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CBAJIAT ,Maituun nom” EAJl. MY Codus

OtHocHo: [lucepraumonen Tpyn Ha a-p 3opuuna boromunora KamOypoBa-MaprtuHoBa,
nokTopant kpbM Pakynrer ,,Menununa” Karenpa ,,MeauimHcka renetuka” Ha MeauIIMHCKA
yauBepcutet [lnesen, 3a npugoousane Ha OHC ,,J]IokTop* B 0o0sacT Ha BHcIIe 0Opa3oBaHUe
7. 3npaBeona3BaHe U CIOPT MO JOKTOpPCKa mporpama MemunuHcka renetuka “ IlpoyuBane
BBbPXY HOCHUTEJICTBOTO HA TeHeTHYHH JedeKkTH 3a mpeapasnojioKeHUe MPH KeHH € paK
HA I'bP/JA M PaK Ha fAiiYHUK 0T Bbarapckara nonysaamnus M 3HAYEHUETO HA YCTAHOBEHHUTE
reHeTHYHM BAPUAHTH 32 M3IrPakIaHe HA MOAXO] 32 TeHeTHYHO KOHCYJITHPAHe NMPH Te3u

3200/ I9BAHMA .

Cnoc 3anoBeq Ne 3765/17.12.2024 r. na MeauuuHcku yHuBepcuteT [lneBeH ¢bM u30paH 3a 4licH
Ha Hay4HOTO *XypH BBB BpB3Ka C AWCEPTAlMOHHUS Tpya Ha 1-p 3opHuma borommioBa
KambypoBa-MaptunoBa. Ilo mporeaypara 3a 3amurara ca NpeiAcTaBEHW BCHYKH HEOOXOJIUMH
MaTepHaliy ChIVIACHO M3MCKBaHUATA Ha I[IpaBMIIHMK 3a M3MCKBAHUATA, YCIOBUATA U MpaBUIIaTa
3a MpuaOoOMBaHE HAa HAYYHU CTENEHU M 3aeMaHe Ha aKaJeMUYHM JUIHKHOCTH B MeAMLIMHCKU
yHuBepcurterT [1neBen.

Jexksapupam, ye HIMaM KOHQJIMKT HA HHTEPECH C AaBTOPA HA IMCEPTANUOHHMS TPYA.

JlucepTalluOHHUAT TpPyA € CTPYKTYPHPaH CBIVIACHO MpPHETHTEe W3HCKBaHMA,
npencraBeH € Ha 182 crtpanunu u ceabpxka 18 ¢urypu, 26 Tabmuuu v 6 NpUIOKEHHS.
bubnuorpadusra o6xpama 479 nurepaTypHu M3TOYHUKA, OT KOUTO 5 Ha kupwiuna u 474 Ha
JATUHUILIA.



LsisiocTHOTO 0popMsiHe € cTapaTeJIHO H HA BHCOKO HHBO W NMPeACTABsl H3rpajaeHust
npogecuoHAIHUS ONUT, HA JOKTOPAHTA.
[IpoyuBanusTa BbpXY CTaTyca Ha HOCHUTEIICTBO HAa TEHETHYHH AE(PEKTH, 0COOEHO B T€HH KAaTO
BRCA1 u BRCAZ2, urpast pemaBaiia poJis 3a pa30upaHeTo U yIpaBICHUETO HA paka Ha rbpjaTa
u siiayannuTe. OCHOBHUTE acCIeKTH ca CBBP3aHU C OICHKA Ha PUCKA 33 Pa3BUTHE HA KapLUHOM,
OIIpelieNIsIHE Ha NMPEBAHTUBHU MEPKH, MPHUIOKEHUETO Ha MEePCOHATU3UpPaHA Teparus, CeMEHHO
IUTAHUPAHE U MEIIMKO TeHETUYHA KOHCYNTaIus. Te3n M3CIIeIBAaHUS Ca OT ChIIECTBEHO 3HAUYCHUE
3a MOJ00psIBaHE Ha PE3yJTATUTE U MPEIOCTABSIHE HA TIEPCOHAIM3UPAHH TPIIKHU 32 JIMIA C BUCOK
PHICK OT paK Ha I'bp/iaTa U PaK Ha SHYHUIIHTE.

JluteparypHusit 0030p QoKycupa BbpXy CMHUIEMHUOJIOTHUATA U €THOJIOTHSITA HAa paka Ha I'bplaTa
U SWYHULNATE, KAKTO M HETOBUTE XHUCTOJOTUYHH, HWMYHOXHCTOXMMHYHH U MOJEKYIHHU
xapakTepucTuku. OcoOeHO BHMMaHHE € OOBPHATO HAa POJIsATA HA T'€HETUYHUTE MapKepH, KaTo
pUCKOBH (PaKTOpH 3a (paMIIHUTE CIydau U MPUHIMIINTE HA TEHETUYHOTO KOHcynTupane. J1o6po
BIIEYATIICHUE TIPABU, IUTUPAHETO U OOCHKIAHETO HA MyOIUKAIIMK OT MOCIEeIHUTE TOANHH, KOETO
CBUJCTENICTBA 3a aKTyaJHOCTTa Ha pa3paboTBaHara Tema. OrOens3aHM ca U TpPyAOBE Ha
OBITapCKU aBTOPH B Ta3u HACOKA.

PaborHara xumore3a e u3rpajieHa BbpXy (hakTurte, 4e 3a OBJIrapckara MmomyJanus HaMa
JOCTaThYHO MPOYYBAHMS 32 ACTBT HA YMEPEHO-TIEHETPAHTHUTE T'€HH B €THOJIOTHTA HAa paKka Ha
rbpaTa W SHYHUIMTE, KAaKTO W 3a CHEKThpa Ha MYTAllMd BBHB BHCOKO-TICHETPATHH TEHH,
pasmuuau ot BRCAL1 u BRCA2. Hpesrta na ce u3moi3BaT HOBUTE T€HOMHHU TEXHOJIOTHH € 100pe
apryMeHTHpaHa IpeBH/l CII0KHATA TeHETUYHA PeryJalus U XeTepOreHHOCT Ha 3a00JI1BaHeTo.

BbB Bpb3ka ¢ mocTaBeHaTa LeJ, 3 UIMEHHO ,, ...JJa C€ IPOy4Yn YecTtoTaTa U mpoduna Ha
MaTOTeHHU BapUAHTH B T€HUTE CBBP3aHU C MPEIPa3IOIOKEHNE MPHU KEHU C paK Ha I'bpJa WU
pak Ha sWYHWKA, OT OBJArapckata TOMyJalus W Ja C€ HU3TPaAd TOJIXO0Ja 3a TEHETHYHO
KoHcyaTupane, a-p KamOypoBa  mpeaBHIKIAa MeT OCHOBHHM 32/1a4d, HACOYEHH KbM
U3rPakaaHe HA KOMILUIEKCHA OLEHKA HA POJISITA HA FreHeTUYHUTE MapKepH NMPH ObJATapCcKU
NANUEeHTKH.

Kannuuynus matepuai BkaouBa 203 xeHH ¢ pak Ha T'bpjaara U 67 ¢ pak Ha SHYHHKA,
JUYHO TOAOPAaHM MPOCTEKTHUBHO M PETPOCHEKTUBHO OT JOKTOPAHTa, KOUTO Ca pa3lIeleHH I10
aHamMHe3a B CHOTBETHUTE Tpynu. CeleKTHUpaHUTE TPYMU ca MOIXOJSIIN 32 MU3BHPIIBAHETO HA
KOMIUIEKCHA OI[EHKa Ha Pe3yNTaTUTE OT JIAOOPATOPHUTE TECTOBE M CTATUCTHUECKH aHAIIH3.

MeTomosiornyHaTa 4YacT WU3IO0JI3BaHa B JAUCEPTANMOHHUS TPy TPEACTaBs 100pe
NMpeur3MpaHa aHKETHA YacT W NPUJIIOKEHHWE Ha ChBPEMEHHM METOJM 3a MNpeIaHaJIuTU4YHA



o0paboTka Ha TPOOUTE IMOCiIeABaHAa OT HOBOT'CHEPAIIMOHHO CEKBEHHpaHE W OMOMH(POpMATHUCH
aHaJIU3 Ha JaHHUTE C YIBLPAECHU IIPOrpaMH.

JuceprannonHusi Tpya Ha A-p KamOypoBa npeacrass pequna HHTPUTYBAIIM JAHHH
3a W3CJeABAHUTE OHKOJOTMYHHM 3a00/siBaHusi B ObJjarapckara nonyJjanusi. Hsaxoum ot
HAXOJKHUTE ce pa3jiu4aBaT O0T HMHPOPMALMATA B JIMTEpParypara, M KakTo O0T0e/si3Ba
aBTOPKAaTa Ca apryMeHT 32 PeBU3Us HA YTBbPACHUTE NPENOPbKH 32 KIMHHUYHO MIOBeIeHue.

OOChKIaHEeTO Ha MOJIYYEHUTE PE3YJITAaTH U CTATUCTUUYECKUTE aHAJU3U ca 3abJI00YEHH U
KpPUTUYHU U JaBaT JOCTOBEpPHA OLIEHKAa Ha Bpb3KaTa MEXJy H3CIEJBAHUTE IOKa3aTeau M
KIIMHUYHUTC HaXOIKH. KOMGHTapI/ITe 3a MOJICKYJIHUTC XAapaKTCPUCTUKU W YCCTOTUTC Ha
HaMCPCHUTC I'CHCTUYHU [[G(I)CKTI/I Cca U34YCpHaTCJIHU U CbC 3HAYUTCIICH IMPUHOC 3a KIIMHUYHATAa
IIpaKTHUKa. HpI/IeMaM HAIMpaBCHUTC OT JOKTOpaHTa U3BOJU, KOUTO CbOTBCTCTBAT HAa INOCTAaBCHUTC
B JUCEpPTalMOHHUSA Tpyd 3anauu. Karo mnpuHHOC OT ChIIECTBEHO 3Ha4YeHHe IM0COYBaM
NpeII0KeHHs MOAX0/1 32 TeHeTHYHO KOHCYJTHPaHe, HACOUEH KAaKTO KbM NAlMEHTUTE, TaKa U
KbM PHUCKOBU POJCTBEHHULIM, MO3BOJIIBAIl PAHHATA JUATHO3a, €(PEKTHBHO JIeYeHHE H
npopuJIaKTHKA.

3aRJa4YeHue

JMucepranmonnuss Tpya Ha a-p 3opHuna boromminoBa KamOypoBa-MaprunoBa
0CTaBsl HEOCIIOPMMO BIECYATJICHHUE, Ye TS ¢ HATPYNaJja 00rat KJAMHHYCH H H3CJIeJ0BATEJICKH
ONIUT, KOETO M /[aBa MNpeIMMCTBa 3a IO0- HATATHIIHO Pa3BUTHE, KATO CHEHHAJINCT B
o0JacTTa HA MeaunmuHcKaTa reHeTuka. KoMnmereHTHATa OIIEHKA M aHAJIN3 HA COOCTBEHHTE
Pe3yJITATH M CBHIIOCTABSAHETO C JIMTePaTypPHUTEe M3TOYHUIIM €A HA BHCOKO NMPO(eCHOHATHO
HuBo. OOcbhbaeHNTe B JAeTallJiM KopeJalMu MeKAy H3C/IeJIBAHUTE MOKa3aTelu HMAT
TeopeTH4YeH M NPAKTHYEeCKH IPUHOC.

JlaBaM BHCOKa MOJIOKHUTEJTHA OLleHKA HA LSJIOCTHATA HAYYHA M H3Cje0BaTeIcKa
NPOAYKIMS HA aBTOPA M y0eJeHO NMpenopb4aM HAa HAYYHOTO KypPH Ja NPUCHIM HAy4HaTa
cTemneH ,,/lokrop” Ha 1-p 3opunna borommniosa Kam0yposa-Maprunosa.

Codmus 15.01.2025 ron. Ynen va H)XK: Ha ocHoBaHue un. 59 ot 33N

(mpod. 16 Anekceit CaBoB)



TO THE CHAIRMAN OF THE SCIENTIFIC JURY

REVIEW / EVALUATION

From professor. Alexey Slavkov Savov, PhD., Head of the National Genetic Laboratory,
SBALAG ""Maichin dom" EAD. MU Sofia

Regarding: PhD thesis of Dr. Zornitsa Bogomilova Kamburova-Martinova, PhD
student at the Faculty of Medicine, Department of Medical Genetics, Medical University of
Pleven, for the acquisition of the ONS "PhD" in the field of higher education 7. Health and
Sports under the PhD program Medical Genetics with the topic of the PhD work **Study on
the carriage of genetic defects for predisposition in women with breast cancer and
ovarian cancer from the Bulgarian population and the importance of the identified
genetic variants for building an approach for genetic counseling for these diseases™.

By order No. 3765/17.12.2024 of the Medical University of Pleven, | have been
elected as a member of the Scientific Jury in connection with the PhD work of Dr. Zornitsa
Bogomilova Kamburova-Martinova. According to the defense procedure, all necessary
materials have been submitted in agreement with the “Policy Manual”, and the conditions
and rules for acquiring scientific degrees and occupying academic positions at the Medical
University of Pleven.

| declare that | have no conflict of interest with the author of the dissertation
work.

The PhD thesis is structured according to the accepted requirements, is presented on
182 pages and contains 18 figures, 26 tables and 6 appendices. The bibliography includes 479
literary sources, of which 5 are in Cyrillic and 474 in Latin. The overall design of the thesis
is at a high level and presents the professional experience of the PhD student.



Studies on the carrier status of genetic defects, especially in genes such as BRCA1 and
BRCA2, play a crucial role in the understanding and management of breast and ovarian
cancer. The main aspects are related to the assessment of the risk of developing carcinoma,
the definition of preventive measures, the application of personalized therapy, family
planning and medical genetic counselling. These studies are essential for improving outcomes
and providing personalized care for individuals at high risk of breast and ovarian cancer.

The literature review focuses on the epidemiology and aetiology of breast and
ovarian cancer, as well as its histological, immunohistochemical and molecular
characteristics. Particular attention is paid to the role of genetic markers as risk factors for
familial cases and the principles of genetic counselling. The citation and discussion of
publications from recent years makes a good impression, which testifies to the relevance of
the topic being developed. Works by Bulgarian authors in this direction are also noted.

The working hypothesis is based on the fact that for the Bulgarian population there
are not enough studies on the share of moderately penetrant genes in the aetiology of breast
and ovarian cancer, as well as on the spectrum of mutations in highly penetrant genes other
than BRCAL and BRCA2. The idea to use new genomic technologies is well justified given
the complex genetic regulation and heterogeneity of the disease.

In connection with the aim of the study, namely "...to study the frequency and profile
of pathogenic variants in genes associated with predisposition in women with breast cancer or
ovarian cancer, from the Bulgarian population and to develop an approach for genetic
counseling”, Dr. Kamburova foresees five main tasks aimed at building a comprehensive
assessment of the role of genetic markers in Bulgarian patients.

The clinical material includes 203 women with breast cancer and 67 with ovarian
cancer, personally selected prospectively and retrospectively by the doctoral student, who are
divided into the appropriate groups according to their anamnesis. The selected groups are
suitable for performing reliable statistical processing of the results of the laboratory tests.

The methodological part used in the PhD thesis presents a well-defined questionnaire
and application of modern methods for pre-analytical processing of samples followed by
next-generation sequencing and bioinformatics analysis of the data with validated programs.
The comments and recommendations on the techniques used testify to the competence of the
student.

Dr. Kamburova's PhD thesis presents a number of intriguing data on the studied
oncological diseases in the Bulgarian population. Some of the findings differ from the
available data in the literature, and as the author notes, they are an argument for revising the
established recommendations for clinical behaviour.



The discussion of the obtained results and the statistical analyses are thorough and
critical and provide a reliable assessment of the relationship between the studied indicators
and the clinical findings. The comments on the molecular characteristics and frequencies of
the discribed genetic defects are comprehensive and make a significant contribution to
clinical practice. I accept the conclusions made by the PhD student, which correspond to the
tasks in the dissertation. As a significant contribution, | point out the proposed approach to
genetic counselling, aimed at both patients and at-risk relatives, allowing for early diagnosis,
effective treatment and prevention.

Conclusion

The PhD thesis of Dr. Zornitsa Bogomilova Kamburova-Martinova leaves an undeniable
impression that she has accumulated extensive clinical and research experience, which gives
her advantages for further development as a specialist in the field of Medical Genetics. The
competent assessment and analysis of her own results and the comparison with the literature
sources are at a high professional level. The correlations between the studied indicators
discussed in detail have a theoretical and practical contribution.

| give a highly positive assessment of the overall scientific and research production of the
author and | strongly recommend that the scientific jury award the scientific degree "PhD" to
Dr. Zornitsa Bogomilova Kamburova-Martinova.

Sofia 15.01.2025

Member of the scientific jury: Ha ocHoBaHue un. 59 or 33N

(Prof. Alexey Savov PhD)



