CTAHOBWLLE

oT

Mpod. a-p Metbp Xpuctos lNeTpos, AMH, YnpasuTen Ha MBAJT Ce.MuHa EOO/I-
Mnosame, 4000 [Mnosame, yn. “VBaH Ba3os”59, cn. Ten. 032 394476,GSM
0878220665, e-mail: prof.petrov@abv.bg Ha

AncepTaumMoHHNa  Tpy4 Ha

a-pinnaHa Muxarinosa Konesa-Kopkenva Ha Tema:

,,PONNTATA HA OKCUIOATMBHUTE HAPYLLUEHWA B MATOMEHE3ATA HA
MPEXXAEBPEMEHHOTO PAXKOAHE”, npeactaBeH  3a npuaobuBaHe Ha
Hay4HaTa cTeneH ,,JloOKTop no mMeauumHa” B 061aCT Ha BUCLLETO 06pa3oBaHue

7. 3[paBeonassaHe W CMopT, NpodecMoHaNHO HanpasneHve 7.1. MeavuuHa, no

Hay4JHaTa cneumnanHocT ,,AKYLIepCcTBO U FMHEKoorma".

HacToAWwoTO CTaHOBULLE € W3roTBEeHO B CbLOTBETCTBME C MpaBU/HMKA Ha
Tpakunitickn yHmBepcuTeT - CTapa 3aropa, MeauumHckn ®akynTeT 1 e cbobpaseHo
C M3UCKBaHMATA Ha 3aKkOHa 3a pa3BMTWe Ha akageMuyHusi cbCTaB B Penybnvka
bbnarapyua n [lNpaBuiHMKaA 3a HEroBOTO nNpuioXxkeHwe, kakto n c¢ lMNPAC B
Tpakuninckn yHueepcuteT - CTapa 3aropa.

Mo npouesypata 3a 3awmta g-p WnvaHa MuxainoBaKonesa-Kopkenvae

npeacTaBsn/ia BCUYKNA H806XO,CI|I/IMI/I MaTepunann.


mailto:prof.petrov@abv.bg

BuorpamyHu gaHHM Ha KaHauaaTa:

O-p NnnaHa MwuxainnoBa Koneea-Kopkenva e pofeHa Ha 9.10.1961r. B Crapa
3aropa. Mpe3 1987r. 3aBbpLuBa MeauumHa BbB BMW , MB. T1. IaBnos” Nnosays.

B neproga 1987 - 1991 r. e LlexoB nekap B Tpeta nonnknnHuka Ha OPB ,,IMpod.
A-p Ct. Kupkosmy” Ctapa 3aropa . OT 1991 r. - go momeHTa e Jlekap B Al-
KnnHnka Ha YMBAJT ,IMpod. a-p Ct.Knpkosuy” Crapa 3aropa. OT 1995 r. 1 1o
MOMeHTa e ACUCTeHT B KaTtegpa Mo akyLlepCTBO M rMHekosnorns Ha MP-TY-
Crapa 3aropa.

Mpe3 1995 r. - npuaobuTa cneumanHocT No akyLepcTBO M rMHekonormna - MA rp.
Cogwms. Mima 3aBbpLUeHN KypcoBe MO abfoMWHa/IHA U BarvHaiHa YNnTpasByKoBa
AMarHoCTMKa B akKyLIepCTBOTO M ruHekonorusaTta, Konnockornms n ®deTanHa

mopdosiorus.

CTpyKTypa Ha gucepTaunmoHHNA Tpya

Temata Ha AucepTaumMoHHUA Tpya Ha A-pMnvaHa Koneea e mnocsBeTeHa Ha
aKTyasiHus npobsieM 3a ponsTa Ha OKCUMAATUBHUTE HapyLUeHUs B NaTorcHesara Ha
NPeXAeBpeMeHHOTO  paxkaaHe.  M3bpaHusaT 3a  u3cnedBaHe npobnem e
N3KMKOUNUTENIHO  aKTyasleH, WMailky npeasua [daHHWTE 33 BUCOKUA  PbCT
HanpeXXaeBpeMeHHUTe paxaaHus U CNOHTaHHUTEe abopTy Y Hac.

[nceptaumaTa e HanmucaHa Ha 177CTp., cbabpka 52 gmrypu. bubnuorpadusara
obxBawa 308 M3TOYHMKA, OT KOUTO 283 ca Ha natuHuMua. TpyabT e CTPYKTypupaH
Cb0obOpa3HO Knacuyeckus mofen v BkNouBa: BwbBegeHwe - 2 cTp.; JlutepTypeH
o0630p -47ctp.; Uen wn 3agaum - 8ctp.; KnuHuueH wmartepuan - 4cCTp.;
Cratnctmyeckn meToaM 3a 00paboTka Ha pesyntatute — 6cTp.; Pesyntatm -

40cTp.; Ob6CcbXaaHe Ha pesynTatute - 21ctp.; M3Boam - 1ctp.; MNpuHock -2¢Tp.

[ucepTaymaTa e HannucaHa Ha nNpasueH 6'b]'lrapCKI/I €3nK
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JlnTtepaTypeH 0630p:

OT 3aAbnboyeHns nuTepatypeH 00630p, B KOMTO Ca W3MON3BaHW OCHOBHU W
CbBPEMEHHM NIMTEPATYPHN W3TOYHMUM, Ce A06MBa KOMMJEKCHa NpefcTaBa 3a
CbCTOSAHMETO Ha u3cnefBaHus npobnem. Crasa AcHO, Ye B 0K00 50% OT cnyyanTe
HVWKakKBa MaTonorns M PUCKOBM (DAKTOPU He O06ACHABAT NpeXAeBPeMEHHOTO
paxaaHe.

ABTOpKaTa YCTaHOBSiBa, Ye 3a 3aroyBaHe Ha pakAaHeTo K/YoBa Pons urpae
(peTo-nnaueHTapHata eguHMUA Kato uUAno. TpodobnacTbT CUHTE3Npa peq
XOPMOHM W TOW € B OCHOBaTa Ha MNOAAbPXaHeTO Ha OpeMeHHOCTTa U B

OTK/TIO4BAHETO Ha pogoBarta AGMHOCT.

Llen v 3agaun:

N3xoxXdainkm 0T faHHMTe B /mMTepatypata W OT HaTpynaHWs HayudHo-
U3CNnefoBaTe/iCKM OMUT BbPXY W3CnefBaHWa npobnem, pA-p Konesa ACHO
(hopmynvpa UenTa Ha uscfefBaHeTo, a UMeHHO: ,[la ce n3cneasar NpoMeHUTe B
OKCUAATMBHUA CTATyC B OPraHun3ma Ha >XeHV C NpexzeBpeMeHHO paXKaaHe u fa cc
MPOyyYn 3HAYEHWETO Ha Te3n MPOMEHW W HA OKCUMAATUBHWUTE HapyLUeHUs B

naToreHesara Ha NnpeXaeBpemMeHHOTO paKaaHe”.

3ajaunte ca MpaBUHO MOAGPaHM U [06pe CTPYKTYypupaHW 3a MOCTWraHe Ha

onpefeneHarta Len.

MaTepuanv n meTogu:

MpoyyBaHETO MO AnCepTaLMOHHUA TPYL € NPOCNEKTUBHO 1 06XBaLLa nepuroga
M. anpun 2017 1. - M. aBryct 2020r. B Hero ca BK/KoUeHN 326 nalMeHTKN Ha

KnuHukarta no AKyLepcTBo W ruHekonornst keM YMBAJT , Mpodh. a-p CtosH

Kunpkosny" Crtapa 3aropa, 060c06eHM B CleaHUTe rpynu:
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3annaluBalllo npexXkaeBpeMeHHO paxaaHe - 60 cnydas Ha XXeHW, 6peMeHHM B

CPOK 26 r.c. - 36+6 r.c., YUMTO BPEMEHHOCTI Ca YC/IOXKHEHWN CbC 3ar/laLlBaLlo
npeXxxaeBpemMeHHO paXkaaHe, 6e3 Hanmyme Ha Apyra akyLlepcKa naTonorus;
MpexxaeBpemMeHHO paxkdaHe - 101 cnyyas Ha pakaaHua B CPoK 26 r.c. - 36+6

r.Cc. OT XXeHu, OTroBapsAlM Ha u3paboTeHWTe 3a BK/IOYBAHE B MPOY4YBAHETO
KpUTEpuu;

PaxxaaHna Ha TEPMUH Ha »XMBW, AoHOCEHM feua - 105 paxkaaHua B 37-40 r.c.

Ha >XeHu 6e3 13sBeHa NaTonornsa Ha 6PeMeHHOCTTa;

KoHTponu - 60 HebpemMeHHU >keHW Ha Bb3pacT 18-40 roguHu, 6e3 XpoHUYHN

3abonaBaHus, HenyLavyku.

Pe3ynTtatu oT CO6CTBEHO MpPOy4BaHe

MonyyeHnTe pesynTaTn ca OHarfefeHn ¢ 52 urypu.

B 006006LleHOTO 06CbXAaHe e HarpaBeH 3aAb/O04YeH aHaInM3 Ha MNONyyYeHUTe
[aHHW. Pa3fensTt e CTPYKTypupaH Mo Cxemara 3a MosiyvyaBaHe Ha JaHHWTe, KOeTo
Mo3B0/IABA /IOTMYHO LOCTUraHe 40 U3BOAUTE.

[MpuopuTeTHM ca NpefCcTaBeHUTe AaHHM 33 3HAYUMMKU MPOMEHW U HapyLleHus B
OKCMAATMBHUA CTaTyC Ha OpraHuama Ha >XeHata npwu [lP. Te ca ocHoBaHue [a
[ONYCHEM TACHaTa 1M B3aVMHa BPb3Ka C NatoreHeTUYHuTe mexaHusmm Ha [MP.

B rondama 4act OT MpoyyBaHeTO AOKTOPaHTbLT CbCpPeAoTovaBa BHUMAHWETO CU
BbpXYy MPOMEHUTE B OKCUAATUBHUA CTaTyC Ha >XeHaTa Kbm BTP, korato npwu
MOBULLIEHN HMBA Ha MPOOKCUAAHTM M aHTMOKCUAAHTM Ce YCTaHOBfABA KayeCTBEHO
HOB, XapaKTepeH 3a 6peMeHHOCTTa, pPefoKC GanaHC B opraHu3ma. 3acuiBaHeTO Ha
MPOOKCUAAHTHUTE npouecn KoM BTP Hanara KOMMEHCATOPHO aKTUBMpaHe Ha
3awmTHata AOC.

B cbuioto Bpeme a-p Koneea 0T6en1sA3Ba, Ye CbyYeTaHNETO HA Bb3PAacT Ha Maikarta

nog 19 roguHn n  cToMHOCTM Ha CRP B rpaHWYHW CTOMHOCTWM Hag 4,9 mg/l,
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0c06eHO B CpPOK Ha 6pemeHHoCcTTa 32-34+6 Tr.c., € PWUCKOB (aKTop 3a
NPeXAeBpPeMEHHO paXxxaHe.

HoBu 3a HawaTa nuTepatypa ca AaHHUTE, Ye PUCKOBUAT MPOUN Ha >KEHWUTE,
3acTpaweHn ot TP, ce gonb/iBa C  OKCUMAATUBHWUTE HapyLleHWs, MOoBMLLaBaLLy
pucka ot TP. Mpn MNP e HanMyHa aKT1BHa NPOOKCMAALMs Ha (DOHa Ha HamasleHU
HVMBa Ha OCHOBHWUTE EH3UMHU N HEEH3VMHWN aHTUOKCUAAHTW.

JOKTOpaHTbT YCTaHOBSBA, Ye MNpakTMKaTa W pesynratute OT  HayyHWTe
n3cnefBaHWs HanaraT HOBWM TepaneBTUYHU TbPCeHWUA B NpoduiakTukata u
NeYeHNeTo Ha 3ansawBsawoto MP. AHTMOKCUAAHTHATA MeMKaumMa ce Hanara Karo

Hepa3gesiHa yacT OT npodunakTkara v neveHneTo Ha IMP.

N3Bogu:

HanpaeeHnTe 6 n3BO4a MpaBWMIHO OTpasdABar MonyyeHUTe pesyntatu. MHoro
A06pO BreyaT/ieHWe npaBu LUIECTUAT W3BOA, Criopef KOWTO ca Heobxoanmu
npoy4yBaHus C LUen paspaboTka M ynotpe6ba Ha HOBW, MO-LUMPOKM Tpynu
aHTUOKCMAAHTM 3a Npogunaktnka n nedeHne Ha [P, KOeTO MOxe ga 6ObAe
OCbLLECTBEHO OT WHTEPAUCUMMNIMHAPHM KOJIEKTUBKM, PaboTeliy CUHXPOHHO Mo

npobnema.

MNpuHocK:

[uncepTaHTbT e JegmHUpan AcHo 10 CbLUEeCTBeHW MPUHOCA, KOUTO pasfens B
TPW TPynu, a UMEHHO: C OPUTMHa/IeH XapaKTep, C MOTBLPAWUTENEH XapaKTep U
TakMBa € € C MpaKTU4Yecko NpunoXkeHve. MpuHOCUTE C OPUTMHANIEH XapaKTep

peasnHO OoTpa3daBaT MOCTUIMHATOTO 3a MbPBU NbT B HayKaTta.

ABTopethepaTsT (68 CTP.) CbAbp)Ka BCMUKM OCHOBHW [JaHHW W MNOCMAHMS Ha

AMCepTaLMsTa 1 e OT/IMYHO OHarfiefieH, e 06emM Ha Masika MOHorpadus.
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My6nMKauMoHHa aKTUBHOCT:

Pe3yntaTnte OT AUCEPTaLMOHHUA TPYA ca 0TpaseHu B 4 ny6nvkauun, BbB BCUYKM
OT Konto A-p MnmaHa Konesa e 1-B/ aBTOp, KOETO roBOpM 3a BOZELLATa Ponsa Ha
[AOKTOpaHTKaTa B MPOBEXAaHUTe OT Hes HayuyHW u3cnefBaHus. KaHaupatkarta e
npeacTasnia v 4Be y4acTUA B KOHIPeCH C Hay4YHW MaTepuann no Temara, KakTto u
y4yacTvie B e4VH HayyeH MpPOoeKT.

AHaIM3bT Ha NpeACTaBeHNTe OT LOKTOpaHTKaTa JaHHW MoKa3Ba, Ye Te MOKpuBeart
MPenopbUnUTENIHUTE HAYKOMETPUYHM KpuTepun Ha TpY Cr.3aropa 3a nybnMyHa
3almTa.

Bcrvuko no-rope KasaHO MOKasBa, 4Ye HaCTOAWMAT TPyA € /MYHO [eno Ha

daBTOpKaTa 1 HAMa gaHHW 3a nnarnareso.

KpUTU4YHU Genexxku:

M0 OTHOLLEHME Ha Ha-CbLLECTBEHOTO, a UMEHHO pe3ynTaTuTe OT NPOy4YBaHETO Ha
CbOpaHMa MaTepuan n MeTOAMKaTa Ha NU3CneBaHeTO HAMaM.

Kato Maska M HecblecTBeHa OefneXka OMX MCKan fa CroMeHa fimncara Ha
HOMepauusi B aBTOpuUTE B OMGMMOrpauaTa, KOETO MMa YUCTO TEXHUYECKU
XapaKTep M M0 HWKAaKbB HAYMH He MPOMEHS CU/IHO MO3UTMBHATa MU LSANOCTHA

OLiEHKa Ha NpeAcTaBeHns TPy,

3aKYeHme:

MpeacTtaBeHUAT oT A-p WnmnaHa MwuxaiinoBa Konesa-Kopkenua aucepTauyoOHeH
TPYZA € NOCBETEH Ha aKTya/HU M 3HA4YMMKM MPO6/IEMU Ha CbBPeMeHHaTa MeauLmuHa.
HayyHuat Tpya npefcTaBnsBa 3afb/I004EHO Hay4yHO NpOyYBaHe 3a pofidATa Ha
OKCMAATMBHUTE HapyLUeHWs B naToreHesara Ha MPeXAeBPEeMEHHOTO pakiaHe.

N3cneaBaHMsTa UMaT OPUTMHANEH 1 MPUHOCEH XapaKTep B Tasu 06/1acT.
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[-p Konesa-Kopkenuna e nsrpafeH Hay4eH paboTHUK 1 KNINHULMCT, NpuTexasalla
3a4bnboyveHa TEOpPeTUYHA U METOAUYHA NOATr0TOBKA W OPUTUHAIHW HAYUYHU UEW.
Ha MHeHve CbM, Ye pe3ynTaTuTe OT HEMHOTO MpoyyBaHe LWe 6bAaT npusHaTy oT
HallaTa Hay4Ha 0O6LLHOCT.

C HacTofAWOTO CTaHoBMLWE WM3pasdBaM [Ob/I6OKOTO Ccu  ybexaeHue, ue
ancepTaunoHHus Tpya Ha a-p WnnaHa Muxainnosa Konesa-Kopkenva oTroBaps
Hanb/IHO Ha M3WUCKBaHWMATA Ha 3aKOHa 3a Pa3BUTMETO Ha aKaJeMU4YHMS CbCTas B
Peny6nvka bbarapusa un lNMpaBunHMKA 3a HeroBoTo npusoxeHne B TpY Crapa
3aropa.

[MpenopbyBaM Ha YyBaXKaeMuUTe UYneHOBE Ha HayyHOTO »>Xypu fa rnacysar
NONOXNTEeNIHO 3a npuckxaaHe Ha OHC [loKTOp” MO Hay4yHa creunanHocT
»AKYyLIEPCTBO M MMHeKonorna” Ha a-p MinmaHa Mwuxaiinosa Konesa- Kopkenua.

04.06. 2022 T.
rp. MNnosavs npod. a-p Metwp MeTpos, AMH



Yoc.Op*

OPINION

From Professor Petar Hristov Petrov, PhD
Manager of MHAT “Sveti Mina” Plovdiv
4000 Plovdiv, “Ivan Vazov”59; Business Phone 032 394476; GSM 0878220665
e-mail: prof.petrov@abv.bg

of a dissertation
of Dr. LLana Mihaylova Koleva - Korkelia
on the topic

The role of oxidative disorders in the pathogenesis of preterm birth,

presented for the award of the educational and scientific degree ,,Doctor” in Field of Higher
Education Area 7. Health and Sport, Professional direction 7.1. Medicine, scientific specialty:
Obstetrics and gynecology.

This opinion has been prepared in accordance with the rules of the Trakia University - Stara
Zagora, Faculty of Medicine and it complies with the requirements of the Academic Staff
Development Act in the Republic of Bulgaria and its Implementing Regulations, as well as
with PPRAS at the Trakia University - Stara Zagora.

Under the procedure for the defense, Dr. Iliana Mihaylova Koleva-Korkelia presented the
necessary materials.

Biographical data of the candidate:

Dr. lliana Mihaylova Koleva-Korkelia was born on 9.10.1961. in Stara Zagora. In 1987.
graduated in medicine from the HMI Tv. P. Pavlov” Plovdiv. In the period 1987 - 1991 she
was a shop Doctor at the Third Polyclinic of ORB "Prof. Dr. St. Kirkovich™ Stara Zagora.
Since 1991 - to date she is a Doctor at the Clinic of Obstetrics and Gynecology of UMHAT
"Prof. Dr. St. Kirkovich” Stara Zagora. Since 1995 - to date she is assistant professor in the
Department of Obstetrics and Gynecology of Faculty of Medicine - Trakia University - Stara
Zagora. In 1995 she acquired a specialty in Obstetrics and Gynecology - Medical Academy,
Sofia. She has completed courses in abdominal and vaginal ultrasound diagnostics in
obstetrics and gynecology, Colposcopy and Fetal morphology.

Structure of the dissertation work

The theme of The dissertation work of Dr. Iliana Koleva is highlighted on the actuality of
problems for the role on oxidative disorders in the pathogenesis on premature birth. The
problem chosen for research is extremely topical, given the data on the high growth of
premature births and miscarriages in Bulgaria. Dissertation is written on page 177, with 52
figures. Bibliography encompassing 308 sources, which 283 are in Latin. The work of the
structure is a classic model and includes: Introduction - 2 pages; Mass overview -47 ps.;
Clinical material - 4 ps.; Statistical methods for processing the results - 6 ps.; Results - 40 ps.
Discussion of results - 21 ps.; Conclusions - 1ps.; Contributions -2 ps.

The dissertation is written in correct Bulgarian language.

Referenced review:

From the in-depth literary overview, in which basic and modem literary sources are used,
complex idea of the state of the research problem is obtained. Becoming clear, in about 50%
of the cases no pathology and risk factors will not explain preterm birth.
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The author found that the feto-placental unit as a whole plays a key role in starting childbirth.
Trophoblast synthesizes a number of hormones and it is the basis for maintaining pregnancy
and unlocking birth activity.

Purpose and tasks:

Based on the data in the literature and from the accumulated research experience on the
research problem, Dr. Koleva clearly formulated the purpose of the study, namely: to be
studied the changes in oxidative status in the body of women with preterm birth and to
examine the importance of these changes and of oxidative disorders in the pathogenesis of
preterm birth.

The tasks are properly selected and well structured to achieve the defined objective.

Materials and methods:

The study on the dissertation work is prospective and covers the period April 2017 - August
2020. 1t includes 326 patients of the Clinic of Obstetrics and Gynecology at UMHAT
“Prof.Dr. Stoyan Kirkovich” Stara Zagora, divided into the following groups:

Threatening premature birth - 60 cases of women pregnant within 26 g.w. - 36-6 g.w., whose
pregnancies are complicated by threatening premature birth, without the presence of other
obstetric pathology;

Preterm birth - 101 cases of births within 26 g.w. - 36 6g.w.- women meeting the criteria set
out for inclusion in the study;

Births per term of living, snitch children - 105 births in 37-40 g.w. - women without a
pronounced pathology of pregnancy;

Controls - 60 non-pregnant women aged 18-40 years, without chronic diseases, non-smokers.

Results of own survey

The results obtained are illustrated by 52 figures.

The summary discussion provides an in-depth analysis of the data received. The section is
structured according to the data collection scheme, which allows logical conclusion to be
reached.

Priority is given for significant changes and disorders in the oxidative status of a woman’s
body at preterm birth. They are grounds for allowing their close interconnection with the
pathogenetic mechanisms of the premature birth. In much of the study, the MD student
focused on changes in a woman's oxidative status to probable term of birth, when with
increased levels of prooxidants and antioxidants, a qualitatively new, characteristic of
pregnancy, redox balance in the body is established. The strengthening of prooxidant
processes to probable term of birth requires compensatory activation of the antioxidant
protection.

At the same time, Dr. Koleva notes that the combination of the age of the mother under 19
years and CRP values in limit values above 4.9 mg/l, especially during pregnancy 32-34~6
g.w., is a risk factor for premature birth.

New to our literature is the evidence that the risk profile of women at risk of PTB is
supplemented by oxidative disorders increasing the risk of PTB. In the cases of PTB, active
prooxidation is available against the background of reduced levels of the main enzymatic and
non-enzymatic antioxidants.

The MD student found that the practice and results of the research required new therapeutic
searches in the prevention and treatment of the threatening PTB. Antioxidant medication is
necessary as an integral part of the prevention and treatment of PTB.



Conclusions:

The 6 conclusions drawn correctly reflect the results obtained. A very good impression is
made by the sixth conclusion that studies are needed for the development and use of new,
wider groups of antioxidants for the prevention and treatment of PTB, whicn can be done by
interdisciplinary teams working synchronously on the issue.

Contributions:

The dissertant has clearly defined the 10 substantial contributions it divides into three groups,
namely: of an original nature, of a confirmatory nature and of a practical application.
Contributions of an original nature actually reflect what has been achieved for the first time in
science.

The author’s report (68 p.) contains all the basic data and messages of the dissertation and is
excellently illustrated, with a volume of small monograph.

Publication activity:

The results of the dissertation work are reflected in 4 publications, in all of which Dr. Llana
Koleva is the 1st author, which speaks to the leading role of the MD student in her research.
The candidate has also presented two participations in congresses with scientific materials on
the topic, as well as participation in a scientific project.

The analysis of the data presented by the MD student shows that they meet the recommended
scientific criteria of Trakia University St. Zagora for guiding scientific work towards public
protection.

All of the above shows that the current work is a personal work of the author and there is no
evidence of plagiarism.

Critical notes:

In terms of the most essential, namely the results of the survey, the collected material and the
methodology of the study do not.

As a small and insignificant note, 1 would like to mention the lack of numbering in the authors
in the bibliography, which is purely technical in nature and in no way strongly changes my
positive overall assessment of the work presented.

Conclusion:
I recommend to the honorable members of the Scientific Jury vote positively for the award of

educational scientific degree "Doctor" of Dr.LLana Mihaylova Koleva - Korkelia.

04.06. 2022

Professor Dr. Petar Petrov, PhD



