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AKTyaJ/IHOCT HA IHCEPTALIHOHHHS TPY]

Jl-p Monka KopHoscka e NpOy4YHsia €AWH BaXEH acleKT OT ChbBPEMEHHOTO
XUPYpTrU9HO JIEYEHHE Ha INPEKAaHLEepO3WTe Ha MaToyHaTa INHMKa —
€/IeKTPOOPUMKOBaTa €KCIU3Hs Ha IIaTOJOTHYHO TpaHchopMUpaHuTe 308U, Te3n
IIPCHEOIIACTUYHHY JIE3UH BB3HUKBAT B PE3YNTAaT HA MHTErpaluOHHA GopMa Ha
MH(EKIUHY, TPHYUHEHA OT BUCOKOOHKOTEHHHM ImamoBe HPV., Ilepcuctupanero
Ha Te3W CyOTHIOBE M MHTETpallMsATa HAa 4YacT OT BHPYCHHS T€HOM B
IICPBUKAITHATE KJIETKHA OTKJIIOYBA IMpOIleca Ha KaHIEpOreHesara IIPH HIKOH
nanueHTKH. To3u mpolec e 6aBeH, CTHIATOBUIEH W IPEMHHABA OT AUCILIA3HUTE
Ha MaTOvYHaTa IHiKa, npe3 Ca in situ 10 MHBa3MBEeH KapuuHoM. Bropuunara
NpoQuIaKTHKa Ha paka Ha MaTOYHATA LIMIKA BKJIFOYBA paHHaTa JUarHoCTUKa U
ACCTPYKTUBHOTO UJIH €KCIU3HMOHHO XUPYPTUYHO JIEYEHHE Ha BUCOKOCTEIIEHHHUTE
CKBaMO3HH MHTPACTIUTEIHH JIE3UU.

JInTeparypen 0630p

Ot HanpaBeHus 0630p nposnyasa, 9e J[-p KopHOBCKa ce e 3amo3Hana B qeTaiiny
ChC CbBPEMEHHATA HayYHaTa JTUTepaTypa 1o TeMaTta. bubnuorpadusra BkimoyBa
186 mutepatypHu uzrounuka. OCHOBHHUTE aKI[eHTH Ha 6a3aTa Ha pasrieaHuTe
Hay4YHHU CTaTHH Ca CUCTEMATH3UPAHU B CIEIHUTE TEMHU:

e HPV u nepBukanHa KaHIleporesesa.

e Enmnemuonorus u npeseHuusi Ha HPV unpexuus.

o IlpenpakoBu 3abonsfBaHMsS Ha MaTo4yHaTa IIMiiKa — [JUHACHO3a W
IIOBECHHE.

o lloBeneHnve M Je4eHHe Ha IOJIOKUTEIHA DE3eKIHOHHA IJHHHS Cle
nedenue 3a CIN.

CrpykTypa Ha AHCePTALHOHHHSA TPY/

IlpencraBenuar Tpyn e B obeM 124 cTpaHWIM, paslpenesieHH B CIEIHUTE
pasfienu: BbBeeHHUE - 2 CTp., TUTepaTypeH 0030p - 30 cTp., Lea U 3a1aud - 3
CTp., Marepuan u Mmeroad - 30 crp., pesynraty u obGcwxmane- 31 crp.,
3aKJIOYeHHe 2 CTp., M3BOAM - 2 CTp., IPUHOCH - | cTp., MyOIHKAIWH,
CBBP3aHH C JUCEePTAalUOHHUS TPYA — 1 cTp., bubmmorpadus - 15 crp.
HAucepranusta e noGpe onarneneHa ¢ 16 Tabmuuu u 69 ¢urypun. B
bubnuorpaduaTa ca mnpencraBeHd 186 MTepaTypHH HM3TOYHHKA Ha
MaTMHUNA.  JIUCEPTAUMOHHUAT TPyd € INpPaBUIIHO  CTPYKTYpHpaH,
CBIBPXKAHHETO My OTrOBaps Ha H3HCKBaHHUSATA. [Ipomopuusara Mexmy
OTIEJIHUTE pa3/iesid € CIa3eHa.



Ien u 3apaun

Llenta e sicHo Gopmynupana. 3anaunte ca 7 Ha GPOi U BKJIFOYBAT IIpOy4YBaHe
pa3paboTBaHe Ha CJIeTHHUTE T0KA3ATEIH:

IIpunoxumocT U UKOHOMHYecKaTa edekTHBHOCT Ha LLETZ nmpoueaypa-
Ta B aMOyJaTOpHM YCIOBHs Ha 06asara Ha MHTpa- U IIOCTOIIEPAaTUBHUTE
[I0Ka3aTeH.

AHanM3 W YeCTOTHOTO paslpefieleHHe HAa XHUCTONOTHMYHUTE pe3yaratu
cnen LLETZ, cbcTosiHME Ha pe3eKLMOHHHTE JIMHUM HA €KTOLEPBUKC,
SHIIOLIEPBUKC U BPBX Ha KOHYcCa.

BrusiHie Ha MpOrHOCTHYHHTE (AKTOPH BB3PACT, MAPUTET, XOpMOHaJIeH
CTaTyC, XUCTOJIOTMYEH pe3yaTaT OT IpHULETHaTa OMOICHS, aJeKBaTHOCT
Ha KOJIMOCKOICKOTO H3CJe[ABaHEe, THI Ha [EePBUKAlHATa JIe3Wd,
KOJIIOCKONICKAa JAWarHo3a M pa3Mep Ha JIe3dsATa 3a HaJU4YHeTO Ha
LGSIL /HGSIL/Ca colli uteri in situ B OKOHYATENHMS XUCTOIOTHYEH
pesynrar cien LLETZ npouenypa.

BinsiHue Ha CBIIMTE TOPECIOMEHATH HPOrHOCTHYHH (baxkTopu 3a
3aCiraHeTo Ha PE3EKUMOHHUTE IMHUK OT maTtonoruyuus mpouec (HGSIL,
Ca colli uteri in situ, Ca colli uteri microinvasivum).

YecToTa Ha pENUANBY U NEPCUCTEHIMS HA EPBUKAIHHTE IIPEKaHLEPO3U
cnen LLETZ npouenypa.

Kopenanus mexny xucronornunute Haxonku cien LLETZ u cren npu-
LeJHa OWOMNCHS IOJ BHIEOKOJIOCKONCKH KOHTPOJI II0 OTHOLIEHHE Ha
nepsukanHara  npekanneposa  (LGSIL, HGSIL). Ouenka Ha
dyBcTBUTeNHOCTTa (NPV) 1 cnenuduunocrra (PPV) Ha XHCTONOrHYHHS
pesynrar or Ouoncus mo ortHoumiedue Ha HGSIL B okoOHuaTenHHS
XyucTojorudeH pesynrar cienq LLETZ.

Kopenanuss Mexmy KoNmocKomckata [guarHo3a W XHCTOJOTMYHATA
muarnosa cnen LLETZ mpouemypa mo oTHouwleHWe Ha IlepBHKalHaTa
npexanneposa. Ouenka Ha dyBctBuTenHOCTTa (NPV) M cnenuburysOCTTA
(PPV) Ha KonmockonckaTta auar€osa mo orHomenwe Ha HGSIL B
OKOHYaTEIHUS XHCTOJIOrHYeH pe3ynarart cien LLETZ.

Martepuana u MeToaH

KJMHUYHMAT KOHTMHTEHT BKIIO4YBAa 189 malMeHTH ¢ LepBHKAIHHM
NpeKaHlepos3u, JeKkyBaHu upe3 LLETZ mnpouemypa 3a mepuoma ot
01.01.2017 r. no 31.07. 2021 r. B MeIMUMHCKH LIEHTBP »1Ipod. SBop
Kopaoscku‘‘ EOO/I.

Buzieokonmnockonus e u3BbpiieHa Ha BCUYKU IAMEHTH ¢ anapaty ,,Allyn
Welch” u ,,Leisegang” Bumeokommockon ¢ opuruHaieH copTyep u



MOHHUTOp. Konmockomnckoro w3cienBaHe Ha BCeKM MAlMeHT e
JAOKYMEHTUPAaHO H apXuUBUpaHO B 0a3a [JaHHM Ha NAUEHTHTE Ha
MEIULUHCKUS LEHThP.

° Munuxanwure 3a wusBppmBaHe Ha LLETZ npouemypara ca:
XHCTOJIOTUYHO  JTOKa3aHU ype3 IpHleTHa ouorncus non
BUIEOKOJIIIOCKOIICKH KOHTPOJI BHCOKOCTEIeHHA LlepBUKaJIHA
npekanneposa (HGSIL) u HuCKOCTeneHHa LepBHKaiHa NpeKaHIepo3a
(LGSIL), K0ATO KONIOCKOIICKH HABIM3a B IIEPBUKAIHHS KaHAT U He ce
BU3yall3Mpa JUCTAJHATa M IPAHHUIIA.

o JlanHuTe ca BbBENEHU U 0OPAOOTEHH ChC CTATHCTHYECKHTE MakeTd IBM
SPSS Statistics 25.0. u MedCalc Version 19.6.3. Wsmonssanu ca 6
ChbBPEMEHHU CTaTUCTUYECKH METO/IH.

OueHka Ha pe3yJITATHTE H 06CHKIAHETO

IlomyyeHuTe pesyntaTd NpH INPOy4BAaHHSTA Ca AHATU3MPAHH H HOOPeE
OHarjeaeHu ¢ 16 Tabmumy u 69 dburypu. Hanarat ce cieqHuTe W3BOIM:

o LLETZ npouenypata e mpuiaoxuMa B aMOyiaTopHaTa MpaKTHKA C
700pa HMKOHOMHYECKA e(EeKTHBHOCT, HHCKa 4YecToTa Ha MHTpa- o
CIIEIONIEPATUBHH YCJIOXKHEHUS 1 MUHUMAJIEH IIPECTOM.

o Ilpu cnasBane Ha WHAWKauwuTe 3a u3BbpmBaHe Ha LLETZ ca
Bb3MOKHM XHUCTOJOrW4YHU pesyntd LSIL B cnemomeparwBHUS mpemapar.
LLETZ npouenypara Moxe pna Oble AMarHOCTHYHA, 3a JOKA3BaHe Ha
MHBAa3UBEH KapLUHWHOM IIPH JXEHU B MEHOIay3a, KIMHHYHO U KOJIIOCKOIICKH
CYyCIEeKTHH 3a HHBa3Ws, HO C HEraTHBHa XHUCTOJIOTHS OT IIPHUIENHATa
ouoncus. TepMUYHOTO yBpexaaHe Ha PE3EKIMOHHUTE JIMHUH € MOCIeauIa
ot LLETZ u ce cpema B HacTosIoTo nmpoy4sase B 7,9%.

o YecroraTta Ha 3acAraHeTo Ha pe3eKUUOHHMTE JTHHUU cien LLETZ
Ha mauueHtd ¢ HSIL e 2,8%. 3acsraHeTo Ha pe3eKIMOHHHUTE JHHUH Ha
KOHYyCa IIpY nauueHTu ¢ quartosa Ca colli uteri in situ ce cpema B 18,2%.

o XHCTOJIOTUYHHUAT ~ pe3yiTaT OT INpHUIENIHATa OUONCHS |
KOJIIOCKONCKAaTa JHarHo3a ca CUTHUQHKAaHTHH GakTopW 3a KpaliHus
XucrojoruyeH pesynrar cieq LLETZ. HaBnu3zanero Ha 1iepBHKaIHATa JI€3HS
B €HJIOLICPBUKAIIHUS KaHa € MporHoctyudeH Gaxrtop 3a HSIL, a HeBuaumuTe
M TPaHHLUM — 32 KapUUMHOM (MH CUTY WM MHKDOWHBA3VMBEH/WHBAa3UBEH ).
Pasmep Ha sesusita 1o 1/3 ot MaTouyHara ImHiiKa € IPOrHocTHYEH (HaKTOp 3a
LSIL, a ronemure nesuu (2/3 ot mmuiikara) — 3a HSIL u Ca colli uteri (in situ,
microinvasivum/ invasivum).

o XHCTOJIOTHYHUSAT pe3yiaTaT oT npumenHa Owoncus HSIL e
CAUHCTBEHUST CUTHH(DUKAHTEH (aKTop 3a 3acsiraHe Ha pPEe3EKI[HOHHUTE
auany ciaen LLETZ.



° XHCTOJIOTHYHO [OKa3aHuTe peunnusy cien LLETZ npouenypa ca
1,7%, a nepcucrenumsra — 5,4%.

o YUyBCTBUTENHOCTTa ¥ CNENMDUYHOCTTA HA  XHCTONOMHYHHMS
pe3yaTar or Omomncusra mo oTHomenue Ha HSIL B KpaHUsl XUCTOJOTHYEH
pesynrar cienq LLETZ e ceotBeTtHO 89% M 61%. [IpoueHTHT Ha KOpenanus
MEKAY XHUCTOJOTMYHMS pe3ynTar oT Ouorncus u to3u ciuen LLETZ mo
otHoIeHKe Ha LSIL e 80,8%. B 19,2% ot ciyugaunre ¢ LGSIL ce yCTaHOBsIBa
HGSIL B npenapara cneq LLETZ.

o IIpoueHTsT Ha KOpenamus MeXIy XHCTOJOTHUHHIS pe3yaratr oT
6uoncus u to3u cnex LLETZ 1o otHomenue na HGSIL e 75,3%. B 16,2%
ot ciy4ante ¢ HGSIL ot 6roncusTa ce ycraHoBsIBa KapLEHOM B KpaiHus
XUCTOJOTHYeH Mpenapat cien LLETZ.

° UyBCTBUTENHOCTTa ¥  CHENM(UYHOCTTA HAa  KOJIMIOCKONCKATA
Ainartosa no otHowenne Ha HSIL B kpaiiHms XucrosnormueH pesynirar e
CbOTBETHO 96% u 53%. IIpoLeHThT Ha Kopenarus MEXIYy KOJIIOCKOIHMATA U
XucTonorudnus pesyntar cinen LLETZ no otHomienne na LGSIL e 91,5%.
IIpoueHThT Ha Kopenauus MexIy KOIMOCKOMHSTA M  XHCTONOMMYUHMS
pesynrat ciex LLETZ no otHowmenue na HSIL e 88,1%.

Ouemca Ha NIPHHOCHTE Ha AHCepTalUusATA

H-p KopHoBcka e mpencraBuna emuuamecer NPHHOCH. JUcepTalMOHHUAT
TPYA ¥Ma JiBa NIpHHOCA C OpUrHHalleH Xapaktep. C Hay4HO-TIpaKTH4YeH
XapakTep Ca ONPE/CeHH NEeT NPHUHOCH U YEeTHPH Ca C HAyYHO-TEOPEeTHYEH
xapaktep. Te orpassBar pealHaTa Hay4yHa M IpaKTHYecKa CTOMHOCT Ha
HalPaBEHUTE POYYIBAHUS U MONYyIEHUTE PE3YITATH.

Hayuna neiinocr

ITo Temara Ha mpoydYBaHETO AHCEPTAHTHT e npencraBui 3 nmyOJMKyBaHM
CTaTid — 1 B OBIrapcko M 2 B YyKIECTPaHHH CIMCAHHSL. Enna or
myOJIMKauuKuTe € B ped)epupano U HHIEKCHPAHO YYXKJIECTPAaHHO CITUCAHHUE C
SJR O,21. B nBe ot cratuute e mppBH aBToD.

3akiIo4eHue

Aucepmayuonnuam mpyo na J-p Kopnosécka npeocmasnsea eomno
AKMyaIHO 34 2UHEKO102UYHAMA HAYKA U HOE3HO 3a 2UHEKOI02UYHAmA
npakmuxa npoyueane. Komnnexcnama ouenka na mosu mpyo mu oasa
OCHO6aHue Oa npenopvuam Ha yeaxcaemomo Hayunomo Jocypu oa
npucvOou  obpazosamennama u  HayyHa  cmenen wAokmop” @
npogecuonanno nanpaenenue ,Meduyuna” no Hayuna cneyuaiHocm
nAKymepcmeo u zunexonozun” na J1-p Honxa Heanoea Kopnoecka.
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"Obstetrics and Gynecology"; Medical University-Pleven, Faculty of Healthcare,

Department of Obstetrics

To Dr. Yonka Ivanova Kornovska — Department of Obstetrics, Faculty of
Healthcare, Medical University — Pleven

Research supervisor: Prof. Slavcho Tomov, MD, DSc
Research supervisor: Assoc. Prof. Stanislav Slavchev, MD, PhD



Brief biographical data and career profile

Dr. Yonka Kornovska was born on 10/06/1975. In 1999, she acquired her Master’s
degree in Medicine at the Medical University — Pleven. She obtained her Certificate
of completion of special training in obstetrics and gynecology in 2005. Her clinical
practice as an obstetrician-gynecologist was at the Gynecology Clinic at St. Anna
Hospital — Varna. Currently, she is a full-time assistant professor at the Healthcare
Department at the Shumen Affiliate of MU-Varna.

Relevance of the doctoral thesis

Dr. Yonka Kornovska has researched an important aspect of the modern surgical
treatment of cervical precancers — electro-loop excision of pathologically
transformed zones. These preneoplastic lesions arise as a result of an integrative
form of infections caused by highly oncogenic HPV strains. The persistence of
these subtypes and the integration of part of the viral genome in the cervical cells
unlock the process of carcinogenesis in some patients. The process is slow,
stepwise, progressing from cervical dysplasias through Ca in situ to invasive
carcinoma. Secondary cervical cancer prevention includes early diagnosis and
destructive or excisional surgical treatment of high-grade squamous intraepithelial
lesions.

Literature review

The review shows that Dr. Kornovska has familiarized herself in detail with the
modern scientific literature on the subject. The bibliography includes 186 literature
sources. The main highlights based on the examined scientific publications are
systematized in the following topics:

* HPV and cervical carcinogenesis;

* Epidemiology and prevention of HPV infection;

* Precancerous diseases of the cervix — diagnosis and behavior;

* Behavior and treatment of positive resection margins after treatment for CIN;

Thesis structure

The doctoral thesis has a volume of 124 pages, divided into the following sections:
introduction — 2 pages, literature review — 30 pages, aim and tasks — 3 pages,
materials and methods — 30 pages, results and discussion — 31 pages, conclusion —
2 pages, conclusions — 2 pages, contributions — 1 page, thesis-related publications —
1 page, bibliography — 15 pages.



The thesis is well illustrated, with 16 tables and 69 figures. The bibliography
presents 186 literature sources in Latin. The doctoral thesis is structured
accordingly; its contents meet the requirements. The proportion of the separate
sections is respected.

Aim and tasks

The aim is clearly stated. There are 7 tasks including research and study of the
following indicators:

* Applicability and economic efficiency of the LLETZ procedure in outpatient
settings based on intra- and postoperative indicators.

* Analysis and frequency distribution of histological results after LLETZ, resection
margin status of the ectocervix, endocervix, and apex of the cone.

* Influence of prognostic factors age, parity, hormonal status, histological result of
targeted biopsy, adequacy of colposcopic examination, type of cervical lesion,
colposcopic diagnosis, and lesion size for the presence of LGSIL/ HGSIL/Ca colli
uteri in situ in the final histological result after the LLETZ, procedure.

* Influence of the forenamed prognostic factors on the resection margin
involvement by the pathological process (HGSIL, Ca colli uteri in situ, Ca colli
uteri microinvasive).

* Frequency of recurrence and persistence of cervical precancers after LLETZ
procedure.

* Correlation between histological findings after LLETZ and after targeted biopsy
under video colposcopy control regarding cervical precancer (LGSIL, HGSIL).
Evaluation of sensitivity (NPV) and specificity (PPV) of histological biopsy results
in relation to HGSIL in the final histological result after LLETZ.

* Correlation between colposcopic diagnosis and histological diagnosis after the
LLETZ procedure regarding cervical precancer. Evaluation of the sensitivity
(NPV) and specificity (PPV) of the colposcopic diagnosis regarding HGSIL in the
final histological outcome after LLETZ.

Materials and methods

* The clinical cohort includes 189 patients with cervical precancers treated by the
LLETZ procedure in the period from Jan. Ist, 2017, until July 31st, 2021, at Prof.
Yavor Kornovski Medical Center — Varna.

* Video colposcopy was performed on all patients with Allyn Welch and Leisegang
video colposcope devices with original software and monitor. Each patient's



colposcopy examination is documented and archived in the medical center's patient
database.

* The indications for performing the LLETZ procedure are: histologically proven
high-grade cervical precancer (HGSIL) and low-grade cervical precancer (LGSIL)
colposcopically entering the cervical canal and its distal border is not visualized by
a targeted biopsy under video colposcopy control.

* Data were entered and processed with the statistical packages IBM SPSS
Statistics 25.0. and MedCalc Version 19.6.3. Six modern statistical methods were
used.

Evaluation of results and discussion

The research results are analyzed and well-illustrated with 16 tables and 69 figures.
The following conclusions have been derived: <

* The LLETZ procedure is applicable in outpatient practice with good economic
efficiency, low frequency of intra- and postoperative complications, and minimum
stay.

* . Following the indications for performing LLETZ, LSIL histological results in
the postoperative preparation specimen are possible. The LLETZ procedure can be
diagnostic to confirm invasive carcinoma in postmenopausal women, clinically and
colposcopically suspicious for invasion but with unfavorable histologic findings of
targeted biopsy. Intraglandular involvement is a hallmark of high-grade dysplasia
and ca colli uteri in situ. Thermal damage to resection lines is a consequence of
LLETZ and resulted in 7.9% of the cases in the present study.

* The frequency of resection margin involvement after LLETZ of HSIL patients
was 2.8%. Cone margin involvement in patients diagnosed with Ca colli uteri in
situ occurs in 18.2%.

* The histological results of the targeted biopsy and colposcopic diagnosis are
significant factors for the final histological outcome after LLETZ. The penetration
of the cervical lesion into the endocervical canal is a prognostic factor for HSIL
and its invisible borders — for carcinoma (in situ or microinvasive/invasive). A
lesion size up to 1/3 of the cervix is a prognostic factor for LSIL, and large lesions
(2/3 of the cervix) — for HSIL and Ca colli uteri (in situ, microinvasive/invasive).

* HSIL histological result of targeted biopsy is the only significant factor for
resection margin involvement after LLETZ.

* Histologically proven recurrences after the LLETZ procedure are 1.7%, and
persistence is 5.4%.



* The sensitivity and specificity of the biopsy histological result for HSIL in the
final histological result after LLETZ were 89% and 61%, respectively. The
correlation rate between the biopsy histological result and that after LLETZ
regarding LSIL was 80.8%. In 19.2% of the cases with LGSIL, HGSIL was found
in the preparation specimen after LLETZ.

* The correlation rate between the biopsy histological result and that after LLETZ
regarding HGSIL was 75.3%. In 16.2% (19/117) of the HGSIL cases, the biopsy
revealed carcinoma in the final histological sample after LLETZ.

* The sensitivity and specificity of colposcopic diagnosis regarding HSIL in the
final histological results were 96% and 5 3%, respectively. The correlation rate
between colposcopy and the histological outcome after LLETZ regarding LGSIL in
our study was 91.5%. The correlation rate between colposcopy and the histological
outcome after LLETZ for HSIL was 88.1%.

Evaluation of thesis contributions

Dr. Kornovska has presented eleven contributions. The doctoral thesis has two
original contributions. Five contributions are defined as scientific and practical
contributions, and four are scientific and theoretical contributions. They reflect the
real scientific and practical value of the research and its results.

Scientific activity

The doctoral student has presented 3 thesis-related publications — 1 in Bulgarian
and 2 in foreign journals. One of the publications is in a refereed and indexed
foreign journal with SJR 0.21. In two of the papers, the doctoral student is the first
author.

Conclusion

The doctoral thesis presented by Dr. Kornovska is an up-to-date gynecological
study valuable for the gynecological practice. The complex assessment of this
work gives me grounds to recommend to the respected Scientific Jury to award
the educational and scientific degree “Philosophy Doctor” in the professional
field of Medicine with a specialty in Obstetrics and Gynecology to Dr. Yonka
Ivanova Kornovska. !

Date: 7/11/2022 Signature:. e

Assoc. Prof. Tihomi:




