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Mechanistic analysis of hand-foot syndrome associated with kinase inhibitors
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Hand-foot syndrome is an adverse reaction frequently observed in patients administ
ering some tyrosine kinase inhibitors (TKIs), which sometimes becomes too severe to continue the therapy.
Although we had originally hypothesized that the syndrome is caused by a single inhibition of FLT3, this h
ypothesis turned out to be implausible when we considered the information of newly developed TKIs which be
came available after the start of this research. Analyses based on currently up to date information have s
uggested that VEGR inhibition is a common factor for the syndrome and that simultaneous inhibitions of CSF
1R and VEGFR suppress the onset. On the other hand, FLT3 inhibition was considered to negate the suppressi
ve effect against the onset which could be achieved by CSF1R inhibition.
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