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1. Incepraliist pUCBsAY€HA BUPIIEHHIO aKTyabHOI IPOOJIEMU CYy4YaCHOI OHKOJIOTII — IIOKPallleHHs pe3yJIbTaTiB

KOMOIHOBAHOTO JIiKyBaHHs XBopux Ha PIII 3 cy6KIiHIYHMMU Ta MaHi(peCTOBAaHNMU IEPUTOHEAIbBHUMYU METACTa3aMuU

IIJISIXOM 3aCTOCYBaHHS KOMOIHOBaHOTI'O JIIKyBaHHS 3 BUKOPUCTAHHSIM BHYTPIilIHbOYEPEBHOI rinepTepmMiqHoi

ximiotepanii (HIPEC) B 6inypeKLiiHOMY pe>KuMi 3 ypaxyBaHHSIM (PaKTOpPiB iHTpanepuTOHealbHOIO METaCTaTUYHOTO

Kackany. Jlns peanisauii noctaBieHoi METH BUBYEHO pe3yJIbTaTH JIiKyBaHHS 475 xBopux Ha PIII 3 maHipecToBaHUMU

[IepUTOHEAIbHUMU METACTa3aMU UM PU3MKOM iHTpallepUTOHEAJIbHOTO peuuauBy. Y 226 XBOPUX AOCTiIKEHO

KJIiHiKO-MOpQ0I0TiuHi Ta MOJIEKYJIIpHi (pakTopu iHTpanepuToHeanbHoro peuuausy PIII nicss pagukanbHOro

xipypriunoro jsikyBaHHs. Y 200 xBopux Ha PIII i3 peanizoBaHMMU [IEPUTOHEATIbBHUMU METACTa3aMHU, SIKi OTPUMYBAJIN

CTaHJapTHE MajiaTMBHE JIIKyBaHHS, BUBYAIMCS MOXKJIMBOCTI cerperaiiii rpynu ojsliromeracratudnoro PIII

Kom6inoBany tepariio 3 Bukopctanusm HIPEC B 6igupexuiiHoMy pexxumi 3acTocoBaHo 49 xBopum Ha PIII 3



MaHi(peCTOBaHMMU YU CYOKJIIHIYHMMU [IepUTOHEATIbHUMU MeTacTa3aMu. biosloriuHi 3pa3ku XBOpUX
TOCIIiIPKYBaJINCS 32 OMTOMOTOI0 LIUTOJIOTIYHOTrO, TiCTOJIOTIYHOr0, iMyHOTICTOXIMIYHOTO METOZB,
iMyHO(E€pPMEHTHOTO aHaJi3y, a TAKOX 0i0JIOTiYHOro METO/Y BU3HAYEHHS PiBHS MTOKIHIB. Biepiue 3anpornoHoBaHO
IPEJUKTUBHY HOMOTPaMy PU3MKY iHTpanepuToHeanbHoro peuuausy PIII micsst paiukanbHOrO XipypriuHoro
JIiKyBaHHS, IO € iHCTPYMEHTOM [1JIs1 cerperallii rpyny XBOPUX 3 HEOOXiIHICTIO aI0BaHTHOI iHTpanepuTOHeaIbHO]
ximioTtepanii. Jocnimxkeno Briaus D2 nimdopaucekiii Ha pusuK iHTparlepuTOHEAIbHOTO peLUAUBY. BCcTaHOBIEHO
BiporinHuii 38130k E-kaarepuH abepantHoro tuny Pl (reHOMHOCTa6ibHUI MOJIEKYJISIPHUMN TUII) i3 pU3UKOM
iHTpaneprUTOHEAIIbHOTO PELUAUBY Ta HETaTUBHYM ITPOTHO30M XBOPUX. [lilTBEpIKEHO BipOTiAHY 3aJI€KHICTb
ininjauii nporpecysanns Pl Bin piBug YHII-0 B cynepHaTaHTax NePBUHHUX MYXJIMHHUX KYJIbTYP, & TAKOXK
(opMyBaHHS IIPO3aMNaJIbHOTO LIUTOKIHOBOTO iHTpaNepUTOHEalbHOro Npodiio Ta oro NiATPUMKY IpoLecy
iHTpanepuToHeanbHOro nporpecyBaHHd Pl napakpMHOBUM LIJISIXOM KJIITUHAMU OY€pPEeBUHU. BCTaHOBIIEHO
BiporigHuii 3B‘5130K MiXX piBHEM KOHLIEHTpallii B CyllepHaTaHTaxX Me30Telilo po3dnHHOI ¢ppakuii ICAM-1 Ha MOMEHT
PaJuKaJbHOIO XipypriyHOTo JIiKyBaHHS Ta BUKMBaHICTIO XBOPUX 6€3 iHTpanepruToHeasbHOro penuausy. Ha ocHOBI
KOHLIeMNlii iHTpanepuToHeasbHOr0 METACTAaTUYHOTO KaCcKay O6rpyHTOBAHO Ta BIeplle IPOLEMOHCTPOBAHO
kiiniyHy epexruBHicTs HIPEC B 6inupexuiiiHomy pexkxumi y xBopux Ha PII. CpopMyibOBaHO KOHLENTYaTbHUIA
aJITOPUTM NepCOHi(piKoBaHOro KOMOGIHOBAHOTO JIiKyBaHHS XBOpuX Ha PIII 3 cyO6kIiHiYyHMMY Ta MaHidpecToBaHUMU

INEPUTOHEAJIbBHUMU ME€TACTa3aMy, 1110 Ma€ YiTKe [IpaKTU4HE CIIPAMYBaHH.

2. The dissertation is devoted to solving the urgent problem of modern oncology - improving the results of
combined treatment of patients with gastric cancer with subclinical and manifest peritoneal metastases by
applying combined treatment with intraperitoneal hyperthermic chemotherapy (HIPEC) in a bidirectional mode
taking into account the factors of the intraperitoneal metastatic cascade. To achieve this goal, the results of
treatment of 475 gastric cancer patients with manifest peritoneal metastases or risk of intraperitoneal recurrence
were studied. In 226 patients, the clinical, morphological and molecular factors of intraperitoneal recurrence of
gastric cancer after radical surgical treatment were studied. In 200 patients with gastric cancer and realized
peritoneal metastases who received standard palliative treatment, the possibilities of segregation of the
oligometastatic gastric cancer group were studied. Combination therapy using HIPEC in a bidirectional mode was
applied to 49 patients with gastric cancer with manifest or subclinical peritoneal metastases. Biological samples of
patients were studied using cytological, histological, immunohistochemical methods, enzyme-linked
immunosorbent assay, and a biological method for determining the level of cytokines. For the first time, a
predictive nomogram of the risk of intraperitoneal recurrence of gastric cancer after radical surgical treatment
was proposed, which is a tool for segregation of a group of patients with the need for adjuvant intraperitoneal
chemotherapy. The effect of D2 lymphnode dissection on the risk of intraperitoneal recurrence was studied. A
reliable relationship between E-cadherin aberrant type of gastric cancer (genomically stable molecular type) and
the risk of intraperitoneal recurrence and a negative prognosis of patients was established. The probable
dependence of the initiation of progression of gastric cancer on the level of TNF-o in the supernatants of primary
tumor cultures, as well as the formation of a pro-inflammatory cytokine intraperitoneal profile and its support of
the process of intraperitoneal progression of gastric cancer in a paracrine manner by peritoneal cells, was
confirmed. A probable relationship was established between the concentration level in the supernatants of the
soluble fraction of ICAM-1in the mesothelium at the time of radical surgical treatment and the peritoneal
recurrence-free survival of patients. Based on the concept of the intraperitoneal metastatic cascade, the clinical
efficacy of HIPEC in a bidirectional mode in patients with gastric cancer was substantiated and demonstrated for
the first time. A conceptual algorithm for personalized combined treatment of patients with gastric cancer with
subclinical and manifest peritoneal metastases was formulated, which has a clear practical direction
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