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Pedepar:

1. O6rpyHTyBaHHS BUOOPY TeMU HocCifpKeHHs. EniTesnianbHuil pak sie4HUKIB 3aIMIIAETHCS OLHI€I0 3 IPOBIIHUX
IIPUYUH CMEPTHOCTI cepef 3/105KiCHUX HOBOYTBOPEHb XiHOYOi PEITPOIYKTUBHOI CUCTEMH, 110 3yMOBJIEHO
[IEPEBAKHO Mi3HBOIO [IiarHOCTUKOIO, BUCOKOIO YACTOTO PELMUAMBIB Ta PO3BUTKOM XiMiope3ncTeHTHOCTI. [Tonpu
CTaHJAPTU30BaHUM MifXid 00 KOMGIHOBAHOTO JIIKyBaHHS 3 BUKOPUCTAHHSM XipyprivHOro BTPy4aHHS Ta
IIJIaATMHOBMICHOI XiMioTeparnii, eeKTUBHICTb Teparii y 3Ha4yHOi 4aCTUHU XBOPUX 3aIUINAETHCS 0OMEXKEHOIO, 110
OOI'PYHTOBY€ HEOOXIHICTb YOOCKOHAIEHHS JIiKYBaJIbHUX cTpaTeriil. Cy4yacHi ysIBJIEHHsI IPO 6i0JIorio
emniresnianbHOro P cBimyaTh PO MOro BUPAXKEHY MOJIEKYJIIPHO-TEHETUYHY IeTePOreHHicTh. Pi3Hi rictosoriyHi ta

MOJIEKYJISIPHI MigTUIN YXJIMHYU XapaKTePU3YIOTbCS BiIMIHHMMM MexaHi3MaMy KaHLEpPOT€He3y, TiCTOTEHE30M,



YyTJIMBICTIO O CUCTEMHOI Teparlii Ta MPOrHO30M Iepebiry 3aXxBOPIOBaHHS. BilNnoBigHO iMyHOricTOXiMIYHE Ta
MOJIEKYJISIPHO-TE€HEeTUYHE JOCiIPKEHHS € BXXJINBUMU IHCTPyMEHTaMU JiaTHOCTUKY IJ1s1 cTpaTtudikaLiii amieHToK 3
METOI0 BUOOPY ONTUMAJIbHOI iHAUBIlyabHOI TAKTUKY JIIKyBaHHS [1J1s1 [IOKpallleHHs TOKa3HUKIB 3arajbHoi Ta
6e3peLnIMBHOI BIDKMBAHOCTI y NaLieHTOK 3 PS. ToMy METOI0 HAIIOTo JOCiI>)KeHHs! 6YJI0 BUBUE€HHS T€HEeTUYHNX
IIOIIKOKEeHb B CUCTEMI, , o 3abe3mnevye penapauiio JHK misxom romosoriyHoi pekombiHanii y xsopux Ha P,
BUSIBUTH iX IOPYIIEHHS], OLIIHUTY iX KJIiHIKO- IIPOTHOCTUYHE 3HAaUY€HHS Ta BIIJIUB HAa BUOIp iHIWBINyasbHOI TAKTUKU
JIiKyBaHHS B yMOBaX peaslbHOI KJIiHiYHOI TpakTuKu. MeTtonu ta matepianu. O6’eKT focuinxeHHs: 88 xBopux Ha PS
pi3HMX MOP(ONATOreHeTUYHUX TUIIIB. [IpegMeT JOCTiIKEHHHS: iIMyHOTICTOXIMIYHi Ta MOJIEKYJIIPHO-T€HETUYHI
MapKepH B TKaHWHI MyXJIMH SI€YHUKIB, KPOBi, 3aXBOPIOBaHIiCTh Ha P4, 6e3peruayBHa Ta 3arajbHa BUKUBAHICTh
XBopuX Ha PSI. MeTogu mocifpkeHHs: enifieMiosIoTiuHi, KyliHiuHi, MOP(OJIOTiuHi, IMyHOTiICTOXIMIYHI, MOJIEKYJISIPHO-
reHETUYHI, CTAaTUCTUAYHI. Pe3ynbTaTul. Y SOCIIIKEHH] B34/IM y4acTh 88 MalieHTOK, SKi Aajv 3rofy Ha JOCIIiIKEHHS
3pasKiB MyXJIMHHOTO MaTepiainy. XBopi 6y/u po3zisieHHi Ha 2 TPYNHU y BiNIOBIIHOCTI 4O NPOBEJEHUX AOLATKOBUX
obcresxeHb. [Tepia rpyna «llanieHTKy, SKUM IPOBOAUIIOCh MOJIEKYJISIpPHE IPOdintoBaHHS» — 44 KiHKY BiKOM Bif 42
POKU 710 74 pokiB (MegiaHa Biky 58 [50; 64,5] pokiB), Ipoiia CTaHIAPTHI KJIiHIKO-iHCTpyMEHTaJIbHi 00CTEXXEeHHS |
I0JATKOBO OYJI0 IPOBEJIEHO IMyHOTICTOXIMIYHE Ta MOJIEKYJISIPHO-TEHETUYHE JOCTiIKEHHS! 31 3pa3KiB MyXJIMHMU.
BinnosinHo o oTprManoi iHdopmaliii 6y10 BHeceHo 3MiHi B cTaHIAapTHUH IJIaH JIiKyBaHHS. 30kpeMa , iHdpopmallis
IIpo HasBHiCTb MyTalliil reHiB BRCA1/2 ta iHmux, mo HasexaTs 1o cuctemu HRR, no3Bosisina 6isbll akTUBHO
CTaBUTHU MIOKAa3U JI0 NIOBTOPHUX LIUTOPEAYKLil 3 HACTYIIHOIO BHYTPIilIHLOYEPEBHOIO TIIEPTEPMIUHOIO
xemonepdysieto (HIPEC) Ta posrasgartu ninrpumytody Tepamnito PARP-iHribiTopamu B riaHi npoTUpeLUIUBHOTO
nikyBanHs PSI. [Ipyra rpymna «[lanieHTKy, SKMM He IPOBOIUIIOCh MOJIEKYJISIpHE IPOQiOBaHHI» — 44 >KiHKU BikOM
Biz, 39 pokiB 1o 78 pokiB (MeaiaHa Biky 61 [52; 66] pik), TaKOXK NPOMIIIA CTAaHOAPTHI 00CTEKEHHS 6€3 NOAATKOBUX
iMYHOTICTOXIMIYHUX Ta MOJIEKYJISPHUX NOCIiIpKeHb. [lallieHTKaM gpyroi rpynu 6yJs1o TpoOBELleHO CTaHIAPTHE
KOMOiHOBaHe JIiKyBaHHS. [IBi rpymnu >KiHOK He MaJjIu BiTMiHHOCTe po3MoAiny 3a crtanismu Ta sugamu PS (p>0,05).
3oxpema IIIC cragito PS manu 36 xinok rpynu 1 (81,82 %, 95 % nosipuuii intepsai ([I) 6yB y mexxax Big, 69,21% 1o
91,67%) Ta 38 xxiHok rpymnu 2 (86,36% (95%/11:74,79-94,78%), p>0,05). BignosigHo IV crazito manu 8 xxiHok rpymnu 1
(18,18% (95%/11:8,33-30,79%)) Ta 6 xinok rpymnu 2 (13,64% (95%[1:5,2225,21%), p>0,05). 3a peaynbTaTamu
[IEPBUHHOTO TiCTOJIOTYHOTO NOCTiIKEHHS yXJIMHHOTO MaTepiay y XBOpUX OYyJIu iarHOCTOBaHi Taki MopgoJioriuHi
BapianTu P4l : ceposHnii pak high grade -y 68,18% (95%/11:53,83-80,96%) xinok rpynu 1 (n=30) ta y 70,45%
(95%/11:56,28-82,85%) xiHok rpynu 2 (n=31, p>0,05); engomeTpioigHa kapuuHoma — y 18,18% (95%/11:8,33-30,79%)
kiHOK rpynu 1 (n=8) ta y 15,91% (95%[1:6,74-28,04%) xinok rpynu 2 (n=7, p>0,05); CBIT/IIOKJIiTHHHA KapLHOMA —
0/IHaKOBO Yy ABOX Ipymnax, 1o 13,64% (95%/1:5,22- 25,21%,n=6). locigpKeHHs 4aCTOTU BUHUKHEHHS peuunuBy Py
JKIHOK Pi3HMX JOCJIiIPKyBaHUX TPYII I0Ka3ajia JOCTOBIPHO MEHINY YACTOTY IOSIBU PELUAMBY Y KiHOK rpynu 1 (61,36%
(95%/1:46,69-75,05%)), HiX y XiHOK rpynu 2 (84,09% (95%/1:71,96-93,26%), p=0,02. BinnosigHO Ha MOMEHT
3aBeplleHHs pociimkenHs 17 (38,64%(95%/11:24,95-53,31%)) >xiHok rpynu 1 He Many peLuIuBy XBOPoOH, y TPyIIi 2 —
7 (15,91% (95%/11:6,74-28,04%)) xinok, p=0,02. Kom6iHOBaHe JIiKyBaHHS B 000X IPyIax BKJIOYaIO IIEPBUHHY a0
iHTepBaIbHY UIATOPEAYKLIIO 3 IJIATUHOBMICHOIO XiMioTeparielo. [IpoTe ciif 3a3HaynTH, 0 XiMioTeparis SK
[IJIATUHOBMICHA, TaK i HETJIATMHOBMICHA [Ie1[o YacTille IpoBOAuMiach namienTkam rpymnu 2: 45,95% (95%/11:30,37-
61,94%) Ta 24,32% (95%/1:12,06-39,23%) BinnosigHo, HiX nauienTkam nepumoi rpynu: 33,33% (95%/11:17,14-51,87%)
Ta 18,52% (95%[11:6,42-35,04%) BignosigHo. [T0OBTOpHI UUTOPEAYKTUBHI olepallii 3 IJIaTMHOBMICHOIO XimMioTeparnieio
a6o 3 HIPEC (rinepTepmiyHa BHYTpilIHbOUYEpEBHA XiMioTeparnisi) Ta cucTeMHoOIOXiMioTeparielo - yacTime y rpymi 1:
33,33% (95%[11:17,14-51,87%) Ta 14,81%(95%[11:4,20-30,37%) BinnosigHo, p>0,05.

2. Justification for choosing the research topic. Epithelial ovarian cancer remains one of the leading causes of
mortality among malignant neoplasms of the female reproductive system, mainly due to late diagnosis, high
recurrence rates and the development of chemoresistance. Despite a standardised approach to combined
treatment using surgery and platinum-based chemotherapy, the effectiveness of therapy in a significant
proportion of patients remains limited, which justifies the need to improve treatment strategies. Current
understanding of the biology of epithelial OC indicates its marked molecular and genetic heterogeneity. Different
histological and molecular subtypes of the tumour are characterised by distinct mechanisms of carcinogenesis,



histogenesis, sensitivity to systemic therapy, and prognosis. Accordingly, immunohistochemical and molecular
genetic studies are important diagnostic tools for stratifying patients in order to select the optimal individual
treatment strategy to improve overall and recurrence-free survival rates in patients with OC. Therefore, the aim of
our study was to investigate genetic damage in the system that ensures DNA repair by homologous recombination
in patients with ovarian cancer, to identify their disorders, to assess their clinical and prognostic significance and
their impact on the choice of individual treatment tactics in real clinical practice. Methods and materials. Object of
study: 88 patients with OC of various morphopathogenetic types. Subject of study: immunohistochemical and
molecular genetic markers in ovarian tumour tissue, blood, incidence of OC, recurrence-free and overall survival
of OC patients. Research methods: epidemiological, clinical,morphological, immunohistochemical, molecular
genetic, statistical. Results. The study involved 88 patients who consented to the examination of tumour samples.
The patients were divided into two groups according to the additional examinations performed. The first group,
‘Patients who underwent molecular profiling,’ consisted of 44 women aged 42 to 74 years (median age 58 [50; 64.5]
years old), underwent standard clinical and instrumental examinations,and additionally underwent
immunohistochemical and molecular genetic testing of tumour samples.Based on the information obtained,
changes were made to the standard treatment plan. In particular, information about the presence of mutations in
the BRCA1/2 and other genes belonging to the HRR system allowed for more active indications for repeated
cytoreductions followed by intraperitoneal hyperthermic chemoperfusion (HIPEC) and to consider supportive
therapy with PARP inhibitors in the plan for anti-relapse treatment of OC.The second group, ‘Patients who did not
undergo molecular profiling,” consisted of 44 women aged 39 to 78 years (median age 61 [52; 66] years), who also
underwent standard examinations without additional immunohistochemical and molecular studies. Patients in the
second group received standard combination therapy.The two groups of women did not differ in terms of stage
and type of OC (p>0.05). In particular, 36 women in group 1(81.82%, 95% confidence interval (CI) ranged from
69.21% to 91.67%) and 38 women in group 2 (86.36% (95% CI: 74.79-94.78%), p>0.05). Accordingly, stage IV was
present in 8 women in group 1 (18.18% (95% CI: 8.33-30.79%)) and 6 women in group 2 (13.64% (95% CI: 5.22-
25.21%), p>0.05). Based on the results of the initial histological examination of tumour material, the following
morphological variants of OC were diagnosed in patients: high-grade serous carcinoma - in 68.18% (95% CI: 53.83-
80.96%) of women in group 1 (n=30) and in 70.45% (95% CI: 56.28-82.85%) of women in group 2 (n=31, p>0.05);
endometrioid carcinoma - in 18.18% (95% CI: 8.33-30.79%) of women in group 1 (n=8) and in 15.91% (95% CI: 6.74-
28.04%) of women in group 2 (n=7, p>0.05) ; clear cell carcinoma - equally in both groups, 13.64% (95% CI: 5.22-
25.21%, n=6). A study of the frequency of recurrence of OC in women from different study groups showed a
significantly lower frequency of recurrence in women in group 1 (61.36% (95% CI: 46.69-75.05%)), than in women in
group 2 (84.09% (95% CI:71.96-93.26%), p=0.02. Accordingly, at the end of the study, 17 (38.64% (95% CI: 24.95-
53.31%)) women in group 1 had no recurrence of the disease, while in group2, 7 (15.91% (95% CI: 6.74-28.04%))
women had a recurrence, p=0.02. Combination therapy in both groups included primary or interval cytoreduction
with platinum-based chemotherapy. However, it should be noted that both platinum-based and non-platinum-
based chemotherapy was slightly more common in patients in group 2: 45.95% (95% CI: 30.37-61.94%) and 24.32%
(95%CI: 12.06-39.23%) respectively, than patients in the first group: 33.33% (95% CI: 17.14-51.87%) and 18.52% (95%
CI: 6.42-35.04%) respectively.
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