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Evaluation of anti-cancer potential of a novel RANKL reverse signaling inhibitor
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We recently found that the RANKL reverse signaling pathway contributes to
osteoblast differentiation and bone formation, but the role of RANKL reverse signaling in the immune
system remains to be elucidated. In this study, we first found that subcutaneous inoculation of
B16-F10 or MC38 cells into RANKL mutant mice, in which RANKL reverse signaling is selectively
suppressed, delayed tumor growth compared to wild-type mice. In addition, we obtained modified
antibody-like molecules that inhibit RANKL reverse signaling. Administration of the construct
inhibiting RANKL reverse signaling to the MC38 subcutaneously-inoculated model suppressed tumor
growth as observed in the mutant mice. On the other hand, no additive effect was observed when the
antibody-like molecule was used in combination with anti-PD-1 antibody. Further studies will be
continued to identify the mechanism of action of inhibiting RANKL reverse signaling.
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