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Analysis of mechanisms underlKing chemotherapy-induced peripheral neuropathy and
screening its prophylactic/therapeutic drugs
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In this study, we found that taxane-based anti-cancer drugs are involved in
the induction of chemotherapy-induced peripheral neuropathy (CIPN) through the dedifferentiation of
periaxial Schwann cells and increased release of galectin-3, which induces macrophage infiltration
into the peripheral neurons. Thus, we screened drugs that are capable of inducing Schwann cell
differentiation from several drug/compound libraries, and successfully obtained several candidates,
including PDE inhibitors and other compounds. In addition, we confirmed that these candidate drugs
prevent Schwann cell dedifferentiation and mechanical hypersensitivity in a mouse model of
taxane-induced CIPN. Furthermore, by using analysis of adverse event big data FAERS, we searched for

concomitant drugs that can inhibit CIPN, and selected several candidate drugs. We confirmed that
some of them were effective in the CIPN mouse model.
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