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Establishment of the method evaluating the risk for idiosyncratic adverse drug
reactions.

Suzuki, Hiroshi

2,900,000

HLA-
B*57:01 7
HLA-B B*35:05

HLA
B*15:02

It has been indicated that genetic backgrounds of patients largely affect the
risk for idiosyncratic adverse drug reactions. The iInteraction between HLA-B*57:01 and abacavir was well
characterized and it might trigger immune reactions. We examined whether similar "HLA-drug" interactions
are observed in the case of seven combinations of HLA-B genotypes and drugs. As a result, only one
combination, B*35:05 and nevirapine, showed the strong interaction as observed in B*57:01 and abacavir.
It was assumed that nevirapine associates to the antigen presenting pocket of HLA molecule due to the
differences in primarg sequence of B*35:05 and its negative control. Indeed, the tendency of peptide
repertoire presented by B*35:05 changed in the presence of nevirapine. Refolding experiments using
denatured HLA protein also supported this interaction.

On the other hand, it would be need to consider different mechanisms of the interaction in other
combinations including B*15:02 and carbamazepine.
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