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Analysis of idiosyncratic drug toxicity using mitochondria isolated from an animal
model of metabolic syndrome
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Although it has been suggested that underlying disease could be a nongenetic risk
factor for idiosyncratic drug-induced liver injury (DILI), little is known about the mechanisms that
determine the increased sensitivity to DILI. In addition to patient risk factors, drug related risk
factors including mitochondrial toxicity have also been proposed to explain the complex mechanisms of
DILI. The objective of this study was to determine whether the fatty liver in tgpe 2 diabetes (T2D) is
more susceptible to mitochondrial permeability transition (MPT), characterized by swelling and membrane
depolarization that are associated with DILI. Our result showed that T2D enhanced susceptibility to
drug-induced MPT. We also demonstrated that the liver mitochondria isolated from T2D mice had increased
oxygen consumption stimulated by an uncoupler compared to normal liver mitochondria (NLM). It might be a
useful tool to predict DILI in T2D patients, because its sensitivity to drug is different from NLM.
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