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Strategy for avoidance of adverse drug reaction caused by obese
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It has received a lot of attention that the role of chronic inflamation of
the liver on the obese and that inflamatory cytokines affect drug metabolism. We have assessed the
impact of inflamation of the disposition of fentanyl in obese using adjuvant arthritis model (AA

rats). The intravenous study indicated that arthritis did not influence fentanyl concentration,
although fentanyl distribution decreased in parallel with the body fat decrease in AA rats. After
transdermal administration, the dose-adjusted fentanyl concentration was significantly decreased in
AA rats, indicating that the skin contributes to fentanyl metabolism, and that arthritic status is
one of the factors contributing to inter-individual differences in fentanyl concentration, when
fentanyl is administered via a transdermal delivery patch.
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