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[Abstract]

Ticlopidine, a well-known antiplatelet agent, has been reported as a common cause of hepatotoxicity
and severe cutaneous adverse reactions. The metabolism of ticlopidine is complex because of extensive
oxidation in the liver. It is of interest to identify the metabolite which is likely to be responsible for the
adverse reactions. Since a strong association between ticlopidine-induced adverse reactions and
HLA-A*33:03 has been observed, binding of ticlopidine-related compounds to HLA-A*33:03 must be
important for the onset of the adverse reactions. In this study, using the three-dimensional structure of
HLA-A*33:03 constructed by homology modeling, the binding modes and affinities between various
ticlopidine-related compounds and HLA-A* 33:03 were simulated by docking simulations. The result has
indicated that ticlopidine S-oxide dimer should be mostly responsible for the toxicity.
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