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Investigation of the pathogenic mechanisms of clozapine-induced agranulocytosis
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Clozapine-induced agranulocytosis (ClIA)/clozapine-induced granulocytopenia

(CIG) (CIAG) is a life- threatening event for schizophrenic subjects treated with clozapine. To
date, the pathogenic mechanisms of CIAG remain largely unknown. Recent studies suggested
immune-mediated mechanisms were involved in CIAG. Therefore, we evaluated the clozapine-induced
lymphocyte proliferation using peripheral blood mononuclear cells of CIA patients to determine
whether T-cell-mediated allergic reactions were involved in the pathogenesis of CIA. We compared the

lymphocyte proliferation between CIA and tolerant control patients. The lymphocyte proliferation of
CIA patients was increased compared with that of tolerant control patients. Although our results
suggested immune-mediated mechanisms were involved in CIA, further investigations using more cases
are warranted to ascertain this trend in clozapine-induced lymphocyte proliferation in CIA.
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