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OTHOCHO AucepTauuMOHeH TPy 3a MPUCbXaHe Ha Hay4yHO-o6pa3oBaTesiHa CTeneH
»HAOKTOP“ | Hay4yHa cneumnanHoct AkylwepcTtso un ruHekonorus (03.01.45), Karegpa
AKYLLEPCTBO M FMHEKonorns, MeAnUNHCKA (hakynTeT KbM TpakuicKn YHUBEPCUTET

- Ctapa 3aropa.

Tema Ha AucepTauMoHHMS Tpya: ,,PonsiTa Ha OKCUMAATUBHUTE HapyLleHUs B

natoreHesarta Ha NpexaeBpPeMeHHOTO paxaaHe*

ABTOp Ha gmcepTaunmoHHusa Tpya-A-p MnmaHa Muxaiinosa Konesa - Kopkenua
HayueH pvkosoguten: Jou. a-p Mapua AHrenosa, 4.M.

HayueH KoHcynTaHT: Oou. A-p Mupontoba TogopoBa - Kananmkuesa, .M.

MpeacTaBeHUsAT 3a 3aliUTa AUCEPTALMOHEH Tpya CbAbpXa 0610 176 cTaHAapTHM

CTpaHuuu W e oHarnegeH ¢ 16 Tabnuum n 52 durypw.

BubnuorpadgckaTta crnpaBka CbAabpXKa 283 NMTepaTypHM M3TOYHMLK, OT KOUTO 27 Ha

Kupunuua n 256 Ha naTuHuua.
AKTyas/IHOCT Ha npobsiema

B cBos [gucepTauuMoHeH Tpyn [A-p KoneBa pasrnexzga CbBpeMeHeH MNpo6neMm c
N3KNHOYMTENHO MeAMKO-COLMAnHO 3HauyeHne. Bbnpekn ajekBaTHaTa CbBpeMeHHa
TOKONUTUYHA Tepanus, 4YecToTa Ha MpeaTepMUHHOTO paxaaHe /MP/ ocTaga

HENMpPOMeHeHa B MOCNEAHOTO AeceTuneTve n e mexay 8-15% cnopef pasnnyHuTe
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n3touHnymn. Cnopeg C30, BcAKa rogmHa ce paxgar okono 15,2 MAH. He[OHOCEeHMU
feua, karo nosevye oT 1000 000 ymupatr go 1 roguHa (CBeToBeH JeH Ha
HepoHoceHuTe feua - 17 Hoemspwu). TP e npnymHa 3a 0kono 60-70% OT HeoHaranHarta
3a60/1eBaeMOCT M CMBPTHOCT, KaTo ABe TPETU OT C/lyyYanTe CcTaBa BbMNpoC 3a HOPMaslHMU,
reHeTUYHO HeyBpefeHM nnofose. KakTto TepaneBTUUYHWUTE, Taka U NPOUNAKTUYHUTE
CpeAcTBa He ca foCcTaTbyHO epuKacHU. ToBa Cce Ab/HKM N HA HEM3SiICHEHAaTa eTUONorns
Ha P, a npunaraHnuTe NPoUNaKTUYHO- fle4eOHNU MepPKWM ca roBevye eMMNPUYHM.
KNnHMYHMTE npoy4yBaHWs B NOCNeAHWUTE TOAMHM Ca HACOYeHW KbM Cb3faBaHe Ha
KOMMN/IEKCeH TepaneBTWYeH anropuTbm 3a nosefeHue npu MNP c Uen HamansaBaHe Ha

yectoTata um, ocobeHo Ha pogeHuTe ¢ Terno nog 1000rmp.

MperneagbT Ha NUTepaTypHUST 0630p SCHO MOKas3Ba, Ye AUCEPTAHTBLT e MPoyuun
3abN60YEHO Pa3HOOOpPa3HM CbBPEMEHHW NUTepaTypHUM U3TOYHMUKU. O630pbT
npuTexkaBa [Jobpa nosHaBaTe/NHa CTOMHOCT. HampaBeHO € OnucaHMe Ha
npexaeBpemMeHHOTO paxpgaHe (MP) M ca nNpeAcTaBeHU CbBPEMEHHM [aHHM 3a
enuaemMmnonornaTa M MoNekynspHaTa naTtoreHesa Ha NpeXAeBpeMeHHaTa pojoBa

nenHOCT.

LlenTa Ha npoyyBaHeTO € fa Ce W3ACHU po/sidaTa Ha OKCUMAATUBHUTE HapyLleHUsa B
NMMYHHaTa  perynayuna B paSBI/ITI/IeTO/ nporpecudTa n natoreHe3ara Ha

NpeXxx4eBpeMeHHOTO paXkjaHe B M3BaAKa OT Gbarapckara nonynauums.
3ajaumnTe Ha gucepTalUOHHUA TPYA ca ACHO opMynmnpaHu nca 5 Ha 6poil:

1 Topbop Ha rpynu xeHu ¢ ngmonatnyHo MNP, cbe 3annawsaw,o MNP 1 poannm Ha
TEPMUH B CbOTBETCTBME C U3PabOTEHN KPUTEPUM 3@ BK/IKOUBAHE B NPOYYBAHETO.
2. N3cnegBaHe W aHanM3 Ha MNPOMEHUTE B pefoKc-CTaTyca B opraHusma npu

)KEHWUTE, BK/IOUYEHUN B FrOpPen36bpoeHnTe rpynu.
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3. CpaBHsiBaHe Ha pe3ynTaTuTe OT M3CNeABaHMATA Ha TPUTE TPYNM MOMEXAY UM W
CbNOCTaBsIHE € MoKas3aTeNuTe Ha pefoKc-CTaTyca MpU 3ApaBu, HEGPEMEHHM
XKEHU - KOHTPO/Ha rpyna.

4, CpaBHsiIBaHe Ha MoOKasaTeNMTe Ha PefOKC-CTaTyca Ha W3CNeABaHWUTE XXEHU B
3aBUCMMOCT OT TNPUEMAHWUTE MO BPeMe Ha OPEMEHHOCTTa BUTAMUHU U
aHTUOKCUAHTN.

5. AHanu3 Ha Bpb3KaTa MeX[y rnokasaTe/nnTe Ha pefloKC-cTaTyca Ha opraHusma u

n3xona oT 6peMeHHOCTTA.
MaTtepuan v meToan

3a M3NbAHEHWe Ha UennTe Ha AucepTauuMoOHHUA TpyA ca u3cnenBaHW NPOCMEeKTUBHO

(2017r. - 2020r.) o6wo 326 nauneHTKM, Kato 101 ca cnyyauTte Ha [P.

EKcnepuMeHTanHUTe W3CNefBaHMA ca MPOBEAEHW C W3MO0JI3BAHETO Ha CbBPEMeHHa
anapatypa u pasHoobOpa3HW MeToau - OUOXUMWYHMK, KNETHbYHO-OUOXUMMUYHN,
cTaTUCTUYecKn W ap. [JOKTOpaHTKaTa e oBfiafdna pefuuia TEXHUYECKU YMeHUs U
KOMMNEeTEeHTHOCTU KaTo: paboTta e 6uonornyeH matepuan M Kpbe. C nomowita Ha
CbBpemMeHHa anapatypa A-p WnnaHa Koneea cu  nocTaBa  Lenta  4pes
cnekTpooTtomeTpuyHn metogm, Elisa metogm n ETMP cnekrpockonus ga mscnegsa v
OLleHN HaCTbMBALLUTE OKCMAATMBHU aHOMa/UW B OpraHuM3Ma Ha GpemeHHaTa XeHa U

[a nafe no-nbaHa NpeAcTaBa 3a NaTOreHeTUYHUTE MexaHu3Mu Ha [P,

MauueHTUTE Cca pasfeNieHn B YETUPU OCHOBHM TPYyMu: HEOGPEMEHHW KOHTPONW;
6PEMEHHOCT, 3aBbpPLUMA C MPEXAEBPEMEHHO paxaaHe; 6PEMEHHOCT CbC 3anallBalllo
NPeX/AeBPEMEHHO paXKAaHe W GPEeMEeHHOCT, 3aBbplUMIA C paXkAaHe Ha TEPMUH Ha
34paBo, [OHOCEH MnoA. 3a LUSAMOCTHO W3C/MeABaHE Ha MNPOTMYallUTe MpoLecu B
opraHuMaMa Ha 6pemeHHaTa >eHa, 0COGeHO npu GPEMEHHOCTM, 3aBbpLUBALLM C
MPeXAeBPEMEHHO paXKaaHe, ce 00pblLa OCHOBHO BHMMAaHWE Ha METOAMKMW, JaBally

AVPEKTHA MHBOPMaLIMs 33 OCTaTbYyHMTE OKCUAATUBHU HapyLUEHUS B OpraHM3Ma upes
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npocnejsBaHe HuBaTa Ha CBOOOAHO-pajuKasioBuUTe TpaHChOpMaLMy KaTo MaasmeHu
HMBa Ha wmanoHgunangexug (MDA), eHAOreHHW- €eK30TeHHW EeH3UMK, MPOTEenH
Kapb6oHunHo covabpxaHne (PCC), HmBo Ha AHK yBpexpgaHe (8-OhdG), HmBa Ha
ackop6atHu (Asc*) pagukann, ROS npoAyKTn v HMBa Ha HUTrpo/ aszoTeH okcupg (*NO)

pagnkanu.
CobCcTBEHM pe3ynTaTh U 06CbHXKAaHe

Pesyntatnute MmaT BMCOKAa Hay4yHa CTOWMHOCT, KOWTO [OKa3BaT po/iATa Ha MPOTeuH
Kapb6oHunHo cvabpxaHne (PCC), HmBo Ha AHK yBpexpgaHe (8-OhdG), HuBa Ha
ackop6atHu (Asc*) pagukanu, ROS npoAykKTn v HMBa Ha HUTPO/ a3oTeH okcug (*NO)
pagukanu. [JaHHuTe ca 06CbAeHM KOMMETEHTHO W CpaBHEHW C ApPYrM OnucaHu B
nuTepatyparta. HTepnpeTpaHy ca M B MOCOKa PofiATa Ha W3CnefBaHUTE MapKepu

KaTo (hakTop B MporpecusTa u usxoga ot MMP.
OueHKa Ha M3BOAW W NMPUHOCK

B cBodATa pa3paboTka a-p Konesa, hopmynupa 6 n3soga u 15 npuHoca, Kato pasgens
NPUHOCUTE CU B TPU KaTeropuu: MNPUHOCU C OPUTUHANEH XapakKTep, NpUHOCKU C
NOTBbPAUTENEH XapaKTep U NPUHOC C MPaKTUYHO npunoxeHme. OCobeHO BaXHO e aa
Ce aKLUEeHrympat NpuHOCUTE C OpPUTMHANEH XapaKTep U NPakTUYHO MPUIOXKeHue, a

NMEHHO:
1 ¥YcTaHOBeHM ca NPOMEHN B HMBAaTa Ha ASC- pajMKann KbM MOMEHTa Ha paxiaHe .

2. YCTaHOBEHO € MNOBULLEHME B HMBaTa Ha -NO paauMKannm W 3acuneH eHJoreHeH

MeTabonm3bm.

3. YcTaHOBeHa e NpPOMsHa B HMBaTa Ha NoKajaTenuTe Ha €eHAOreHHaTa eH3uMa

aHTMoKcmaaHTHa cuctema - SOD, CAT, GSH, GPx.

4. YcTaHOBeHa e npoMsiHa B HMBaTa Ha TAC (ToTaneH aHrMOKCUAATMBEH KanauuTeT).
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UpWHOC ¢ NPaKTUYHO NPUIOXKeHMe.

1 CroitHocTn Ha CRP B rpaHuumte 4,9 - 7mg/l npn Bb3pacT Ha XeHata < 19 rog,,
BbMNPEKN HE HAIMYMETO Ha KNMHUYHWU U Napak/INHUYHU JaHHW 32 BbTpemMaTouHa

NH(eKUNs, ca CMrHanM 3a nosuileH puck ot MMP.

KpUTnyHmn 0eneXXKn N CbBETU

[-p KoneBa ce e cbobpasusia C BCUYKM MpeABapuUTeENIHO HampaBeHU KPUTUYHW
OeNeXXKN 1 KOPEKTHO e oT6ensdsana B 6ub6nmorpatiCKnsi CMChbK N HAKOM ObArapcku

paspaboTKM B TasW Hacoka.

Yue6Ho-npenojasartenicka feinHocT

[-p NnnaHa Muxainnosa Konesa - Kopkenna e pogeHa Ha 09.10.1961 r. 3aBbpwimna e
BMW rp. lNnosgmuB npe3 1987 r, OKC ,Maructop®. lpe3 1995 r. 3awumTtaBa
cneumnanHocT ,,AKyWepcTBo M ruHekonorna” sbB BMW rp.Cousda. lMpe3 cobuiaTa
rogMHa cnej  pefoBeH KOHKypC 3amoyBa paboTa KaTto acUCTeHT B KaTefpa
»AKYLLIEPCTBO M TMHEKONOrnsa” (Kb4eTo e U Lo LHEeC) KbM YHUBEpPCUTETCKA B60NHMLA
Hrpod. CtoaH KupkoBumuy® v MeauUMHCKN (akynTeT, TpakuMNCKU YHUBEPCUTET,

CTapa 3aropa Ha [/1bXXHOCT aKyLlep- FMHeKOonor.

3aK/1r4YeHune
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[MpenctaBeHUAT guceptaunoHeH Tpya Ha A-p Konesa ,,PonATta na oKcuaaTuBHU re
HapylleHMA B MnaToreHesara Ha MPeXAeBpPeMeHHOTO paXAaaHe* e akTyaneH u
oTroBaps Ha obwonpuetnte Kputepuwu. [lo3sonsBam CuU fJa npenopbyam Ha
yBa)XKaemuTe ysieHoBe Ha HayuyHOTO Xypu Aa rnacysaT MOMOXKUTENHO 3a NPUCHXAaHe
Ha Hay4Ha 1 obpasoBaTesiHa cTeneH ,,JLlOKTOpP® MO Hay4Ha cneymnanHocT ,,AKyLLIepCTBO
N ruHekonorma” Ha A-p WnnaHa Konesa, cnopef [MpaBunHMKa 3a pas3BuTUE Ha
akagemuyHua cbctaB B MeAMUMHCKM  (haKynTeT KbM TpakuincKu yHUBepcUTeT

Crapa 3aropa.

Hata: 09.06.2022r. Mpod. a-p E.
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REVIEW

by professor dr. Emil Georgiev Kovachev, Ph.D.
manager of SHATOG - Varna
Head of Department of Obstetrics and Gynecology at the Medical University of Varna

On the dissertation on the award of the scientific and educational degree "Doctor", scientific
specialty Obstetrics and Gynecology (03.01.45), Department of Obstetrics and Gynecology,
Faculty of Medicine at the Trakia University - Stara Zagora.

Theme of the dissertation work: *"The role of oxidative disorders in the pathogenesis of
preterm birth™

Author of the dissertation work - Dr. lliana Mihaylova Koleva - Korkelia
Scientific Leader: Assistant Professor Dr. Maria Angelova. M.D.
Scientific consultant: Assistant Professor Dr. Mirolyuba Todorova- Kalaydzhieva, M.D.

The dissertation submitted for protection contains a total of 176 standard pages and is
illustrated with 16 tables and 52 figures.

The bibliographical reference contains 283 literary sources, of which 27 in Cyrillic and 256 in
Latin.

Topicality of the problem

In his dissertation. Dr. Koleva addresses a contemporary problem of extreme medical and
social importance. Despite adequate modern tocolytic therapy, the incidence of preterm birth
(PB) has remained unchanged for the past decade and is between 8-15% according to various
sources. According to the WHO, about 15.2 million premature children are born each year,
with more than Imillion dying within 1 year (World Premature Children's Day - November
17). The PB is the cause of about 60-70 % of neonatal morbidity and mortality, in two-thirds
of cases it is normal, genetically undamaged newborn. Both therapeutic and prophylactic
agents are not sufficiently effective. This is also due to the unexplained etiology of the PB and
prophylactic-treatment measures are more empirical. Clinical studies in recent years have
focused on the creation of a complex therapeutic algorithm for behavior in the IP in order to
reduce their frequency, especially those born with a weight of less than 1000 g. The review' of
the literary review clearly shows that the M.D. student has thoroughly studied a variety of
contemporary literary sources. The overview has good cognitive value. A description of
preterm birth (PB) has been made and modern data on epidemiology and molecular
pathogenesis of premature birth activity are presented.

The aim of the study is to clarify the role of oxidative disorders in immune regulation in the
development/ progression and pathogenesis of premature birth in a sample of the Bulgarian
population.



The tasks of the dissertation work are clearly formulated and are 5 in number:

1 Selection of groups of women with idiopathic PB, threatening PB and giving birth per
term in accordance with established criteria for inclusion in the study.

2. Study and analysis of changes in redox status in the body in women included in the
above groups.

3. Comparison of the results of the studies of the three groups with each other and
comparison with the indicators of redox status in healthy, non-pregnant women
control group.

4. Comparison of the indicators of the redox status of the women studied depending on
the vitamins and antioxidants taken during pregnancy.

5 Analysis of the relationship between the indicators of the redox status of the body and
the outcome of pregnancy.

Material and methods

For the purposes of the dissertation work, a total of 326 patients were examined prospectively
(2017 - 2020), with 101 cases of PB.

Experimental studies have been conducted with the use of modern apparatus and various
methods - biochemical, cell-biochemical, statistical, etc. The MD student has mastered a
number of technical skills and competences such as: working with biological material and
blood. With the help of modern apparatus. Dr. Llana Koleva sets her goal by
spectrophotometric methods. Elisa methods and EPR spectroscopy to examine and evaluate
the oncoming oxidative abnormalities in the pregnant woman's body and to give a fuller
picture of the pathogenetic mechanisms of the PB.

Patients were divided into four main groups: non-pregnant controls; pregnancy that ended in
premature birth; pregnancy with threatening premature birth and pregnancy, that ended with
the birth of a term of healthy, toyed fetus. For a thorough examination of the ongoing
processes in the pregnant woman's body, especially in pregnancies ending in preterm birth,
primary attention is paid to methodologies giving direct information on residual oxidative
disorders in the body by monitoring levels of free-radical transformations such as
malondialcide plasma levels (MDA), endogenous-exogenous enzymes, protein carbonyl
content (PCC), DNA damage level (8-OhdG), levels of ascorbate (Asc*) radicals, ROS
products and levels of nitro/nitric oxide (*NO) radicals.

Own results and discussion

The results have a high scientific value that demonstrate the role of protein carbonyl content
(PCC), DNA damage level (8-OhdG), levels of ascorbate (Asc*) radicals. ROS products and
nitro/nitric oxide (*NO) radical levels. The data were discussed competently and compared
with others described in the literature. They were also interpreted in the direction of the role
of the markers studied as a factor in the progression and outcome of the PB.



Assessment of conclusions and contributions

In his development. Dr. Koleva formulated 6 conclusions and 15 contributions, dividing his
contributions into three categories: contributions of an original nature, contributions of a
confirmatory nature and contributions with practical application. It is especially important to
highlight contributions of original character and practical application, namely:

1 Changes in levels of Asc- radicals at the time of birth have been identified.
2 An increase in levels of-NO radicals and reinforced endogenous metabolism was found.

3. A change in the levels of the indicators of the endogenous enzyme antioxidant system has
been detected - SOD, CAT, GSH. GPx.

4. A change in TAC (Total anti-oxidative capacity) levels has been identified.
Contribution with practical application

1 CRP values in the range of 4.9 - 7mg/l in a woman's age of < 19 years, despite the lack of
clinical and paraclinical data on intrauterine infection, are signals of an increased risk of PB.

Critical notes and tips

Dr. Koleva has complied with all pre-made critical notes and correctly noted in the
bibliographic list some Bulgarian developments in this regard.

Training and teaching activities

Dr. LWana Mihaylova Koleva - Korkelia was born on 09.10.1961. She graduated from the
TIMI Plovdiv in 1987, Master's Degree. In 1995 he defended his specialty "Obstetrics and
Gynecology™" at HMI Sofia. In the same year, after a regular competition, she started working
as an assistant in the Department of Obstetrics and Gynecology (where she is still) at the
University Hospital "Prof. Dr.Stoyan Kirkovich” and Medical Faculty, Trakia University.
Stara Zagora in the position of obstetrician-gynecologist.

Conclusion

The dissertation presented by Dr. Koleva "The role of oxidative disorders in the pathogenesis
of preterm birth" is up-to-date and meets generally accepted criteria. | allow myself to
recommend that the honourable members of the Scientific Jury vote positively for the award
of the scientific and educational degree "Doctor” in the scientific specialty "Obstetrics and
Gynecology" of Dr. llyana Koleva, according to the Rules of Development of Academic Staff
at the Medical Faculty of the Trakia University - Stara Zagora.

On: 09.06.2022



