O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0824U000681
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 29-01-2024

Craryc: 3amanoBana

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Ipius IBan TapacoBuu

2. Ivan T. Drin

KBasmigikamis:

InenTudikarop ORCID ID: 0000-0002-9311-7341

Bupg, pucepranii: nokrop dinocodii

AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi CHIELiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuuna

T'asy3p / rasysi 3HaHB. 0XOpOHA 3710POB's

OcBiTHBO-HayKOBa IIporpama 3i cneniajbHOCTi: Mexununa

Jara 3axucTy: 19-01-2024

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTH 34,00yBaya: Isano-OpaHKiBCHKMIT HALLIOHAILHYI MEIMYHUI YHIBEPCUTET
Kopg 3a €IPIIOY: 02010758

Micue3HaxoaKeHHS: ByJ1. ['anuupka, 6y1. 2, IBano-®paskiBeek, 76018, Yrpaina
dopma ByacHOCTI: [lepkasna

Cdepa ynpaBriHHS: MiHicTepCTBO OXOPOHH 3/10POB's YKpaiHu

InmenTudikarop ROR:




I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHOi BYEHOI pagH (Pa30Boi CIeliali30BaHOI BYEHOI pagu): 3484

IloBHe HaliIMeHYBaHHS IOPUAHYHOL 0C00H: IBaHO-PpaHKiBCHKUI HAl[iOHATLHUI MEIUYHUI yHIBEPCUTET
Kopg 3a € IPIIOY: 02010758

Micue3HaxoaKeHHS: By ['anuipka, 6y, 2, IBano-PpaHkiBebk, 76018, Vkpaina

dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR:

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BHKOHAHO JHCEPTaIlilo

IloBHEe HaliMEeHYBaHHS IOPUAHYHOL 0C00H: IBanO-PpaHKiBCHKUI HAI[IOHATLHUI MEIUYHUI yHIBEPCUTET
Kopg 3a €IPIIOY: 02010758

Micue3HaxoaKeHHS: ByJL. ['annubka, 6yq. 2, IBano-®pankiBeek, 76018, Ykpaina

dopma BracHOCTI: JlepxaBHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepcTBO 0XOpOHM 31,0pOB st YKpaiHu

InenTudikarop ROR:

V. BizomocTi npo gucepraniio
MoBga guceprTallii: Vkpaincoka
Koau TeMaTHYHHX PYOPHK: 76, 76.29.15, 76.29.48.21, 76.29.49

Tema gucepranii:
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Pedepar:

1. Incepraniiina po60Ta € CaMOCTIIIHOIO HayKOBOIO ITpaLelo. 3a pe3yibTaTaMU JOCiIKEHHS] aBTOPOM BCTaHOBJIEHO,
II0 Ha JaHWI 9aC HeJLOCTaTHbO e(PEKTHUBHOIO 3aJIMIIAETHCS JIIKyBaHHS XBOPUX Ha PO3IOBCIOIKEHUH eTiTeniaJbHun
PakK sSIeYHUKA, a caMe, PaHHI peliuA1BY Ta HU3bKi IOKa3HUKU 5-PiYHOi BMOKUBAHOCT], 1II0 BUMAarae MouyK J0JaTKOBUX
IIPOrHOCTMYHUX (aKTOPIB 17151 iHAUBinyanizauii migrpumMyouoro sikysaHHs. 3a 2014-2019 poku B [IpukapnaTcbKoMy
KJIiHIYHOMY OHKOJIOTIUHOMY LIEHTpi, 5-piuHa 3arajibHa BUKMBAHICTb XBOPUX Ha pak sieyHuKa I crazii cknana 66 %,
III cragii - 17 %, a 5-pivyHa 6e3pelrarBHA BUKMBAHICTh XBOPUX HA pak sevyHuKa II cramii ckmana — 43 %, 11 cragmii - O
%. Bupineno kiuiniuHi Ta MOp@oJIOriuHi pakTOpU NOB'sI3aHi 3 pe3ysbTaTaMU BUJKMBAHOCTI XBOPUX Ha
PO3IIOBCIOMXEHUH eMiTesianbHUI pak se4HuKa. KuiHiyHuI (paKTOp HETaTMBHOIO IIPOTHO3Y - HASBHICTb
pe3ulyanbHOi MyXJIMHU MiCJIsl XipyprivHOro JIiKyBaHHS: 3-X Ta 5-TU piyHa 3arajbHa BUKMBAHICTb XBOPUX HA PaK

deqynuka Il cragii npu ontumanpHil yuropenykuii ckiana 80,6 % i 66,9 %, a Npu HEONTUMAbHIN UUTOPENYKIII —



49,9 % i 0 % (pn0,05). 3-x Ta 5-TH pivuHa 3arajbHa BIDKMBAHICTh XBOPHUX Ha eliTesianbHui pak ssevynuka 11 crazii npu
ONTUMAaJIbHIN nuTOpenyKuii ckana 64,4 % i 45,5 %, a npu HeoNTUMaJIbHIN LUTOpenyKuii — 23,4 % i 17,6 % (po0,05).
Mopdonoriuynuit pakTop HEraTUBHOIO IIPOTHO3Y — HU3bKUM CTYMiHb AudepeHLialii MyxJnHu. 3-X piyHa 3arajbHa
BIDKMBAHICTh XBOPUX Ha emiTesliabHUM pak sieyHuka Il crafii 3 HusbKkoo audepeniialieto nyxanuHu ckiana 49,7 %,
a 3 Bucokoto — 80,0 % (po0,05). 5-Tu pivuHa 3arajbHa BIDKUBAHICTh XBOPHUX Ha pak sieuHuKa III crazii 3 HU3bpKO10
IvdepeHuialieto nyxanHy ckiuana 7,9 %, a 3 ucokom - 19,7 % (po0,05). Ynepiue BU3Ha4e€HO, 110 Y KPOBi XBOPUX HA
POBIIOBCIOMKEHNU eMiTesliabHUI pak siedHuKa 6e3 myTalii y reHi BRCA Bumuil BMicT XxpoMy B 3 pasy, HixX y
30pOBUX XiHOK (p<0,001), a Takox Kagmito (p<0,001), ta miai (po0,05) - y 1,6 Ta 2,2 pasa BinnosigHo. Y KpoBi KiHOK
6e3 3J105IKiICHOTO 3aXBOPIOBAHHS BMICT CBUHIIIO Ta UHKY OyB BULIMM IIOPIiBHSHO 3 XBOPMMU Ha pak sieyHuka y 0,4 Ta
1,5 BignosinHo (my1g 060x MeTaniB p<0,001). [IpoBesieHO OLiHKY IPOrHOCTUYHOTO 3HAYEHHSI BUIIEBKa3aHUX METaJIiB
Ha 6e3peLyIMBHY BUKMBAHICTh Y XBOPUX HA elliTesliabHUI PaK S€4HMKa (32 JOIIOMOTIOI0 NOOYA0BY perpeciiHoi
Mogei) — 3 BMicToM LIMHKY (KoediuieHT perpecii 0,54), po0,001, TO6TO, Npy 3MEHIIEHH] B KPOBi XBOPUX BMiCTy LIUHKY
CIIOCTepiraeTbcst MeHIa 6e3peluIMBHa BUKMBaHICTh. PO3p00JI€HO alropUTM MigTPUMYOYOi Teparii B
KOMIIJIEKCHOMY JIiKyBaHHI XBOPUX Ha PO3IIOBCIO[KEHUH elliTeslialbHUI pak seuHuKa 6e3 myTaii y reHi BRCA B
3aJIEXKHOCTI BiJl PiBHSI COJIEN BKKMX METAJIIB y KPOBi, 2 CaMme - JOLATKOBO BU3HAYATU PiBEHb LMHKY. [lj1s 1ux
NaljeHTIB peKOMEHIOBAHO MigTPUMYyIoda Tepallis 6eBanu3yMmadbom 1o 1-ro poku npu oKa3HUKax [IUHKY B KPOBI
MeHIue 4,98 MKr /T, a [J1s1 IallieHTiB IIPY I0Ka3HUKaX LMHKY 6isblie 4,98 MKT /T, pPEKOMEH/I0BAaHE CIIOCTEPEXXEHHSI.
Ynepiie npoBeieHO BUBYEHHS BMICTY COJIel BaKKAX METaJliB (UUHK, CBMHELb, MiJlb, KAIMiil, XPOM) Y XBOPUX Ha
emnitesianbHUN pak sieuHuka II-1V craniii 6e3 mytanii B reHi BRCA, i BusiBsieHo 36i7blIeHHS BMiCTy XpOMY B 3 pasu
(p<0,001), a Takox kaamiiwo B 1,6 paza (p<0,001), Ta migi 2,2 paza (po0,05) Ta 3HWKEHHSIM BMICTY CBUHIIIO Ta LIUHKY Y
KpoBi xBopux Ha P nopiBHsHO i3 3gopoBrMu Xinkamu y 0,4 Ta 1,5 pasa BifnosigHo (1151 060x MeTaiis p<0,001).
JlOITOBHEHO HAYKOBI JjaHi IIPO Te, 1110 Y XBOPUX Ha emiTesianbHnui pak seqHuka II-11I ctaniil mporHos 3ayiexuTh Bif,
HasSIBHOCTI Pe3UyasbHOI IyXJIMHY TiCJIsl XipypriyHOTo JIiKyBaHHS - 5-TH pivHa 3arajibHa BUKMBAHICTh XBOPUX Ha
pak sevynuka Il Ta Il crapigx npu onTuMasnbHii nutopenykuii cknana 80,6 % i 66,9 % BinnosinHo, a 1pu
HEONTUMaJIbHIN uuTopenykuii — 49,9 % i 0 % (po0,05); 5-Tu piyHa 3arajpHa BUKMBAHICTb XBOPUX Ha paK sieyHuKa 111
cTazii mpu oNTUMaNbHINA HUTOPEenyKLil ckiana 45,5 %, a mpy HeonTuMasbHil nuTopenykuii -17,6 % (po0,05) Ta
crynens nudepeHnianii NyxJaMHy - 5-TU piyHa 3arajbHa BUKMBaHICTh XBOPUX Ha pak sieyHuKa Il cTazii 3 HU3bKOMI0
IvdepeHuialielo NyxjanHy ckiana 7,9 %, a 3 Bucokoio - 19,7 % (po0,05). Ynepiie HayKOBO-0OOIPYHTOBaHO
[IpU3HAYEHHS MiATPUMYIOUOI Teparlii B KOMIIJIEKCHOMY JIiKyBaHHI XBOPUX Ha eliTesliaJbHUM pak fevyHuka II-1V crazii
6e3 myTawii y reni BRCA, npy noka3HuKax UHKY B KPOBi Nal[ieHTOK MeHIue 4,98 MKr /T, a 17151 IaljieHTiB Ipu
IIOKa3HMKaX LMHKY Oisbie 4,98 MKT /T, peKOMEHJIOBaHe CIIOCTEPE>KeHHs. [JOIIOBHEHO NOAATKOBI IPOTHOCTUYHI
(paKTOpU B XBOPUX Ha PaK sI€UHMKA — BU3HAYEHHS LIMHKY B KPOBI MAlli€HTIB HA PaK SI€YHMKA [1J1 BUOOPY aJITOPUTMY
nigTpumytouoi Tepanii. Po3po6yieHo Ta BIpOBaIKEHO B IPAKTUKY aJITOPUTM MiATPUMYIOUOi Teparii B
KOMIIJIEKCHOMY JIiKyBaHHI XBOPUX Ha PO3IOBCIOIKEHNUH erliTesliabHUI pak sieuHuka 6e3 myrauii B reHi BRCA B
3aJI€KHOCTI Bif PiBHS COJIEV BaKKUX METaJIiB y KPOBi. KJII0YOBi Cj10Ba: paK sg€4HMKA, BAXKKi METaH, MiATPUMYIOUYa

Teparlisi IPU PaKy si€9YHMUKa, IPOTHOCTMYHI (PaKTOPU PaKy sSI€UYHUKA, JIKyBaHHS PaKy si€yHUKa. [any3p-MenuuuHa.

2. The dissertation is an independent scientific work. Based on the results of the study, the author found that the
treatment of patients with epithelial ovarian cancer is currently not effective enough, namely, early recurrence and
low 5-year survival rates, which requires the search for additional prognostic factors to individualise supportive
treatment. In 2014-2019, at the Precarpathian Clinical Oncology Centre, the 5-year overall survival rate for patients
with stage II ovarian cancer was 66%, with stage III - 17%, and the 5-year recurrence-free survival rate for patients
with stage II ovarian cancer was 43%, stage III - 0%. Clinical and morphological factors associated with the survival
outcomes of patients with epithelial ovarian cancer were identified. The clinical factor of negative prognosis is the
presence of a residual tumour after surgical treatment: 3- and 5-year overall survival of patients with stage II
ovarian cancer with optimal cytoreduction was 80.6% and 66.9%, and with suboptimal cytoreduction - 49.9% and
0% (po0.05). The 3- and 5-year overall survival rates of patients with stage III epithelial ovarian cancer with optimal
cytoreduction were 64.4% and 45.5%, and with suboptimal cytoreduction - 23.4% and 17.6% (pn0.05). The
morphological factor of negative prognosis is a low degree of tumour differentiation. The 3-year overall survival



rate of stage II epithelial ovarian cancer patients with low tumor differentiation was 49.7%, and with high tumor
differentiation - 80.0% (po0.05). The 5-year overall survival of stage III ovarian cancer patients with low tumor
differentiation was 7.9%, and with high tumor differentiation - 19.7% (pn0.05). For the first time, it was determined
that the blood of patients with epithelial ovarian cancer without a BRCA gene mutation has a 3 times higher
chromium content than that of healthy women (p<0.001), as well as cadmium content (p<0.001), and copper
content (po0, 05) - 1.6 and 2.2 times, respectively. In the blood of women without malignancies, the content of lead
and zinc was higher than in patients with ovarian cancer by 0.4 and 1.5 times, respectively (for both metals,
p<0.001). The prognostic value of the above-mentioned metals for recurrence-free survival in patients with
epithelial ovarian cancer was evaluated (using a regression model) with zinc content (regression coefficient 0.54),
pn0.001, i i.e., with a decrease in zinc content in the blood of patients, a lower recurrence-free survival is observed.
An algorithm of supportive therapy in the complex treatment of patients with epithelial ovarian cancer without a
mutation in the BRCA gene has been developed, considering the level of heavy metal salts in the blood, namely, to
additionally determine the level of zinc. For these patients, supportive therapy with bevacizumab is recommended
for up to 1 year if the blood zinc level is less than 4.98 mcg/g, and for patients with a zinc level of more than 4.98
mcg/g, monitoring is recommended. Additional prognostic factors in patients with ovarian cancer were added -
determination of zinc in the blood of patients with OC for the selection of the maintenance therapy algorithm. An
algorithm of supportive therapy in the complex treatment of patients with epithelial ovarian cancer without a
mutation in the BRCA gene, considering the level of heavy metal salts in the blood, has been developed and
implemented. Key words: ovarian cancer, heavy metals, maintenance therapy in ovarian cancer, prognostic factors
of ovarian cancer, treatment of ovarian cancer. Branch-Medicine.
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