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Immunotherapy with HDAC inhibitor against malignant glioma

SATO, Hidemitsu
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Valproate(VPA) is an anti-epileptic agent with abilities of a histone deacetylase
inhibitor (HDACi) which enhances immune response. Recent studies suggest that VPA is associated with
improved survival in glioblastomas (GBMs). We examined the immunological mechanisms of VPA against GBMs.
VPA emphasized the cytotoxic activity against GBM cell line by stronger expression of immune related
surface markers like major histocompatibility complex (MHC) class | resulted in enhanced expression of
glioma antigens.

Moreover, we examined the influence of VPA against the methylation of
06-methylguanin-DNA-methyltransferase (MGMT) promotor by pyrosequence analysis. In our study, VPA did not
have adverse influence of temozolomide resistant activity in GBMs. Taken together, we suggested that VPA
might be recommended to use for combined therapy of temozolomide and immunotherapy against GBMs.
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Fig. 1b: VPA alone
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The average methylation level (%) of
3 glioma cell lines (198G, U251MG, USTMG)
VPA O0mM 2mM 4mM 8 mM
U251MG 64.2 62.8 64.3 62.7
UsIMG 721 68.4 69.9 65.4
T98G 36.3 38.6 38.3 31.3
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