha bpeMeHHara >eHa.

TpyAasT 3aBbpLUBa € rnasute ,,3sogn“ u ,,INMpruHocn®, Kato B TAX A-p Konesa npeactasd
LLIeCT M3BOLA, KaKTO W pefuua NPUHOCK C OPUTMHANIEH XapaKTep, MOTBLPAUTENEeH XapakTep U

€4VH C HaMb/IHO MPaKTUYECKO MNMPUTOXKEHNE.



IMpoeKkTbT 3aBbpLUBA C ,,KHUronuc* BkAoYealy, 283 aBTopu, OT KOUTO 27 Ha Knpuauua n
256 Ha natMHMLA B NeyaTHW W3[aHWs, TOfIM MPOLEHT OT KOWUTO OTreyaTeHu B pedepupaHm
NN NHAEKCUPaHWU MEPUOLVKM.

[-p Konesa npefctaBs yeTupu nyonnkauuy, ABe y4acTus B HayyHU (opymyu U efHO
yyacTue B Hay4eH MpOoekT.

HeusmeHHa 4yacT OT Taka NpefoCTaBeHWUTe MaTepuan e 1 aBTopediepaTbT, B KOMTO Ha
06110 68 cTpaHMLM e NpefcTaBeHa OCHOBHATa YacT OT paboTara Ha AMccpTaHTKaTta.

Bb3 0CHOBa Ha Mo-rope M3oXeHOTO cyMTaM, Ye AUCepTaLUUOHHUAT Tpya Ha A-p VnvaHa
Muxaiinosa Konesa- Kopkenva npefcTaB/isiBa HaMmb/IHO 3aBbPLLUEH HayuyeH TPY[ € Hay4Ho-
NPWIOKUMW, KITUHUYHW U AUArHOCTUYHU MPUHOCK.

HanbnHO yBepeHO [aBaM CBOATa MOMIOXKUTENHA OUEHKa M We riacysam ,,3a“
npuckxgaHe Ha OHC ,,aokTop* Ha A-p WnuaHa Muxaiinosa Konesa- Kopkenua B o6nact
Ha BWCLLETO 06pa3oBaHMe 7. ,,3[paBeornas3BaHe M CNoOpT”™, NpodecMoHasIHO HanpasneHune 7.1
»MeaununHa”, HayyHa crneumasHocT ,, AKYLLepCTBO UM TUMHEKONIOrMA”, Kato Mpu3oBaBaMm U

OCTaHa/IMTe Y/IEHOBE Ha YBaXXaeMOTO HayuyHO XXypu Aa si MOAKPensT.

) V

rp. Ctapa 3aropa aou. a-p KonnaH PymeHoB AHaHWEB, AM
10/06/2022 .
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From Assoc. Prof. Julian Rumenov Ananiev, MD, PhD
Dean of the Faculty of Medicine, Trakia University,
Associate Professor in the Department of General and Clinical Pathology, Forensic Medicine and
Deontology, and Dermatovenereology

On the PhD thesis of lliana Mihailova Koleva-Korkelia, MD,
Department of Obstetrics and Gynecology - Medical Faculty, Trakia University, for obtaining
the educational and scientific degree "PhD™ in the field of higher education 7. "Health and
Sports", professional field 7.1 "Medicine", scientific specialty "Obstetrics and Gynecology”,

On the topic: "THE ROLE OF OXIDATIVE DISORDERS IN THE PATHOGENESIS OF
PREMATURE BIRTH”

SUPERVISOR:
Assoc. Prof. Maria Angelova Angelova, MD, PhD
SCIENTIFIC CONSULTANT:
Assoc. Prof. Mirolvuba Zdravkova Todorova-Kalavdzhieva, MD, PhD

The submitted PhD thesis is written on a total of 173 pages and includes chapters:
introduction, review, aim and objectives, clinical material, clinical, paraclinical and biochemical
methods, characteristics of the studied groups of patients, biochemical material and methods for
determining free radical and oxidative violations, statistical methods, results, discussion of
results, conclusions, contributions, applications, publications and participation in forums,
projects, bibliography.

After the presented "Introduction”, in which Dr. Koleva emphasizes the problems of
premature birth and the factors influencing it, follows the chapter "Review", in which the
dissertation thoroughly and extensively presents the global problem of this pathological process
and its impact. The morphology, structure and function of the myometrium, the etiopathogenesis
of premature birth, the role of free radicals and their influence in the process of pregnancy, as
well as in the process of premature birth are described step by step. Of particular interest she
present oxidative changes and markers of oxidative stress, as well as the application of EPR in

the study of oxidative status in cases of premature birth.
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The chapter "Aim and tasks" follows, in which Dr. Koleva aims to study the changes in
the oxidative status in the body of women with premature birth and to study the significance of
these changes and oxidative disorders in its pathogenesis. Five tasks are described in detail in
direct relation to the set goal.

In the chapters dedicated to the materials and methods used, Dr. Koleva begins with the
description of 326 patients from the Clinic of Obstetrics and Gynecology at the University
Hospital "Prof. Dr. Stoyan Kirkovich” Stara Zagora, divided into several groups. The criteria and
methods for determining the risk factors, the assessment and monitoring of the birth process, the
condition of the pregnant woman and the fetus are described. The following is a presentation of
the biochemical material, as well as a detailed description of the EPR method for the
determination of free radical/oxidative disorders, followed by the immuno-enzymatic method. At
the end are presented the statistical methods - programs for Windows 7, STATISTICA version 7
(StatSoft, Inc.).

In the chapter "Results” the author describes in a wide range of results obtained for each
of the tasks, the data of which are illustrated with multiple figures and tables. The short
conclusions from the obtained results at the end of the chapter give a good impression and
completeness.

Next is the chapter "Discussion”, in which Dr. Koleva presents an analysis of the data
from the previous chapter and comparing them with the data she found in the literature, making a
successful attempt to discuss their own results contribution based on literature. The chapter
begins with a discussion of paraclinical data, imbalance of prooxidants and antioxidants in
pregnant women based on literature, ROS/RNS study and concludes that the antioxidant
prooxidant system in preterm birth has a specific characteristic due to the developing stress and
subsequent oxidative disorders in the pregnant woman.

The paper concludes with the chapters "Conclusions™ and "Contributions”, in which Dr.
Koleva presents six conclusions, as well as a number of contributions of original, confirmatory
and one with full practical application.

The thesis ends with " Bibliography ™ including 283 authors, of which 27 in Cyrillic and
256 in Latin publications, a large percentage of which are published in referenced and or indexed

journals.



Dr. Koleva presents four publications, two abstracts in scientific forums and one
participation in a scientific project.

An integral part of the materials thus provided is the abstract (short PhD-thesis), in which
the main part of the dissertation's work is presented on a total of 68 pages.

Based on the above, | believe that the PhD-thesis of Dr. lliana Mihailova Koleva-
Korkelia is a fully completed scientific work with scientifically applicable, clinical and
diagnostic contributions.

I confidently give my positive assessment and will vote **Positively” of the award of
the ESD ""PhD™" to Dr. lliana Mihailova Koleva-Korkelia in the field of higher education 7.
"Health and Sports”, professional field 7.1 "Medicine", scientific specialty " Obstetrics and
Gynecology ”, calling on the other members of the esteemed Scientific Jury to support it.

Stara Zagora Assoc. Prof. Julian Kumenov Ananiev, MD. PhD
10/06/2022



