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2. Antitumor efficacy of vaccinotherapy based on dendritic cells in combination with chemotherapy in the
experiment

Pedepar:

1. Inceprauiiina po60Ta NpUCBSIYEHA AOCTIIKEHHIO TPOTUITYXJIMHHOI Ta IMyHOMOY ISITOPHOI epekTuBHOCTI JIK-
BaKLMHU B KOMOiHalLlii 3 HUBbKMMHU 03aMU LuKIodocPaminy, JOKCOPYOiLMHY Ta UUCIIATUHY Ha MUIIAYUX
IYXJINHHUX MOJIeJIIX. Briepie npoBeeHo noeiHaHHs iMyHoTepanii Ha ocHOBi [JK-BaKIIMHYU Ta HU3bKUX 103
XiMioIpenapariB 3 METOIO IPOTUNYXJIMHHOI Teparii. BcTaHOBIeHO, 110 XiMiOiMyHOTEpaIlig Ha OCHOBI JJK-BakuuHU
Ta HU3bKUX [103 HUKI0Pocdaminy, ToKCOpyOilMHY Ta LUCIITIATUHY MA€ CYTTEBUI TPOTUITYXJIMHHUN Ta
iMyHOMOZYJIITOPHUI eeKTy NpH ii 3aCTOCYBaHHI Y TBApUH 3 NepellelyIeHO0 KapLIUHOMOIO JiereHi JIboic Ta
capkoMolo-37. BcTaHOBJIEHO, 110 XiMioiMyHOTeparlisl Ha OCHOBi JJK-BakIIMHY Ta JOKCOPYOILMHY B CYMapHii f103i 1
Mr/Kr a6o JJK-BakUMHY Ta UUCIIZIATUHY B CyMapHiil 1o3i 10 Mr/Kr cipusie 3HKeHHIOo piBHA ekcnpecii MPHK VEGF
ta TGF-beta y nyxyiMHHIN TKaHVHI. BUKOprCcTaHHS NOKCOPY6iLMHY B CyMapHii 1o3i 1 mr/Kr, nukiaodocdaminy B



CyMapHii 103i 8 MI/Kr ab0o LUCIJIATUHY B CyMapHil 103i 10 Mr/Kr y cxeMi ximioiMyHOTeparlii cipusie mifiBUILEHHIO
LIUTOTOKCUYHOI aKTUBHOCTI CIIJIEHOLIUTIB SIK 10 CUHT'€HHUX, TaK i aJIOT€HHUX KJIITUH-MilleHeln. Y TBapuH, 110
oTpumyBasnu nukiaopocdamiz B cymapsiit 7osi 8 mr/kr ta JJK-BakiyHy, BCTAHOBJIEHO 3MEHIIEHHSI CUCTEMHO]
iMyHOCYTIpecii Ta [IepeKII0YEeHH Ha KJIITUHHY IMyHHY BiAIOBiAb NJISIXOM 3HMKEHHS PiBHA ekcripecii MPHK TGFE-
beta, IL-10, IL-4 Ta nocunenHHs excnpecii MPHK IFN-gamma crieHouutamu. JJoBeneHo, o ecKaalis 1031
XiMiomnpenapariB He CIIPUYMHIOE NiiBUILEHHS e(EeKTUBHOCTI xiMioiMyHOTeparii. Hait6inbu onTuMaabHUMU
cxemaMu XimioiMmyHoTepanii € BukopucranHs JK-BakuuHu Ta nukiaodocdaminy B cymapHiit gosi 8 mr/kr, JK-
BaKLVHU Ta JOKCOPYOILMHY B CyMapHil f03i 1 Mr/kr a6o JJK-BakMHM Ta UUCIUIATUHY B CyMapHil 1103i 10 Mr/Kr.

2. The thesis was dedicated to investigate the antitumor and immunomodulatory efficacy of DC-vaccine in
combination with low-dose cyclophosphamide, doxorubicin and cisplatin in murine tumor models. The
immunotherapy based on the DC vaccine and low-dose chemotherapy was first combined for antitumor therapy in
this study. Combined therapy based on DC-vaccine and low-dose cyclophosphamide, doxorubicin and cisplatin
had significant antitumor effect in animals with transplanted Lewis lung carcinoma and sarcoma-37. We had found
that combined therapy based on the DC-vaccine and doxorubicin at a total dose of 1 mg/kg or DC-vaccine and
cisplatin at a total dose of 10 mg/kg had decreased VEGF and TGF-beta mRNA expression levels in tumor tissue.
This may indicate the anti-angiogenic effect of treatment and weakening of local immunosuppression. It was
determined that doxorubicin at a total dose of 1 mg/kg or cisplatin at a total dose of 10 mg/kg with DC-vaccine
reduced systemic immunosuppression and enhanced IFN-gamma mRNA expression of spleen cells. For animals
treated with cyclophosphamide at a total dose of 8 mg/kg and the DC-vaccine was identified weakening of
systemic immunosuppression and, probably, switch to the cellular immune response by decrease of TGF-beta, IL-
10, IL-4 mRNA expression levels. It was established that escalation of chemotherapy dose did not increase
efficiency of chemoimmunotherapy. The most optimal schemes of combined therapy were DC-vaccine and
cyclophosphamide at a total dose of 8 mg/kg, DC vaccine and doxorubicin at a total dose of 1 mg/kg or DC-
vaccine and cisplatin at a total dose 10 mg/kg.
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