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Biomarker of immunotherapy using zoledronate-expanded gamma-delta T cell

Izumi, Hiroki
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Expanded Vy 9Vd 2T cells demonstrate tumor cytotoxicity, which was enhanced
by ZOL concentrations and Effector/ Target cell ratio. Zoledronate upregulate the expression of
HMGCR, one of enzyme in mevalonate pathway, as well as FPP synthase inhibition, resulting in
enhancement of Vy 9Vd 2T cell-mediated cytotoxicity. In addition, erlotinib, an EGFR inhibitor also
upregulate the expression of HWGCR and FDPS. However, the knockdown of EGFR does not demonstrate
synergistic enhancement of Vy 9Vd 2T-mediated cytotoxicity in combination with zoledronate. There
seems not to be relationships between types of oncogenic drivers and ZOL-induced Vy 9Vvd 2T cell
mediated cytotoxicity. It still remains to be clarified which factor is predictive biomarker of Vy

9vd 2T-utilizing immunotherapy.
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