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Pedepar:

1. Incepranis NpUCBsAYEHA aKTyaIbHill IPO6JEeMi OHKOJIOTI] - po3po0Li IIJISXiB OTPUMaHHS QYHKIiOHAIBHO aKTUB-
Hux JIK, CTBOPEHHIO IPOTUNYXJIMHHUX BaKLMH Ha iX OCHOBi, OOIPYHTYBAHHIO 3aCTOCYBAaHHS Ta JOCJiIPKEHHIO
eeKTUBHOCTI CTBOPEHUX BaKLMH Y JiKyBaHHI xBopux Ha HJIPJI Ta PS. CTBOpeHi NpOTUIYXJIMHHI BaKL[MHU Ha
ocHoBi JIK ta KATIK (JIGITK MJIQIIK, JITIK, JITIKLLJ), siki BUkaAuKaoTh akTualio JJK 3a deHoTunoBumu ta
IUTOMOP(OJIOTIYHMMY O3HAKAMU. Y €KCIIEPUMEHTAIBHUX NOCIIiIKEHHSIX BCTAHOBJIEHO, 1[0 BAKLMHOTEPAIis Ha
ocHOBi JIK € fieBUM MeTOLOM raJlbMyBaHHSI PO3BATKY METACTa3iB Ta POCTY IEPBUHHUX ITyXJIVH, IiIBULEHHS
eeKTUBHOCTI 5IKOi MOKe O0yTH 3a6e31e4eHo 3a paxyHoK ii 3actocyBaHHs B pexkuMi XIT y noegHaHHi 3 HUBBKUMU
nozamu LIO ta IFN-ramma. BuzHaueHi Hali6inbl e(peKTUBHI LJISIXY BBE€J€HHS BaKIIMH Ha OcHOBI JIK - B/11 Ta B/B.
BcranosneHo, mo JK XBOpYX Ha 3J105KiCHI HOBOYTBOPEHHS XapaKT€PU3YIOTLCA MiIBUILEHMM BMiCTOM YaCTKOBO

3pisIUX KJIITMH, BCTAHOBJIEHA [IPMHLIAIIOBA MOXJIMBICTD iX reHepalii Ta peryssnii in vitro pyHKuioHaIbHUX



BJIACTMBOCTE MIJIIXOM 3aCTOCYBaHHS KoMb6iHanii IFN-rama 3 aronicrom TLR LPS Ta IIJI B. subtilis.Po3po6seHi Ta
arpo60BaHi cCxeMU 3aCTOCYBAaHHS CTBOPEHUX BaKIMH Ha OCHOBI JIK B KOMILJIEKCHOMY JiikyBaHHI XxBopux Ha P4 III-IV
cragii Ta HIPJI IIB-1IIA cTtazii. BctaHOBIEHO, 1110 BaKLIMHOTEpAaIIis Ha OCHOBI JIK cIipusie CyTTeBOMY MOKPAILEHHIO
pe3yJbTaTiB ix JiKkyBaHHs. BusHaveHi imyHosioriuni Mapkepu (piBeHb exkcrpecii MPHK TGF-6eTa, KisbKiCTb
CD4+CD45RO+ kyiTuH-Iam’sITi B HUPKYJIALii, criBBigHOMEHHS KisibKocTein CD3+ niMmdouunrtis, mo nponykyoTs [FN-

rama Ta IL-4) Ta TepMiHu poBeeHHs iIMyHOMOHITOpUHTY e(peKTUBHOCTI BakljMHOTepanii Ha ocHoBi [IK.

2. The thesis is devoted to the top problem of oncology - development of the ways to obtain functionally active
dendritic cells (DCs) and antitumor DC based vaccines, the rationale for their use and study of the effectiveness of
vaccines in the treatment of non-small cell lung cancer (NSCLC) and ovarian cancer (OC) patients.Cancer vaccines
based on DCs and components of devitalized tumor cells (CDTC) - lyophilized tumor cells (LPTC), modified (M)
LPTC, lysate of tumor cells (LOC), LOC obtained under the influence of cytotoxic lectins (CL) of B. subtilis have
been created. MLPTC has ability to activate DCs changing their phenotype, functional and cytomorphological
properties. Modification triggers an increase of the LPTC microparticles surface asymmetry and the level of free
radicals in tumor material by 100 times. DCs incubation in the presence of MLPTC for 4 h enhances their
phagocytic activity by 24%. In experimental studies found that DCs based vaccine therapy is an effective method
for metastasis burden decreasing and primary tumor growth inhibition. The most effective vaccines are DCs
loaded with MLPTC and DCs loaded with LOCCL. Inoculating of DCs loaded with MLPTC or LOCCL contributes
significant inhibition of the metastatic process: index of metastasis inhibition was 66-95% in mice with Lewis lung
carcinoma after removal of the primary tumor and 99% in mice with B16 melanoma. Efficacy of DCs based vaccine
therapy could be increased by optimizing the method of DCs loading by CDTC and choice of ways of DCs cells
inoculation, and by combination of DCs vaccine with low doses of cyclophosphamide (CP) and interferon (IFN)-
gama in the chemoimmunotherapy (CIT) regimen. Index of metastasis inhibition is 99% when CIT were used vs
45% when DCs vaccine was used and 95% when DCs vaccine were used in combination with CP. The most
effective ways of DCs vaccines inoculation are intravenous (i/v) and intradermal (i/d). It was revealed that DCs of
NSCLC and OC patients are characterized by an increased content of partially mature cells - reduced quantity of
CD83+, CD86+,HLA-DR+ DCs in cancer patients DCs cultures in comparison with DCs cultures of healthy donors,
intact mRNA expression of CCR7, reduced capacity for bioactive IL-12 production, increased levels of
immunosuppressive molecules TGF-gama and IDO, which is significantly reduced at the stages of immunotherapy.
Platinum based chemotherapy in OC patients adversely affects myeloid DCs maturation in 35% of cases. Violations
observed in phenotypic maturation of DCs within 2 months after the chemotherapy. Possibility of DCs generation
from monocytes of cancer patients and regulation of their functional properties by IFN-alfa with toll-like receptor
(TLR) agonist has been shown. The combination of two activating signals - IFN-alfa and lipopolysaccharide (LPS)
has no advantages in inducing of phenotypic maturation of monocyte derived 50 DCs versus activation only via
LPS, but significantly affects cytokine and chemokine producing potential causing the dominance of
proinflammatory potential (increased mRNA expression of IFN-gama, TNF-beta, RANTES and MIP-1).The schemes
of DCs based vaccine therapy of patients with NSCLC IIIA stage and ovarian cancer (OC) IIB and III-IV stage have
been elaborated. Vaccines were administered in the adjuvant setting after standard treatment to prevent
recurrence and metastasis. The course of vaccine therapy consists of 4 DCs vaccine i/v inoculations with monthly
interval followed by immunomonitoring after 1 month after each injection. Vaccine therapy contributes
significantly to improving the results of NSCLC and OC standard treatment. Thus, during the 5-year follow-up
period DC based vaccine increased the overall survival of patients with NSCLC by 25% (HR 0.47; 95: CI = 0.9-0.74),
disease-free period - by 26% (HR 0.38; 95: CI = 0.24-0.61) in patients with OC - by 35% (HR 0.42; 95: CI = 0.23-0.77)
and 30% (HR 0.54; 95: CI = 0.31-0.92), respectively. DCs based cancer vaccines are an effective modulator of the
immune system of between Thl- and Th2- type of immune response have been occurred. Prognostic significance
of immunological parameters - TGF-gama mRNA expression level, the number of CD4+CD45RO+ cells in
circulation, the ratio of CD3+IFN-gama+/CD3+IL-4+ after incubation with CDTC has been revealed. Their value as
specific immunological markers for predicting clinical efficacy of DC based vaccine therapy in patients with NSCLC
has been proved.
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