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Study of the COX-independent mechanisms in the efficacy of prevention for colon
carcinogenesis by NSAIDs
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Sulindac sulfone is the metabolite of sulindac, a non-steroidal
anti-inflammatory drug (NSAID), without anti-inflammatory activity. Sulindac sulfone has been
reported to significantly reduce colorectal adenomatous polyps in clinical trials.

In this study, we showed for the first time that sulindac sulfone directly bound to
voltage-dependent anion channel (VDAC) 1 and 2. Moreover, we found that sulindac sulfone induced
cell cycle arrest and suppresses the mTORC1 pathway by binding and functionally inhibiting VDACs.
There is a possibility that the VDAC might be one of the target molecules of sulindac sulfone for
pharmacological actions, including chemopreventive effects against colon cancer.
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