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Improvement of immunotherapy for human osteosarcoma by HDAC inhibitor

HEREKRE

IWARA  BEmAd (YAMANEGI KOJI)

REEERIKE - EFE - 60

MEEES : 00434944

MRERCR OBE (Fis0) @ sodium valproate(VPA)ﬁZEib‘ X OY Hydralazine(Hy) & Off 1 &

% Fas 8L UYNKG2D #4717 5 OS ORI RIET A Z KR L 7-. VPA & Hy OO I3
A Fas B X O MIC OB A2 US4, sFas(10-40%)<° sMICUR K 30%F2 %) 2 A 128
DpEE FEI N0 LD Fas HilkEB L OV NKG2D %z L7= OS OHMfRsE 2 A & (8N
7~ B MMP9 728 sMIC BB IR 5 L TW\WbD Z & 2l L7-. BLEDF B L v, DNA
AFIACBEAIE & A R VLT 2 F AL ER O OF L OS O HUlE R s Mifa iz x5 2 sz vk
NS Z ED0RENTZ. VPAIZT TITH TADARRE LT, £7- Hy IZBEAE L TEL
WIS &, 2t s BEBEEIT T CICHRR STV, SRR LEREIXZOHENT
HDHZEMND, NME~OEEN DI, D ORINC 0S OIRFEIZISHATEETH S Z E NI
76

WFFER R OBEEE (337) : We investigated the effects of valproic acid (VPA) (a histone deacetylase
inhibitor) in combination with hydralazine (Hy) (a DNA methylation inhibitor) on expression of
cell-surface Fas and MHC-class I-related chain molecules A and B (MICA and B), which are ligands of
NKG2D, and on production of their soluble forms in HOS, U-2 OS and SaOS-2 human osteosarcoma
cells. VPA showed no significant effect on expression of Fas on surface of osteosarcoma cells while Hy
increased it and their combination showed the more increasing effect. VPA decreased the production of
soluble Fas by osteosarcomas cells but Hy increased it and VPA reduced the increasing effect of Hy.
VPA or hydralazine increased expression of cell-surface MICA and B, and their combination induced its
further increase. VPA inhibited the production of soluble MICA and B in osteosarcoma cells and the
inhibitory effect of VPA did not affected by Hy, which alone showed no significant effect. VPA and Hy
enhanced Fas-mediated cell death and susceptibility to NK cells on osteosarcoma cells and their
combination showed the more augmenting effect. These results suggest that combined administration of
VPA and hydrazine may be useful for enhancing the therapeutic effect of immunotherapy for
osteosarcomas.
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