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Ot IIpod. n-p Emun I'eoprues Koaues, a1.M.H.
Ynpasuren CBAI'AJI - Bapna
PuroBoauTen Kareapa AxkymepcerBo u rudexosiorusi npu MY - Bapua

OTHOCHO JHcepTallMOHEeH TPy 3a NMPUCHXKIaHe Ha Hay4dHO-oOpasoBaTejHa CTereH
»JlOKTOp* , HayuHa crienuranHoct AkymepcTBo U ruHekosorus (03.01.45), Kareapa

AKylepcku rpuwxu, MeauuHceky yHuBepeuteT — [ neBeH.

Tema Ha AUCEPTAIUOHHUA TPYI: ,,Jquelme Ha HEPBHKAJHHUTE IIPEKAHUEPO3H YpeE3

ejnexkTpoopumkoBa excuusust (LLETZ) B amOynaropuu ycjoBusi
ABTOp Ha nuceprauuonnus Tpya — d-p Honka MBanosa Kopuoscka

Haywen pbkoBomurenu: Ilpod. n-p CnaBuo TomoB, n.M.H. U goil. ja-p CraHucian

CnaBues, 1.M.

IlpencraBenusar 3a 3ammura JUcCEepTAllMOHEH TPyA ChAbpxka o0mo 124 cranjapriu

CTPaHMLIM U € oHarjezneH ¢ 16 tabiauuu u 69 durypu.
bubanorpadcekara cpaBka chabprka 186 murepaTypHU U3TOYHUIIM Ha JIaTHHHIIA.
AKTyajsHOCT Ha npobJiema

B cBosTa pa3pabortka n-p KopHoBcku 3acsira chBpeMeHeH Mpo0JieM ¢ BaXKHO MEHKO-
couManHo 3HavyeHue. llepBukaiHata npekaHlepo3a BB3HUKBA HAW — YECTO CJICl
nepcucTUpaiia MHQEKIHUs ¢ YOBEIIKM MMAlMWIOMHHM BHPYCH M 3acsra JKeHU B
penpoayKTuBHa Bb3pacT Mexay 20-50 roauHu. B cBeToBeH Mmalad exeroiHo
3abonasar 500 000 >xenu oT pak Ha MatouHaTa muiika (PMILI), karo ot Beuukm

OHKOJIOTMYHHU 3a00IsIBaHUS TIPH JKeHUTe, okouio 15% ce majga na PMIII.
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[IperjeabT HA JUTEPATYPHUs 0030p SCHO MOKa3Ba, Y€ AUCCPTAHTHT € IPOYHUHI]
3abJI00YEHO PA3HOOOPA3HU CHBPEMEHHH JIMTEpaTypHH u3TouHMIM. O030phT
npuTexana j100pa no3HaBaTes Ha CToHHOCT. Hanpaseno e oricanue Ha LeJIBUKAIHATE

IIPEKaHICPO3U U ca NMpeACTaBeHH CbBPEMCHHU JaHHHU 3a JICHCHUETO UM.

IleaTa Ha nNpoy4YBaHeTo € Ja ce Mpoy4YH MPHIOKUMOCTTa, 0€30MacHOCTTa,
MKOHOMMYECKaTa €(DEKTHUBHOCT, JeYEOHUTE pe3y/NTaTh U MPOrHOCTUYHUTE (PaKTOPH
Py JICYUCHHETO Ha IepBUKanHUTe IpekaHueposu 4pes LLETZ mnpouenypa B

amMOyJIaTOPHU YCJIOBHS.
3asaqyuTe HA AUCEPTAUMOHHNS TPYA ca sICHO popMynupaHu 1 ca 7 Ha Opoi:

1< Jla ce mpoy4u MPHIOKHMOCTTa ¥ MKOHOMMUeckaTa edektuBHoCT Ha LLETZ
npoleaypara B amOysaTOpHU YycloBUs — 00e300JsiBaHe, ciefonepaTiBHa 00JiKa,
clie/IoNepaTUBEH TMPECTON, YCJIOKHEHMs: HMHTPAOINEPATUBHU (KbpBEHE), paHHu
clle/IoNepaTHBHU (KbpBEeHE, UH(EKLHUsA) U KbCHU (CTEHO3a Ha LIEPBUKAJIHHMS KaHal,

3alarBaHe U HEII'bJIHA SITUTE- nmaum{).

2. Jla ce HampaBW aHajJM3 M YECTOTHOTO Pa3MpeeSeHHE Ha XHUCTOJOTMYHHUTC
pesyaratu cien LLETZ ( LGSIL;HGSIL; Ca colli uteri in situ ; Ca colli uter
microinvasiva; 3acsraHe Ha enjouepukanHu kiesn or LGSIL; 3acsrane na
enoriepsukanuTe xkie3n or HGSIL; cbcrosiHMe Ha pe3eKMOHHUTE JIMHUM Ha
eKTOLIEPBUKC, EHAOLEPBUKC W BPbX Ha KOHYca: CBOOOJHM OT JiMcCIUIa3ms,
apreQuIUaTHO TEPMUUYHO YBPEJCHH, 3aCCFHaTI/I. or LGSIL, 3acernatu or HGSIL,

3acernatu ot Ca colli uteri in situ).

3. Jla ce mpoydd BIMSIHUETO Ha CIEAHUTE IPOrHOCTUYHMU (DAKTOPHU: BB3PACT,
MapuTeT, XOPMOHAJIEH CTaTyc (IpeMeHonaysa, IOCTMEHONay3a), XHCTOJOrMYCH
pesyarar ot npunennara Ouoncus (LGSIL, HGSIL), anexBarnoct na

KOJITTOCKOIICKOTO H3CJICABAHEC (3aIIOBOHI/IT€HHa, HE3aJ0BOJIUTECIIHA KOJIIIOCK()I‘II/I}I_),
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tuna ZT (tun 1,2,3), TMna Ha LepBUKaHATA JIE3Us (tun 1,2,3), KOJIOCKOIICKOTO
Brievatienne (auarnosa) 3a nepsukannara jesus (LGSIL,HGSIL/Ca colli uteri in
situ), pasmepa Ha nesusita (1o 1/3;10 2/3;Ha0 2/3 OT LepBUKaiHaTa LUPKYyM(epeHIHs)
3a pp3uukBanero Ha LGSIL u HGSIL/Ca colli uteri in situ B KpalHKsi XUCTOJIOIHYCH

pesynrat cnen LLETZ npouenypa.

4. Jlace ycTaHOBM BJIMAHUETO HA CHIIUTE FTOPECTIOMEHATH IPOTHOCTHYHK (PAKTOPH
3a 3aCATAHETO HA Pe3eKIMOHHUTE IuHUK oT naronornuums npouec (HGSIL, Ca colli

uteri in situ, Ca colli uteri microinvasiva).

3. Ila ce Mpoydyu 4ecrorata Ha pCHMIMBH U [IEPCUCTCHLMA Ha HEPBUKATIHUTC

npekanuepo3u caen LLETZ npouenypa.

0. Jla ce mpoyuM Kopenanusta MexKay XHUCTOIOrHYHUTE Haxoaku ciet LLETZ u
cjell MpUlesiHa OHONCHs 0] BHJIEOKOJIIOCKOIICKH KOHTPOJI 110 OTHOLICHHE Ha
nepsukainara rnpekanieposa (LGSIL, HGSIL) u na ce U3uMCin 9yBCTBATEIHOCTTA
(HeraTMBHATa NpeIUKTUBHA cToMHOCT — NPV) n ciennduyHocTTa (M0J0KUTEIHATA
MpeMKTUBHA CTolHOCT — PPV) Ha XMCTOJOrMYHMsS pes3ystaT oT Ouorcus 1o

ornourenne Ha HGSIL B kpaiinus xucrosgoruuer pesyarat cien LLETZ.

7. Jla ce mpoyuH Kopeaiisita Mex 1y KOJIMOCKOICKaTa Marno3a (KOJIocKoneKko
BIIeUaTJIeHUe) ¥ XucTojiorndyHa auartosa ciaen LLETZ npouenypa 1o orHolIeHHEe Ha
nepsukannara npekanueposa (LGSIL, HGSIL) u na ce uz4ucin 4yBCTBUTEITHOCTTA
(HeraTuBHATa npeaukTHBHA croiiHocT — NPV) u cneunduunoctTa (1osioxkureHara
npeauKkTHBHA croiiHocT — PPV) Ha konmockorckara auartosa 1o OTHOLICHME Ha

HGSIL B kpaiiHust XUCTOJIOTUYEH Pe3yTaT Cliell LLETZ,
MaTepuaja 1 METOH

[TpoyuBaneTo e nposejeHo B Meaunuucku 1eHTsp ,[Ipod. fAsop Koproseku™ EOO/|

— Bapna B nepuopa ot 01.01.2017r. o 31.07.2021r., kato obxsawia 189 nanueHTK
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C I0Ka3aHU LEpPBUKAJIHU MPEeKaHUEPO3H, JIEKYBAHH Ype3 eJIeKTPOOPUMKOBA €KCLIH3MSI
B aMOyJsiatopHu ycioBust. Muaukammute 3a u3BbpuiBane Ha LLETZ nipouenypara ca:
XHUCTOJIOTUYHO JI0Ka3aHU 4Ype3 MpuliesiHa OUOTCUS TI0]T BUJICOKOJITIOCKOIICKH KOHTPOJI
BUCOKOCTEINEHHA LiepBUKalHa IpekaHlepo3a (uHTpaenurenuanna nesus) —HGSIL
(high grade squamous intraepithelial lesion) wu " HHCKOCTEIleHHa LlepBHKaJIHa
npekanuepo3a — LGSIL (low grade squamous intraepithelial lesion), kosito
KOJITIOCKOIICKM HaBIM3a B LIEPBUKAJIHUSl KaHaJl U HE Ce BU3YyallM3upa JucrajiHara u

rpaHuLa.

3a U3MBbJIHEHWE Ha ITOCTABEHUTE 3ajga4vu, I-p KOpHOBCKa € HM3II0JI3BaJla CJIC/IHUTC

MCTOIHU:

- Buneokonmnockonus

- buorncus u XMUCTONOIMYHO HU3cieABaHe Ha OUOTICUUHHUSAT MaTepUal
- Merononorus Ha LLETZ

- llxTosoruyHo U3CiIeaBaHe

- Craructuuecku MeTo i 3a 06paboTka Ha JaHHUTE
CoOcTBeHH pe3yJiTaTH H 00ChIK/IaHe

Ha 6a3za PE3YJITATUTC OT H3CJICABAHETO, AUCEPTAHTHT JOKa3Ba CCI)CKTI/IBHOCTTa Ha
fnporeaypara no OTHOLIEHHWE Ha HUCKa 4YE€CTOTa Ha HUHTpa- U CIenOoNEepaTuBHUTC
YCIIOXKHEHHW A, MUHUMAJIHUAT HpGCTOﬁ, JIMIICa Ha o6ma AHCCTC3US U UKOHOMMUYECKaTa

1esecboOpa3HoCT.

Ounenka Ha U3BOAN U MPHHOCH

B cBosra paspabotka n-p Kophoscka dopmynupa 9 ussoma u 11 npunoca, karo
pazfielis NPUHOCUTE CH B TPH KaTE€rOPUH: IIPUHOCH C OPUTHHAJICH XapakTep, [IPUHOCH
C MOTBBPJUTENIEH XapaKTep U MPUHOC € MPAKTUYHO mpuiiokenure. Ocobeno BaxHo ¢

Aa €€ aKIICHTYHUpaT NPUHOCUTE C MPAKTUYHO ITPHIIOXKEHHE, a UMEHHO:
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[Ipoyyenu ca wuHTpaonepatuBHute, paHHu (10 30-uUsg JE€H) M KBCHH
cienonepaTuBHu ycaoxknenus ciaenq LLETZ.

YcTaHOBEHH ca XUCTOJOTUYHUTE HAXOAKHU ciell OpuMKoBa excuusus npu 189
NAlMEHH C LIEPBUKAJIHU [TPEKaHLEPO3H .

YcraHoBeHH ca MPOrHOCTHYHHTE (PAKTOPU 3@ BB3HUKBAHE Ha pa3IMuHUTE
XUCTOJIOTMYHHM HAXOJKH B KpalHHUs XUCTONOTHUeH pesyirar ciej LLETZ.
YcraHoBeHH ca IMPOrHOCTHYHHTE (AKTOPH 3a 3acsAraHe OT [1aTOJOrHUYHUS
npouec ( HGSIL, Ca colli uteri in situ, Ca colli uteri microinvasiva/invasiva) na
Pe3eKIMOHHMTE JIMHUU Ha Iperapara ciefi OpuMKOBa eKCLIM3HSI.

ITpoy4enu ca uecroraTa Ha pPELUAMBH U TEPCHUCTEHIIMS HA IEPBUKAIHUTE

[IPEKaHIEPO3U CIIC 6pI/IMKOBa CKCIIU3HUsl.

Kputnunu 6es1ieskkn U cbBeTH

JI-p Kopnoscka ce e choOpasuia ¢ MOBEYETO MpeBAPUTEIHO HAIPaBeHW KPUTHUHH

OelleXKH, HO He € BKJIIOYMIIA B JIMCEPTALlMOHHUAT cu Tpyx rnasa ,[lpuioxenns®,

KbACTO KOPEKTHO Jla ITIOMECTH I'OJICMUSIT 6p0ﬁ CHHUMKOB MaTe€puajl, 3acmalll CCpUoO3CH

obeM (ctp. 41-64) B riiaBa ,,Marepuai u MeTOAU".

YueOHo-npenogaBaTescKa JeiiHOCT

JI-p Monxa Mpanosa KoproBscka e ponena Ha 10.06.1975 r. 3aBbpiuBa MeMIIMHA BLB

BMMU-IInesen mpe3 1999 r. ¢ ornuden yenex v Harpaja 3a 6e3narHa crielnain3alius

1o u3bop. Cneuuanusupa ,,AKyIIEpPCTBO U FMHEKOJIOrHsA" B KaTe/pa ,,AKyLIEpCTRO 1

runexosiorust’ — BMMU-Ilnesen. Ilpuno6uBa crneunannocrt mpes 2005 r. llpes

roaunuTe € 3aemana maiubxHoctra jiekap B CBAJIATT ,Maiiuun nom" - Bapua, MI|

»IIpod. 5. Koproscku" EOOJI 1 MBAJI ,,.Cs. Anna", knunuka . unexonorus". Ot
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2020 e xoHOpYBaH aCUCTEHT B Karezpa ,,3apaBHu rpmwxu”, Gunuain [lymen na MY —
Bapna, cinen cnedenen konkype npe3 2021 e HazHaveHa, KATO PeOBEH ACHCTEHT B
cpulara karenapa. /I-p Misanosa e 3auucnena 3a cBo60/(Ha JJokTopanTypa oT 1osim 20217,
B MVY-Ilnesen. Ilposena e cneumanusupaHd KypcoBe [0  XHCTEPOCKOIHSI,
JIalapoOCKOINMUsl U KOJITOCKOITHS. Cneunanmupané € JIa3epHO JieueHue B
rUHeKosIoruaTa npu npod. Mapko [amOGomkaHH, KaKTO M OCHOBHM METOJIM B

ecTeTudHara ruHeKoJiorus npu aA-p Tunatun Tomanse.
3aKjl0YeHue

IlpencraBenusr aumcepraumoneH Tpyn Ha 1-p KopraoBcka ,,Jledenue Ha
UCPBUKAJHHTE MpPEKAHUEPO3H 4pe3 ejgekrpoOpumkoBa excuusust (LLETZ) B
amMOyJIATOPHH YCJIOBHSI® € aKTyajleH M OTroBapsi Ha OOIIONPHETHUTE KPUTEPUM.
[lo3BonsiBam cu na mpenopbyaM Ha yBakaeMHTe wieHoBe Ha Haywnoro sxypu na
r1acyBaT IOJIOKUTENIHO 3a MpHCHXKJaHe Ha HayyHa u obpasoBare/Ha CTelleH
»JloKTOP® Mo HayuHa cHENMATHOCT ,,AKYIIEpCTBO M ruHeKonorus” Ha ji-p Momka
Koprogcka, cnopen [IpaBuinnnka 3a pasBuThe Ha aKaJeMUUHUS ChCTaB B M e IMIMHCKH

yHuBepcureT — [ iieBeH.

Mara: 08.11.2022r. ' IIpog. a-p E. Ko
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MEAMMHCKI YHIBEPCHTET « BAPHA,

REVIEW
By Prof. Emil Georgiev Kovachev, MD, DSc
Manager of the Obstetrics and Gynecology Hospital — Varna

Head of the Department of Obstetrics and Gynecology at the Medical University

— Varna
Of the dissertation thesis awarding the educational and scientific degree “Philosophy
Doctor” in the scientific specialty Obstetrics and Gynecology (03.01.45), Department
of Obstetrics, Medical University — Pleven.
Thesis subject: Treatment of Cervical Precancerous Lesions by Large Loop
Excision (LLETZ) in an Outpatient Setting
Author: Yonka Ivanova Kornovska, MD
Research Supervisors: Prof. Slavcho Tomov, MD, DSc and Assoc. Stanislav
Slavchev, MD, PhD
The thesis submitted for defense contains 124 standard pages and is illustrated with
16 tables and 69 figures.

The bibliographic reference contains 186 literature sources in Latin.

1. Relevance of the thesis subject

In her thesis, Dr. Kornovska discusses a significant medical and social issue. Cervical
precancers occur most often after persistent infection with human papillomaviruses
and affect women aged 20-50 of reproductive age. Over 500,000 women are
diagnosed with cervical cancer (CC) worldwide yearly. Of all oncological diseases in
women, about 15% are caused by CC.

The literature review clearly shows that the doctoral student has thoroughly
investigated various contemporary literature sources. The review has good

educational
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value. Cervical precancers are described, and current data on their treatment are
presented.

The study aims to investigate the applicability, safety, cost-effectiveness, treatment
outcomes, and prognostic factors in the treatment of cervical precancers by the
LLETZ procedure in an outpatient setting.

The thesis tasks are clearly formulated. There are 7 tasks set:

1. To study the applicability and economic efficiency of the LLETZ procedure
in outpatient settings — analgesia, postoperative pain, postoperative stay;
complications: intraoperative (bleeding); early postoperative (bleeding, infection) and
late (stenosis of the cervical canal, spotting, and incomplete epithelization).

2. To analyze and present the frequency distribution of histological results after
LLETZ (LGSIL; HGSIL; Ca colli uteri in situ; Ca colli uteri microinvasiva;
endocervical gland involvement by LGSIL; endocervical gland involvement by
HGSIL; resection margin status of the ectocervix, endocervix and apex of the cone:
free of dysplasia, artificially thermally damaged, affected by LGSIL, affected by
HGSIL, affected by Ca colli uteri in situ).

3. To study the influence of the following prognostic factors: age, parity,
hormonal status (premenopausal, postmenopausal), the histological results of targeted
biopsy (LGSIL, HGSIL), adequacy of colposcopic examination (satisfactory,
unsatisfactory colposcopy), ZT type (type 1, 2, 3), the type of cervical lesion (type I,
2, 3), the colposcopic impression (diagnosis) of the cervical lesion (LGSIL, HGSIL/
Ca colli uteri in situ), lesion size (up to 1/3; up to 2/3; over 2/3 of the cervical
circumference) for the occurrence of LGSIL and HGSIL/Ca colli uteri in situ in the
final histological result after the LLETZ procedure.

4. To establish the influence of the prognostic factors on the resection margin
involvement by the pathological process (HGSIL, Ca colli uteri in situ, Ca colli uteri

microinvasive).
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5. To study cervical precancers' recurrence rate and persistence after the
LLETZ procedure.

6. To study the correlation between histological findings after LLETZ and after
targeted biopsy under video colposcopy guidance regarding cervical precancer
(LGSIL, HGSIL) and to calculate the sensitivity (negative predictive value — NPV)
and specificity (positive predictive value — PPV) of the histological result of biopsy
with respect to HGSIL in the final histological result after LLETZ.

7. To study the correlation between the colposcopic diagnosis (colposcopic
impression) and histological diagnosis after the LLETZ procedure regarding cervical
precancer (LGSIL, HGSIL) and to calculate the sensitivity (negative predictive value
— NPV) and specificity (positive predictive value — PPV) of the colposcopic diagnosis
in relation to HGSIL in the final histological result after LLETZ.

Materials and methods

The research for the thesis was conducted at Prof. Yavor Kornoski Medical Centre -
Varna from Jan. 1%, 2017, to July 31%, 2021. It included 189 patients with cervical
precancers by the LLETZ (loop electrical excision) procedure in outpatient settings.
The indications for performing LLETZ are: targeted biopsy-proven under video
colposcopy control histological data for high-grade cervical precancer (intraepithelial
lesion) — HGSIL (high-grade squamous intraepithelial lesion), and low-grade cervical
precancer — LGSIL (low-grade squamous intraepithelial lesion), which enters the
cervical canal and its distal border is not visualized.

To fulfill the tasks, Dr. Kornovska employed the following methods:

- Video colposcopy

- Biopsy and histological examination of the biopsy material

- LLETZ procedure methodology

- Cytological examination

- Statistical methods for data processing

(98]
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Own results and discussion

Based on the research results, the doctoral student proves the procedure applicability
in terms of the low frequency of intra- and postoperative complications, minimum
postoperative stay, lack of general anesthesia, and economic efficiency.

Evaluation of conclusions and contributions

Dr. Kornovska formulated 9 conclusions and 11 contributions, dividing her
contributions into three categories: original, confirmative, and applied contributions.
[t is essential to emphasize the applied contributions:

1. Intraoperative, early (within the 30-day period), and late postoperative
complications after LLETZ were investigated.

2. The histological findings were evaluated after loop excision in 189 patients
with cervical precancers.

3. The prognostic factors for the incidence of different histological findings in
the final histological results after LLETZ have been established.

4. The prognostic factors for resection margin involvement by the pathological
process (HGSIL, Ca colli uteri in situ, Ca colli uteri microinvasiva/invasiva) after
loop excision were established.

5. The frequency of recurrence and persistence of cervical precancers after

loop excision were investigated.

Critical remarks and recommendations

Dr. Kornovska complied with most of the previously made critical remarks.
However, she did not include an Appendices chapter in her doctoral thesis, where she
could appropriately place the significant amount of picture material occupying a
considerable volume (pages 41-64) in the Materials and Methods section.

Teaching activity

Dr. Yonka Ivanova Kornovska was born on July 10"1975. She graduated in medicine

from the Medical University of Pleven in 1999 with excellent grades and was
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awarded a free specialization of her choice. She specialized in Obstetrics and
Gynecology at the Department of Obstetrics and Gynecology, MU-Pleven. She
obtained her Certificate of completion of special training in 2005. Over the years, she
held the position of a physician at Maichin Dom Medical Center — Varna, at Prof.
Yavor Kornovski Medical Center — Varna, and the Gynecology Clinic at St. Anna
Hospital — Varna. In 2020, she started her teaching activity as a part-time assistant
professor at the Healthcare Department at the Shumen Aftiliate of MU-Varna. After
winning a competition in 2021, she was appointed a full-time assistant professor in
the same department. Dr. Kornovska was enrolled in a post-graduate doctoral
program in July 2021 at MU- Pleven. She has conducted specialized training courses
in hysteroscopy, laparoscopy, and colposcopy. She has specialized in laser treatment
in gynecology with Prof. Marco Gambojiani and basic methods in aesthetic
gynecology with Dr. Tinatin Tomadze.

Conclusion

The presented by Dr. Kornovska doctoral thesis on "Treatment of Cervical
Precancerous Lesions by Large Loop Excision (LLETZ) in an Outpatient
Setting" is on a relevant subject and meets the quality benchmarks and requirements
for scientific research. I take the liberty of recommending to the respected members
of the Scientific Jury to vote positively for awarding the educational and scientific
degree “Philosophy Doctor” in the scientific specialty "Obstetrics and Gynecology"
to Dr. Yonka Kornovska, according to the Rules and Regulations of MU-Pleven for

the academic staff development.
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