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Possible involvement of Schwann cell in the development of chemotherapy-induced
peripheral neuropathy and search for new therapies by drug-repositioning
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The novel essence of this study lies in the finding that dedifferentiated
Schwann cell-derived galectin-3 plays a pro-nociceptive role via macrophage infiltration in the
pathogenesis of taxane-induced peripheral neuropathy.

On the other hand, we demonstrated here that a phosphodiesterase 3 inhibitor, cilostazol, strongly
facilitates maturation of primary cultures of rat Schwann cells . Co-treatment with cilostazol
prevented paclitaxel-induced dedifferentiation of Schwann cell cultures and demyelination in a mixed

culture of Schwann cells and DRG neurons. Notably, consecutive oral administration of cilostazol
(0.3% in chow diets) suppressed Schwann cell dedifferentiation within the sciatic nerve and the
development of mechanical hypersensitivity in CIPN model mice generated by multiple intraperitoneal
injections of paclitaxel.
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Dedifferentiation of Schwann cells by taxanes participates in the chemotherapy-induced peripheral neuropathy pathogenesis.
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