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Mechanism of exacerbation of nonalcoholic fatty liver disease by the interaction
of animal lipid components
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In this study, we demonstrated at the cultured cell level that the
accumulation of saturated fatty acids and oxidized cholesterol, which are abundant in animal
products, in hepatocytes synergistically exacerbates liver injury. Among the oxidized cholesterol,
25-hydroxycholesterol (25-OH) was found to enhance the ER stress response induced by saturated fatty

acids and cell death via apoptosis in hepatocytes. In addition, the addition of 25-OH decreased
intracellular fatty acid unsaturation. Since endoplasmic reticulum stress is regulated by the
saturated/unsaturated fatty acid/unsaturated fatty acid ratio of the plasma membrane, it was

suggested that the change In membrane unsaturation caused by the addition of 25-OH enhanced
lipotoxicity.
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