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Discussion on hepatocyte hypertrophy in preclinical drug safety evaluation

LIN Zhi, ZHANG Di, QU Zhe, YANG Yanwei, WANG Xue, LU Jianjun, HUO Guitao
National Center for Safety Evaluation of Drugs, National Institutes for Food and Drug Control, Beijing 100176, China

Abstract: Preclinical drug safety evaluation studies have often found that drugs can induce hepatocyte hypertrophy in experimental
animals, which may be accompanied by increased Iver weight or changes of the indicators of liver injury in serum. Recent studies
have shown that hepatocyte hypertrophy may be induced by many xenobiotics through a common mechanism of activation of the
nuclear receptors CAR (constitutive androstane receptor) or PPARa (peroxisome activated receptor alpha), and the machanism is
rodent-specific and is not related to humans. However, it is a common challenge for pathologists and toxicologists to clearly define
what is considered adverse or non-adverse (adaptive response) in the context of hepatocellular hypertrophy. In this paper, the
characteristics of hepatocellular hypertrophy were discussed from the definition, liver weights, clinical pathology and histopathology
changes, and the predictive risk of hepatocellular hypertrophy was evaluated by weight of evidence analysis.
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