INTERNATIONAL SCIENTIFIC CONSULTANT’S REVIEW
on the PhD dissertation of Askar Yeskhozhaevich Aidarov
“Personalized Diagnosis and Treatment of Ovarian Cancer”

The PhD dissertation by Mr. Askar Yeskhozhaevich Aidarov addresses one of the most pressing
challenges in contemporary gynecologic oncology — the development and clinical implementation
of personalized approaches to the diagnosis and treatment of ovarian cancer based on molecular
and genetic tumor characteristics.

Ovarian cancer remains a leading cause of cancer-related mortality among women worldwide. In
this context, the integration of molecular profiling, particularly BRCA1/2 mutation testing, into
routine oncological practice represents a cornerstone of precision medicine. The research
presented in this dissertation is therefore both timely and of high scientific and clinical relevance.

Notably, this work represents the first comprehensive study in Kazakhstan combining population-
based epidemiological analysis, structured patient surveys, and next-generation sequencing (NGS)
of tumor samples. This integrated approach enabled the author to determine the prevalence of
BRCA1/2 mutations in ovarian cancer patients and to evaluate their clinical and prognostic
significance within the national context.

The scientific novelty of the dissertation lies in establishing clinically meaningful associations
between BRCA status and morphological features, disease course, and treatment outcomes. Of
particular value is the author’s development of a personalized treatment algorithm for BRCA-
associated ovarian cancer, as well as a proposed framework for the systematic implementation of
genetic testing within the oncology care system of Kazakhstan.

- The methodology of the study is rigorous and meets international research standards. The work
employs modern molecular techniques (NGS), comprehensive statistical analysis using SPSS
software, and survival analysis based on the Kaplan—Meier method. These approaches ensure the
reliability, validity, and reproducibility of the findings. The dissertation is well structured, logically
organized, and clearly written, with all sections consistently aligned with the stated objectives.

The practical impact of the research is substantial. The results have been translated into six official
implementation acts, supported by methodological guidelines and an author’s certificate for a
treatment algorithm. The findings demonstrate strong potential for integration into national clinical
protocols and are already being utilized in educational and clinical settings.

The key outcomes of the dissertation have been presented at international scientific forums and
published in nine scientific papers, including articles indexed in the Scopus database, confirming
the international relevance and scholarly merit of the research.

In conclusion, this dissertation meets all requirements for a PhD degree, represents an independent
scientific work, and Mr. Askar Yeskhozhaevich Aidarov fully deserves the award of the Doctor of
Philosophy (PhD) degreé.
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MEXIYHAPOJIHOE HAYUHOE 3AKJIFOYEHUE
II0 IUCCePTaIlMK Ha COUCKaHUE yYUeHol crenenu PhD
AlinapoBa Ackapa EcxoxaeBnua
«llepcoHaM3UPOBAHHAs IUATHOCTHKA ¥ JICUSHHE PaKa SITIHAKOBY

Huccepramus r-ma  AjimapoBa Ackapa EcxoxaeBuua MOCBAIIEHA ONHOH w3 Hambojee
AKTYaJbHBIX IIPOOJEM COBPEMEHHOW TI'MHEKOJOTHYECKOM OHKOIOTHH - pa3paboTke
KIIMHUYECKOM peanu3anuy IepCOHAIM3MPOBAHHbIX [OIXOM0B K JUATHOCTHKE W JICUCHHIO paka
AMYHUKOB Ha OCHOBE MOJIEKYJIAPHBIX M TCHETHIECKHMX XaPaKTEPUCTHK OIIYXOJIH.

Pak su4HuKOB oOcCTaeTcs ONHOM W3 BeAymHX MPHYMH CMEPTHOCTH OT OHKOJOTHYECKUX
3aboseBaHmit Cpeny XKEHIMMH BO BCEM MHpE. B 3TOM KoHTekcTe HHTETPALUs MOJIEKYJIIPHOTO
OPOQHUIMPOBAHAS, B YACTHOCTH TECTHPOBAHHS HA myranun BRCA1/2, B crammaprayio
OHKOJIOTMYECKYIO TPAKTUKY SBJIICTCS KPaeyroJgbHBIM KaMHEM MEIUIUHBI TOYHOTO JEHCTBUSL.
HccnenoBanne, npencTaBlieHHOe B NAHHOM IHCCEpTALAM, SBISETCS AKTyalbHBIM U HMEET
BBICOKYIO HAYYHYIO U KIMHUYECKYIO 3HAYUMOCTb.

Oco6o crenryer oTMETHTB, YTO paboTa MpeCTABISLET cOBOM IIEPBOE KOMIUIEKCHOE HCCIIEIOBAHNE
B Kazaxcrane, 00beANHAIOIIEE MO IALMOEHO-3 U AEMHU OO MYECK AN aHAIH3,
CTPYKTYPHPOBAHHBIC ONPOCHI TAIKMEHTOB W CEKBEHMPOBAaHHE HOBOro mokojenus (NGS)
00pasimoB omyxonu. Takoil HHTErpHPOBAHHBIA TMOAXOA IIO3BOJIHII aBTOpPY OIPEICIUTh
paciipocTpaneHHOCTs MyTauuit BRCA1/2 cpenu manueHTok ¢ pakoM SHYHHKOB U OIEHUTH UX
KITMHAYIECKOE U MIPOTHOCTUYECKOE 3HAUCHIE B HALIMOHAIHHOM KOHTEKCTE.

Hayumas HOBHM3Ha jmMCCepTAlMM 3aKIIOYAETCs B YCTAHOBJCHWY KIMHHUCCKH 3HAYAMBIX
B3aMMOCBs3ed Mexay crarycom BRCA wu mopdomoraueckumu 0COOCHHOCTSIMH, TEYEHHEM
3a00JIeBanus U pe3ynbraTaMul Jeuenus. Oco6yio HEeHHOCT IIPECTAaBIIAET Pa3paboTKa aBTOPOM
HIEPCOHAIM3UPOBAHHOIO AIIrOPUTMA JICUCHUS paKa SHYHUKOB, CBs3aHHOro ¢ BRCA, a Takke
IIPC/UIOXNKEHHAA paMOYHAs CXEMa CHCTEMHOIO BHEJPEHHS IE€HETHYCCKOTO TECTHPOBAHUS B
CHCTeMY OHKOJIOTHYecKol oMo Kazaxcrana.

Metomonorus mccieoBaHus BBHICTPOCHA HA BBICOKOM HayYHOM YPOBHE M COOTBETCTBYET
OOLICTIPUHATEIM ~ MEKIYHAPOJIHEIM  cTaHjapraM. PaGota UCIIOJB3YEeT  COBPEMEHHBIE
MoJIeKyspHbIe MeToAbl (NGS), KOMIUIEKCHBIA CTaTHCTHYECKHM AHANM3 C HCIOIB30BAHHEM
IIPOrpaMMHOro obecmeuenus SPSS u aHau3 BEDKMBAEMOCTH METOIOM Kamnana-Meitepa. Otu
TONXOIBI OOECIECUNBAIOT HAMEKHOCTD, TOCTOBEPHOCTh M BOCIPOU3BOAMMOCTH IOy YEHHBIX
MaHHBIX. Jluccepranus OTIHYaeTCs YETKOH CTPYKTYpOH, JIOTMUYECKOW IOCIEN0BATEIbHOCTHIO
H3JI0KCHUS W SCHOCTBIO IIOJIAYM MaTepUalla; Bce pasfelibl IOCIENOBATEIHHO COOTHOCITCS C
IIOCTaBJICHHBIMY LEJISIMM HCCIIET0BAHUS.

PeByJ’IBTaTH HCCIICIOBAHUSI HMEIOT CYIIECTBCHHYIO IIPaKTUYECCKYIO II€HHOCTD. PCSYJII)TEITBI
paGOTBI ObLIH BHCAPCHBI B IIECTh O(I)I/IHI/IEUIBHLIX aKTOB peaid3alii, IOAACPIKaHBI
MCTOOUYECKUMHU PEKOMEHOAIUSIMU H ABTOPCKUM CBHJICTEIHECTBOM Ha AJITOPUTM JICYCHUS.
HOHy‘{eHHI)IC HaHHBIC JIEMOHCTPHPYIOT BBICOKHH IIOTCHIIMATT MHTErpaliid B HAIlMOHAJILHEBIC
KIMHAYCCKHUE IIPOTOKOJIBI K YK€ UCIIOJIB3YIOTCS B 061)330BaTeJIBHOI7I \I/I KIIMHUYECKOH IIpaKTHKE.

Kmrouesbie pesyipraTel muccepranuy GBLIIM HPEACTABIEHB HA MEXIYHAPOJHBIX HAyYHBIX
hopymMax ¥ ONMyGNHKOBAaHBI B JIEBATH HAaydHBIX CTATBSX, BKIIOUAS IyOJIUKaIiH,
MH/ICKCHPOBAHHBIC B 6a3¢ NaHHBIX SCOpUS, YTO MOATBEPIKIAET MEKIYHAPOILHYIO 3HAUAMOCTD 1
HayYHYIO [IEHHOCTh MCCIICIOBAHMS.
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