Hayuen cexpeféb

MY -IIn
_— ﬁc%#fj;? 11. X204

ooooo

{1

CTAHOBHIIIE
Ot Jlon. a-p Becena Kapamumena, a.m.
Karenpa ,, AKy1epcTBo ¥ ruHEKONOTUS”
Mepmuumncku dakynrer, MY rp. Codus
Krnunrka mo O611a ¥ yporMHEKoI0ruaHa XUpyprus

CBAJIAT ,, Maituus nom” rp. Codus

IIpencraBsmM HACTOSIIOTO CTAaHOBMIIE B KAY€CTBOTO CH Ha BHHIIEH 4IEH HA HAY4HO
XKYpH, onpeaeneno cke 3anosen Ne 3288 ot 25.10.2022r. Ha Pektopa Ha MY-IInesew, Ipod.
H-p [. TaMHUTPOB, . M. ¥ pellIEHHE Ha AKaJEMUYHUSA CHBET (ITpotokon Nel7 ot 24.10.2022r)

OtHocno: [lucepraumonnust Tpya Ha JI-p Monka KBanoBa KopHoBcka Ha Tema:
WIEYEHUE HA HEPBUKAJIHUTE MPEKAHI{EPO3H YPE3
EJJEKTPOEPUMKOBA EKCIU3HUA (LLETZ) B AMBYJIATOPHU YCJIOBHUS” ¢
Hay4eH pekoBoauTenu:IIpod. n-p Cnasuo TomoB, a.M.H. U Jlou. a-p Cranucnas CiiaBues, 1.M.
32 MpUCBXKJaHe Ha oOpasoBaTeNHa M Hay4yHa creneH ,, JIOKTOp” B 06IacT Ha BHCIIE
obpasosaHue ,,7 31paBeonasBaHe U CHOPT”, HAYYHO HarpasJieHue ,,7.1. Menuuuna”, Hay4yHa

CHELHATHOCT ,, AKYIIEPCTBO M TMHEKOIOTU” .

CTaHOBMILETO € M3TOTBEHO BB3 OCHOBA Ha NPEICTABEHHUS JlucepTauuoHeH Tpya M
Aptopedepar. Te ca oopMeHH NPABUIHO M OTrOBAapST Ha M3UCKBAHMATA 32 CTpYKTypa Ha
Hay4yHa pa0oTa, CBIIIaCHO 3aKOHAa 3a pa3BUTHE Ha AKAJeMUYHMAT CHCTaB B Peny6nuka
Brirapus u [paBuinuka 3a yciosusTa U peaa 3a NpuaoGHBaHE Ha Hay4YHU CTEIIEHH U 3a€MaHe

Ha aKaJIeMUYHH JTBXKHOCTH B MY rp. Inesen.

Jannu 3a foxtopanTa: JI-p Monka MBanosa KopHoBcka e pogena Ha 10.06.1975roz.
3aBbpiuBa cpenHo obpasoBanne B COY ,Upanm Bazos“ rp. IlneBeH M BNOCTENCTBHE ce
AWILIOMHpa B CHIELMANHOCT MeMIMHa B MY -TInesen— 1993 rog. Ilpes 2005 roa. npuno6usa

CMEHUATHOCT ,,AKyIIEPCTBO H TMHEKOIOTUA.
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IIpodecuonannara # kapuepa NpogbiKaBa B [Be HACOKH- aJMHHUCTDATMBHA BBB

(jbapMaHCBTPI'{HI/I KOMITaHUU U ﬂeqe6Ho-npenonaBaTen01<a.

Ha 09.07.2021r e 3aumcneHa kato JOKTOpaHT B CaMOCTOSTENHA dbopma keM MVY-

IIneBen.

UneH e Ha Hay4YHOTO IOpPY>KECTBO IIO AKquCpCTBO U THHEKOJIOruss U Ha Bwir apCKH

Jlexapcku Ceio3. TTon3Ba NUCMEHO ¥ FOBOPHMO aHIJIMHCKH U PYCKH €3UK.

AKTyanaHOCT Ha TemaTa: PakbT Ha MaTOYHATA WIKIiKA € Hal-yecTo CpellaHus TeHUTaNIeH paK
B pa3BUBallKs Ce CBAT. TO# 3acsra JKeHHU B pa3IMyHa BB3pacToBa 'PYIIa U [0 TO3M HAYHH OKa3Ba
FOIIAMO COLMANTHO, HKOHOMHYECKO ¥ (PMHAHCOBO BIMAHKE. OCHOBHHSAT (haKTOp 3a pasBUTHETO
My e HanmnyHa HPV undexims, npegasana no nonos nut. UMaiixu NpeIBU] NO-NO-MJiaaTa
BB3pacT NpH IbPBO CHOLUEHUE W MO-TONAM GpOH CeKCyallHH NapTHHOPH B THEUIHO BpEME, Ce
OYaKBa 4ecToTa ja ce ypenuyapa. Beska Hameca, kosTo Boau 10 npepoTBpaTsaBane Ha HPV
MHGEKLKSA, OT CBOS CTpaHa Iue NOBEME 10 MPeJOTBpaTABAHE HA paka Ha MaToYHaTa LIMHKa U
HCrOBHTE NpeIIeCTBeHULM. EQexTrBeH HaumH 3a penoTBpaTsaBaHe nporpecupanero Ha HPV
MHQEKUMS 10 HHBA3HMBEH PaK € OTKPUBAHETO M JIEYEHHETO Ha NPeIpaKoOBUTE U3MEHEHHs Ha
MaToYHaTa lukiKa. ToBa MOXKe 1a Ce IOCTUTHE Ype3 CKPUHUHT 32 PEPAKOBH JIE3HH U JIEUeHHE
Ha HSIL,no-edeKTHBHM CKPMHUHTOBH MOMUTHKH.

Crnen ropensnoxeHoTo, cuuTaM TeMara 3a ujmxoquTenHo aKTyallHa B ChbBpPEMEHHaTa
TMHEKOJIOTMYHA MpakTWKa M OTYMTaM HeOOXOOMMOCTTa OT paspaboTBaHe Ha MONOGEH
AUCEPTALIUOHEH TPY .

CrpyKTypa Ha AMcepTanusTa:

JIMCepTalMOHHUAT TPY/| € HAKUCAH Ha JINTEPaTypeH OBIrapcKu €3UK M € M3JI0KEH Ha
124 cranpapTHu, KOMmMOTBPHH cTpanuuu. OuarnieneH e ¢ 16 TabmuuM 1 69 ¢urypu.
bubmmorpadusra skmousa 186 3arnasus Ha wyxau esuny. ToBa mokassa CBBPEMEHHOCT Ha
mpoGiieM ¥ HEOGXOIMMOCT OT GBIrapcko MpoydBaHe. JlMCepTaMOHHUSAT TPYH BKJIIOYBA:
nMTepaTypeH 0630p — 34 ¢Tp., Len U 3a7a4u — 3 CTP. U U3KITIOUMTENHO noapo6HO NMpeACcTaBeHn
KJIMHUYEH MaTepuan u metoau —30 crp. Pesyaratu u o6cwxnane ca 36 crp., u3soau — 2 cTp.,

NPUHOCH— | CTp., KHUTOmUC — 15 cTp.

JiaTepaTypHHUAT 0630p € M3KITIOUUTENHO noJpo6eH, npeicTaBeH Ha 34 CTpaHMIU KaTo
OTpasfBa 3aJbI00YEHH MO3HAHKs B 06/1aCTTa Ha MATOreHe3aTa ¥ KIHHHYHOTO MpOTHYAHE Ha
TpefipakoBuTe 3abonsiBanus. EnHOBpeMeHHO ¢ ToBa € mpeacTaBena aKTyaJIHOCTTa Ha

npo6neMa B CBETOBEH Maiab. B JIATEPATYPHHUSA 0630p Ca pasrjiciaHi OCHOBHUTE AUCKYCHOHHHU
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MOMEHTHU, TOH € H3YEepnaTreiicH U HallbJIHO JOCTAaThYEH 3a O(l)OpMHHe Ha OCHOBHHUTEC HAaCOKH Ha

NPOYYBAHETO.

HocraBenata wmen e: Jla ce NpOyYyd MPUIOKUMOCTTA, 6e30macHOCTTa,
MKOHOMHYECKATa €(EKTHBHOCT, NIe4eGHUTE Pe3yiTaTd M NPOrHOCTHYHHTE baxkTopu mnpu
JICYCHUETO Ha LIEPBUKANHATE NpeKaHLeposy upes LLETZ npoueaypa B amGynaropuu yenosus

Lenra e scHO 1 To4HO hopMynMpaHa. 3a MOCTHraHETO U ¢a IOCTABEHY 7 3aa4ym.

Matepuan u metoau: Ot 01.01.2017 r. 5o 31.07. 2021 e HalpaBeHO MPOCHEKTHBHO
KJIMHUKO-CIIUICMUOJIOTHYHO  NpOyyYBaHe, obxBamamo 189 mnauuenTkd. U3ciemsaHuaT
KJIMHAYCH KOHTHHICHT € ChC Cpe/iHa Bb3pact . 37,06+8,12 ronuuu, B uHTepBana Mexay 21 u
66ron. Oxono 3/4 (76,2%) OT W3CIeOBAHMA . KOHTHHIGHT Ca paxjanu cpewy 23,8% —
Hepaxaanu. Jlomunupainara yact (93,7%) ot y4acTHHYKHTE B NIPOYYBaHETO Ca C HAJTMYHME Ha

MEHCTpyalnus U camo 6,3% — B MeHonay3a.

Mertoaute 3a uscnenBaHe u MeTomONTHMATAa ca MpeLM3HO noabpaHu, BHCOKO
MHQOPMaTUBHH M To4uHH. OCHOBHHTE M3ION3BAHM METONH cCa BHJIEOKOJIITOCKOIMUATA,
XMCTOJIOTHYHO H3Clle[iBaHe Ha OHMONCHYHMA MaTepuail M onepaTBeH wmeron —LLETZ

npouenypa. HOH'I;IIHHTCJ’IHO Ca BKJIFOYCHHU anapaTHH, na60paTopHH " aHKCTHHU MCTOIH.

CraTucruyecka 06paboTka Ha pe3ynaTHTe: H3BbpieHa € mpeyu3Ho ¥ METOANYHO.
Msnonseanu ca yTBBpAEHM M CBBPEMEHHH METONM 3a MaTeMaTW4YeCKM aHaJIu3 Ha

06pa6GoTBaHKTE pe3yiTaTy.

PesysnraTuTe B Npoy4BaHeTo ca NPEICTABEHM MOC/IEI0BATENHO U CHCTEMATU3HPAHO,
Ro6po oHarsensBaHe ¢ Tabauuy U Gurypu. IIpeacTaBeHy ca B M3KIIOYHTEIHO CbBPEMEHEH

BHJ, C 106po 06sCHeHHe U OTOENI3BaHe Ha BasKHATA UHOpMaIHS.

Ilpu uHTepnpetvpaneTo Ha CcoGCTBEHMTE pesynTaTd, clienBa oOCHXaaHe |

CbOTBECTHUTE U3BOJIH.

Ilo oTHOWIEHME NPUIOKMMOCTTA M HKOHOMHYECKATa edextuBHOCT Ha LLETZ
npoLeAypaTa B aMGy/IaTOPHH YCIOBHS CE YCTAHOBSBA BUCOKA NPHIIOKHMOCT B ambynaropHara
TpakTHKa C HHCKa 4Y€CTOTa Ha WHTpa- M CIEJONEPATHBHUTE YCIOXHEHHS, MHUHHMAJICH

MPECTOM.

IIpu oueHKa Ha YeCTOTHO pasnpeneeH e Ha XUCTONOIHYHIHTE pe3yJTaTH ¥ TEPMUYHO
YBPEKIAHC Ha pe3eKUMOHHUTE JuHUM cnel LLETZ ce ycraHOB#Ba BB3MOXKHOCT 3a

XucToorniny pesynratd LSIL B cnenonepaturus npenapar, TepMHYHOTO YBpEXIaHe Ha
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pe3eKkLMoHHNTE TUHUM e nociieauna or LLETZ u ce cpewa B HacTosmoTo npoyuBane B 7,9%,
a YyecToTaTa Ha 3aciIraHeTo Ha pe3eKuuoHHuTe muHuM cnel LLETZ na nauuentu ¢ HSIL e 2,8.
Te3u yBpexaHus HE KOMIIPOMETUPAT OLIEHKATa HA PE3CKLIMOHHUTE JIMHUH.

CraTucTU4ecKu CUTHU(UKaHTHA 3aBUCHUMOCT C€ OTKpHBA 3a (pakTOPHTE XHCTOIOTHYEH
pe3yiaTar OT npuue/lHa OGUOMNCHsS M KOJMOCKOICKaTa JUarHo3a Mo OTHOLICHHWE Ha KpaWHHs
xucronoruyed pesynarar o LLETZ. Tlauuentkure ¢ LGSIL ot npuuennata GHoncus uMar
CTaTUCTHYECKH 3HAYMMO Hali-BHCOK OTHOCHTENIEH [s1 Ha chiuus pesynrtar cienq LLETZ
npoLenypara.

ITo oTHOIIEHHME YECTOTA Ha PELIUIUBH Ha LIEPBUKATHU MTPEKAHLEPO3H CE MOKa3Ba HUCKa
YeCTOTa ,KOETO I0Ka3Ba PoJIsATa Ha KOIIOCKOMUATA B KOMOMHALIMS C LIUTOJIOTHYHO U3CJIEABAHE.

H3sonure B 1ucepranysaTa ca 9 Ha 6poif, KaTo Te ca TOYHO M ACHO MPEACTABEHH.
[TpousTHyar oT pe3yaTaTUTe Ha MPOYYBAHETO M Ca MOAKPENEHHU ¢ JAHHUTE OT
craTucTuyeckara o6paborka. Karo ocobeHo LeHHH curtaM cieanute: “UyBCTBUTENHOCTTA U
cneuu(pUIHOCTTa Ha KOJIIOCKOICKAaTa AMarHo3a ro otHouienue Ha HSIL B kpaitHus
XHUCTOJIOTHYEH Pe3yTaT € CbOTBETHO 96% 1 53%.“u ,, XUCTONOrMYHO NOKa3aHUTE PELMIUBH
cien LLETZ npouenypa ca 1,7%, a nepcucteHuusaTa —5,4%*. Te3u u3BI0oaU ca 0COGEHO0
HH(OPMATHBHY, T.K. JaBaT HACOKa 3a MIOBEICHUETO U MPOTHO3UPAHE 3a Pa3sBUTHETO HA

6onecrra.

IlpunocuTe ca mnpaBuiIHO (OpMyNUpaHH, C Hay4YHO-NpaKTHYecKa CcTOWHOCT. Te
OTpa3sBaT MOCTUTHATOTO OT AOKTOpaHTa B pa3paboTBaHaTa Temaruka. Kato ocob6eHOo BaXHH ¢
NIPUJIOKEH XapaKTep HaMUPaM ,,Y CTAaHOBSBAaHE Ha IPOTHOCTUYHUTE (PakTOpPH 3a Bb3HUKBaHE
Ha pa3jM4YHUTE XUCTONOIMYHY HAaXOAKH B KpaiHHUs xucrosnorudeH pesyarar cien LLETZ u
»»Y CTaHOBABAaHE Ha TNPOrHOCTHYHUTE (aKTOPU 3a 3aciAraHe OT NATOJOTMYHMsS MNPOLEC Ha
PE3EeKUMOHHMTE JIMHUM Ha Npenaparta ciel 6puMKoBa eKCLU3Ms .

ABTOpedepaThT € HU3rOTBEH B CHOTBETCTBHE C M3HUCKBAHUATA M OTpa3siBa TOYHO
YacTUTE Ha JUCEPTALUOHHUAT TPY .

ITyGamnkanuu 1 yyacTue B KOHrpecu: JIOKTOPaHTBT € NpeaCTaBu 3 myGIuKalum JBe

OT KOHUTO KaTo IMbPBHU aBTOP..

SAK/IIOYEHWE:
[IpencraBeHuaT MU 3a CTaHOBMILE UCEPTALUOHEH TPy U ABTOpedepar oTroBaps Ha

BCHYKH U3HMCKBAHUA Ha HpaBmmnKa 3a HAYYHHUTE CTCIICHU. B Hero ca NPEACTAaBEHHA HAYYHH



pe3yJITaTH, KOUTO Ca LIEHHH 3 JICYEHHE M TOBENCHUE NpPU NpeNpakoBUTEe 3abGONABHAMS Ha
MaTo4YHaTa [uiKa

BB3 0CHOBa Ha ropekasaHoTO JaBaM MOJOKHTENHO CTAHOBMLIE 34 JUCEPTALIMOHHUS
Tpyn Ha Ttema ,JIEHEHHE HA IEPBUKAJHUTE IIPEKAHIIEPO3U YPE3
EJEKTPOSPUMKOBA EKCIM3US (LLETZ) B AMBYJATOPHUM YCJIOBUS” 3a

NPUCHK/IaHETO Ha obpasoBarenHa M HayuyHa cteneH “JIOKTOP” ua J1-p Honka Meanosa

KopHoBcka.
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PhD REVIEW
By Assoc. Prof. Vesela Karamisheva,MD, PhD,
Department of Obstefics and Gynecology,
Faculty of Medicine, Medical University - Sofia,
Clinic of Ceneral and Urogynecological Surgery,

SBALAG "Maichin dom", Sofia

I present the current PhD review in my capacity as an external member of a scientific
jury, determined by Order Ne 3288/25.10.2022 of the Rector of MU-Pleven, Prof.. D. Dimitrov,
MD, PhD and decision of the Academic Council (Protocol Ne 17/24.10.2022)

Regarding: The dissertation work of Dr. Yonka Ivanova Kornovska on the topic:
"TREATMENT OF CERVICAL PRECANCEROSES BY ELECTROLOOP EXCISION
(LLETZ) IN OUTPATIENT SETTINGS" with supervisors: Prof. Slavcho Tomov, MD, PhD
and Assoc. Prof. Stanislav Slavchev, MD, PhD for awarding the educational and scientific
degree "Doctor" in higher education field "7. Health and sport", professional direction "7.1.

Medicine", scientific specialty "Obstetrics and gynecology".

The current PhD review was prepared on the basis of the submitted Dissertation and
Summary. They are properly formatted and meet the requirements concerning scientific work
structure, according to the Law on the Academic Staff Development in the Republic of Bulgaria
and the Regulations on the Terms and Conditions for Acquiring Scientific Degrees and Holding

Academic Positions at Medical University - Pleven.

Data on PhD student: Dr. Yonka Ivanova Kornovska was born on 10.06.1975. She
completed secondary education-at "[van Vazov" Secondary Comprehensive School, Pleven and
subsequently graduated in the specialty of medicine at MU — Pleven, 1993. In 2005 she acquired
the specialty "Obstetrics and Gynecology".

Her professional career develops in two directions - administrative in pharmaceutical

companies and medical treatment and teaching.

On 09.07.2021 she was enrolled as a PhD student in Independent Study form at MU -

Pleven.



She is a member of the Scientific Society of Obstetrics and Gynecology and Bulgarian
Medical Association. She is fluent in written and spoken English and Russian.

Relevance of the topic: Cervical cancer is the most common genital cancer in the
developing world. It affects females of different age groups and thus has a great social,
economic and financial impact. The main factor in its development is an existing sexually
transmitted HPV infection. Taking into consideration the younger age at first sexual intercourse
and the greater number of sexual partners nowadays, the incidence is expected to increase. Any
intervention leading to the prevention of HPV infection will in turn result in the prevention of
cervical cancer and its precursors. An effective way to prevent the progression of HPV infection
to invasive cancer is the detection and treatment of precancerous alterations in the cervix. This
can be achieved by means of screening for precancerous lesions and treating HSIL both of
which are more effective screening policies.

Following the aforementioned arguments, I consider the topic to be extremely relevant
in modern gynecology practice as well as the necessity of developing such a dissertation.

Structure of the dissertation:

The dissertation work is written in literary Bulgarian and is set out on 124 standard
computer pages. It is illustrated in 16 tables and 69 figures. The bibliography involves 186
foreign language literary sources. This shows the relevance of the problem and the need for
Bulgarian research. The dissertation work includes: literature review — 34 pages, aim and
objectives — 3 pages and clinical material and methods presented in extremely detailed manner
— 30 pages. Results and discussion are set out on 36 pages, conclusions — 2 pages, contributions

— 1 page, bibliography — 15 pages.

The literature review is extremely detailed, presented in 34 pages, showing in-depth
knowledge in the field of pathogenesis and clinical course of precancerous diseases.
Simultaneously, the relevance of the problem on a global scale is presented. The literature
review covers the main points of discussion, it is comprehensive and completely sufficient to

outline the main guidelines of the research.

The stated objective is: To investigate the applicability, safety, cost-effectiveness,
treatment results and prognostic factors in the treatment of cervical precancers by means of
LLETZ procedure in outpatient settings. The objective is clearly and precisely formulated.

Seven tasks have been set for its achievement.



Material and methods: From January 1%, 2017 to July 31*, 2021 a prospective clinical-
epidemiological study involving 189 female patients was conducted. The studied clinical
contingent had an average age of 37.06 + 8.12 years in the interval between 21 and 66 years.
About 3/4 (76.2%) of the studied contingent gave birth while 23.8% - never gave birth. The
dominant part (93.7%) of the participants in the study menstruate and only 6.3% are in

menopause.

The research methods and methodology are carefully selected, highly informative and
accurate. The main methods used are as follows: videocolposcopy, histological examination of
the biopsy material and operative method — LLETZ procedure. Apparatus, laboratory and

survey methods are additionally included.

Statistical processing of the results: It was carried out precisely and methodically.

Proven and modern methods of mathematical analysis of the processed results were applied.

The results of the study are presented consistently and systematically with good
visualization in tables and figures. They are presented in an extremely modern way, with good

explanation and highlighting of important information.
When interpreting the author’s results, discussion and relevant conclusions follow.

Regarding the applicability and economic efficiency of LLETZ procedure in outpatient
settings, high applicability in outpatient practice with low frequency of intra- and postoperative
complications and minimal stay is found out.

When assessing the frequency distribution of histological results and thermal damage
of resection lines after LLETZ, the possibility of LSIL histological results in the postoperative
preparation is determined. Thermal damage of resection lines is a consequence of LLETZ and
occurs in 7.9% in the current study while the incidence of resection line involvement after
LLETZ in patients with HSIL is 2.8%. Such impairments do not compromise the assessment of
the resection lines. |

A statistically significant relationship is found for the factors histological result of
targeted biopsy and colposcopic diagnosis with regard to the final histological result of LLETZ.
Patients with LGSIL from the targeted biopsy have a statistically significantly highest relative
proportion of the same result after applying LLETZ procedure.

Regarding the frequency of cervical precancer recurrence a low frequency is shown,

which proves the role of colposcopy in combination with cytological examination.



Nine conclusions are precisely and accurately formulated in the dissertation. They are
due to the study results and are supported by the statistical processing data. The following
conclusions are considered to be of utmost value by me: "Sensitivity and specificity of
colposcopic diagnosis with respect to HSIL in the final histological result is 96% and 53%,
respectively" and "Histologically proven recurrences after LLETZ procedure are 1.7% and
persistence is 5.4%". These conclusions are particularly informative since they provide
guidance for behaviour and prognosis for disease progressing.

The contributions are properly formulated and they are of scientific and practical value.
They mark the achievements of the PhD student in the topic elaborated. According to my
opinion the following contributions are particularly important due to the applied nature:
"Determination of the prognostic factors for the occurrence of various histological findings in
the final histological result after LLETZ" and "Determination of the prognostic factors for the
pathological process affecting the resection lines of the preparation after loop excision".

The summary is prepared in compliance with the requirements and accurately describes
the parts of the dissertation work.

Publications and congress participation: The PhD student has presented three

publications, two of which as first author.

CONCLUSION:

The dissertation and summary submitted to me for PhD review meet all the requirements
of the Regulations for scientific degrees. It presents scientific results that are valuable for the
treatment and behaviour in cervical precancerous diseases.

Based on the arguments presented above I give a positive opinion on the dissertation
work treating the topic "TREATMENT OF CERVICAL PRECANCEROSES BY
ELECTROLOOP EXCISION (LLETZ) IN OUTPATIENT SETTINGS" for awarding the

educational and scientific degree "DOCTOR" to Dr. Yonka Ivanova Kornovska.

07.11.2022 The PhD review prepared by:

Sofia / Assoc. Prof. Vesela Karamisheva, MD, PhD /




