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SIEYHUKIB

2. Optimization of special treatment tactics of recurrent ovarian cancer affecting the abdominal cavity

Pedepar/anoTamnis:

1. YetBepikoB M.C. OnTumisaliisi TaKTUKU CIIELiaJlbHOTO JIIKYBaHHS PO3IIOBCIOIPKEHOIO YEPEBHOIO IIOPOKHUHOIO
PeLUIMBHOTO paKy sieuyHUKiB.- KBamigikauiliHa HayKoBa Ipals Ha IpaBaxX pyKonucy. Jjucepralis Ha 3000yTTs
HAYKOBOTO CTyIeHs JokTopa ¢inocodii y ramysi 3HaHb 22 - OXOpOHa 30pOB’s 3a CHeljalbHICTIO 222 - MeguiHa.
- OpecbKuil HallioHAJIbHUN MeIMYHuM yHiBepcuret, Oneca, 2026. KBanidikaniiiHa po6oTa IpucBsSY€Ha aKTyalbHiN
Mpo6JieMi OHKOTiHEKOJIOTil — MifBUIIEHHIO TPUBAJIOCTI Ta MOKPAIEHHIO SKOCTi KUTTS MallieHTOK i3
PO3IOBCIOMIKEHNM [0 OYEPEBUHI PELMIMBHUAM €IliTeJliaJIbHUM PaKOM SIEYHMKIB LUISIXOM IU(epeHLiI0OBaHOTO
3aCTOCYBAaHHS BTOPMHHOI HUTOPeNyKTUBHOI Xipyprii (SDS), cucremuoi noniximierepanii (ACT) Ta
JIOKOPETiOHAJIbHOTO JIiKyBaHHS y BUIJIST] rinepTepMiuHoi iHTpanepuToHeasnpHoi XiMienepdyasii (HIPEC). Pax
sI€YHUKIB 4acTO MaHipecTye Ha Mi3HiX CTafisX i XapaKTepU3yeTbCsl BUCOKOIO YaCTOTOK PELUAMUBIB Ta (POPMYBaHHSIM
PE3UCTEHTHOCTI, 30Kpema [0 MJIaTUHOBMICHUX PEKMMIB, 1[0 O6I PYHTOBY€E NOTPEOY B ONTUMI3allii KOMOIHOBAaHUX

niaxomiB JiKyBaHHS. MeTa po60TH — 30iJbIINTH TPUBAIICTh Ta IOKPAIIUTHU SIKICTb XUTTS XBOPUX Ha



PO3IOBCIOJIKEHN YEPEBHOIO IOPO>KHUHOIO PELUIUBHUI PaK S€YHUKIB HIJIIXOM IU(pePEHLiI0BAaHOTO
BUKOPMCTAHHS UUTOPEIYKTUBHUX ONIEPAaTUBHUX BTPyYaHb, CACTEMHOI Ta PETiOHAJBHOI MOJIiXiMieTeparnii y ckiami
KoMb6iHOBaHOI Tepamnii. JJocinKeHHs peTpocieKTUBHE KOropTHe. [IpoaHasnizoBaHO pe3ysbTaTi OOCTEXEHHS Ta
JikyBaHH# 140 maujeHTOoK i3 cepo3HUMU afleHOKapurnHoMaMu se4HuKiB III-1V cragiit 3a FIGO, gKi sikyBanucs y
2013-2024 pp. Ha 6a3i YHiBepcuTeTchKoi KiniHiku OHMenyY. Cpopmosano 3 rpynu: 1) koutposs (PDS + ACT 1-i niHii,
npu peuuausi SDS + ACT; n=105); 2) HIPEC Ha etani nepsuHHOi uutopenykuii (PDS + HIPEC + ACT, npu peuuausi
SDS + ACT; n=15); 3) HIPEC nip yac BropuHHOi nutopeaykuii (PDS + ACT, npu peuuausi SDS + HIPEC + ACT; n=20).
JopaTtkoBo npoanainizoaHo 16 nauienTok IIIC cragii (2016-2018 pp.) gys ouinku iy HIPEC Ha
iMyHOricTOXiMiuHiI MapKepu B pe3uayasbHiil nyxinHi. HIPEC BukonyBanu Ha anapati RanDPerformer HT 3a
METOJIMKOIO «3aKPUTOrO XXUBOTa» I1pu Temiieparypi 41°C, nepdysis 90 xB (3aranom 120 xB), notik 800-900 M1 /XB,
nepdysat 60 MJ1/Kr; TUTOCTATUKU: HUCHAATUH 50 MT/M? + okcopy6iuuH 15 mr/m2. [l HepponpoTeKuii
3aCTOCOBYBa/U Tiocyb(ar Hatpito (7,5 r/m?2 6omtoc + 25 r/m? iHPy3is 12 ron). ACT posnounHanu yepes 3—4 TUXH.
BpaxoBysasnu 6e3 riatuHosuii intepsait (PFI) sk npeguKTop 4yTAMBOCTI: <6 Mic, 6-12 Mic, >12 Mic; MIXTpynoBUx
BimMiHHOCTeH 3a po3noginomM PFI He BusiBneno (p>0,05). V niarpymi 3 16 narieHTOK okasaHO CTaTUCTUYHO 3HAUYIIe
3HwkeHHs ekcnpecii ERCC1 (meziana 57,56% o 5%; p<0,01) Ta MLH-1 (9,11% o 0%; p<0,01) nicsiss HIPEC y
pe3nnyanbHiil NyXJIVHi, 0 Y3rOAKyEThCS 3 IOTEHLIMHUM BIIJIMBOM JIOKO PETiOHAIBbHOI Teparii Ha MapKepy,
acoLifioBaHi 3 JlikapCcbKolo pe3ucTeHTHicTIo. [Ipodine 6e3nexku SDS/HIPEC 6yB npuilHITHUM: yrIpofoBxX 30 ni6 He
3apeeCTPOBAHO JIETAJILHOCTI, iH(apKTy MioOKapza uM TOCTPUX NOPYLIEHb MO3KOBOTO KPOBOOOGIry. HYacToTa TSDKKOi
(3-4 cTynens) TokcUYHOCTI cucTeMHoi ximietepanii nmicsg HIPEC y 25 noka3HMKax He Maja CTaTUCTUYHO 3HAYYIIUX
MDX rpynoBux BigmiHHOCTe (p>0,05), monpu okpeMmi YucioBi TeHeHLii A pigkicHux noniit. BuxkrusaHicTsb
oniHoBanu MmetogoM Kaplan-Meier (log-rank) Ta Cox-perpeciero. Iy 6e3pellnIuBHOI BMOKUBAHOCTI I71006ay1bHa
Pi3HMIIS MK IpyniaMu He Jocsria 3HavymocTi (p=0,374). HaToMicTb 15 3arajibHOI BUKMBAHOCTI BCTAHOBJIEHO
CTaTUCTUYHO 3HauyLli BigMiHHOCTI (p=0,016) i3 Hait6inbI Bupa3HuM HokpauieHHsIM y rpyni SDS + HIPEC: mezniana
0OS 7,59 poky, 1- /3~ /5-piuna OS 100% /85% /65% BinnosigHoO, IOPiBHSIHO 3 KOHTpoJleM (MegiaHa 3,98 poky;
88,6%/55,2% /41,0%) Ta rpynoio HIPEC npu PDS (meziana 3,47 poky; 80%,/60% /20%). OTpumaHi pe3yibTaTi
OOI'PYHTOBYIOTb JOLiNIbHICTb AudepeHLiiioBaHoro 3actrocyBanHsa HIPEC y cTpyKTypi JlikyBaHHSI peLIUUBHOTO PaKy
SIEYHUKIB, 3 aKLIEHTOM Ha ii BUKOPUCTaHH4 Iif] Yac BTOPUHHOI IUTOPEenyKIlii, a TaKO>XX HEOOXiIHICTb IOabIINX

,ILOC]Ii,H)KeHb [Ji1 YTOYHEHHS [T0Ka3aHb, HpeﬂI/IKTOpiB eCl)eKTI/IBHOCTi Ta BIVIUBY Ha SIKiCTh XXUTTS.

2. Chetverikov M.S. Optimization of special treatment tactics of recurrent ovarian cancer affecting the abdominal
cavity. - Qualification scientific work as a manuscript. Dissertation for obtaining the scientific degree of Doctor of
Philosophy in the field of knowledge 22 Health Care, specialty 222 - Medicine. - Odesa National Medical
University, Odessa, 2026. — Odesa National Medical University, Odessa, 2026. The qualification work is devoted to
the current problem of oncogynecology - increasing the duration and improving the quality of life of patients with
recurrent epithelial ovarian cancer spread throughout the peritoneum through the differentiated use of secondary
cytoreductive surgery (SDS), systemic polychemotherapy (ACT) and locoregional treatment in the form of
hyperthermic intraperitoneal chemoperfusion (HIPEC). Ovarian cancer often manifests in the advanced stages and
is characterized by a high frequency of relapses and the formation of drug resistance, in particular to platinum-
containing regimens, which justifies the need to optimize combined treatment approaches. The aim of the work
was to increase the duration and improve the quality of life of patients with recurrent ovarian cancer spread
throughout the abdominal cavity through the differentiated use of cytoreductive surgical interventions, systemic
and regional polychemotherapy as part of combination therapy. The study is a retrospective cohort. The results of
examination and treatment of 140 patients with serous ovarian adenocarcinomas of FIGO stages III-IV, who were
treated in 2013-2024 at the University Clinic of ONMedU were analyzed. 3 groups were formed: 1) control (PDS +
ACT andafter relapse: SDS + ACT; n=105); 2) HIPEC at the stage of primary cytoreduction (PDS + HIPEC + ACT
andafter relapse: SDS + ACT; n=15); 3) HIPEC during secondary cytoreduction (PDS + ACT and after relapse: SDS +
HIPEC + ACT; n=20). Additionally, 16 patients of stage IIIC (2016-2018) were analyzed to assess the effect of HIPEC
on immunohistochemical markers in residual tumor. HIPEC was performed on the RanD Performer HT apparatus
using the “closed abdomen” technique at a temperature of 41°C, perfusion for 90 min (total 120 min), flow rate



800-900 ml/min, perfusate 60 ml/kg; cytostatics: cisplatin 50 mg/m? + doxorubicin 15 mg/m?. Sodium
thiosulfate (7.5 g/m? bolus + 25 g/m? infusion 12 h) was used for nephroprotection. ACT was started after 3-4
weeks. The platinum-free interval (PFI) was taken into account as a predictor of sensitivity: <6 months, 6-12
months, >12 months; no intergroup differences in the distribution of PFI were found (p>0.05). A subgroup of 16
patients showed a statistically significant decrease in ERCC1 (median 57.56% o 5%; p<0.01) and MLH-1 (9.11% o 0%;
p<0.01) expression after HIPEC in residual tumor, consistent with the potential impact of locoregional therapy on
markers associated with drug resistance. The safety profile of SDS/HIPEC was acceptable: no mortality,
myocardial infarction, or acute cerebrovascular accident was recorded within 30 days. The incidence of severe
(grade 3-4) systemic chemotherapy toxicity after HIPEC in 25 parameters did not have statistically significant
between-group differences (p>0.05), despite some numerical trends for rare events. Survival was assessed by the
Kaplan-Meier (log-rank) method and Cox regression. For disease-free survival, the global difference between the
groups did not reach significance (p=0.374). However, for overall survival, statistically significant differences were
found (p=0.016), with the most pronounced improvement in the SDS + HIPEC group: median OS 7.59 years, 1- /3-
/5-year OS 100% /85% /65%, respectively, compared with the control (median 3.98 years; 88.6%/55.2% /41.0%)
and the HIPEC group with PDS (median 3.47 years; 80%/60% /20%). The results obtained justify the feasibility of
differentiated use of HIPEC in the treatment structure of recurrent ovarian cancer, with an emphasis on its use
during secondary cytoreduction, as well as the need for further studies to clarify the indications, predictors of
efficacy and impact on quality of life.
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