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Construction of in vitro methods to predict the onset of HLA-mediated
idiosyncratic drug toxicity
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The onset mechanism of HLA-mediated idiosyncratic drug toxicity has been

unclear, and hence appropriate prediction methods have not been established. Here, we showed that in
keratinocytes derived from HLA-B*57:01 transgenic mice, stress-responsive MAPK pathway was

activated by abacavir, followed by the activation of dendritic cells. Next, we constructed an in
vitro method for predicting conformational changes of HLA complex associated with drug exposure
using phage display. Furthermore, from in silico computer simulations and in vitro analyses, we
clarified that the structural stability of HLA complex, which is associated with drug
hypersensitivity and/or toxicity, was relatively low.
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