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The mechanism of drug-induced phospholipidosis is unclear. Among hypotheses proposed, two were
examined in the present study: i) excessive cellular uptake of phospholipids and ii) neutralization of
acidic vesicles by drug accumulation. Phospholipid content in the cells increased by treatment of
phospholipidosis-inducing drugs as measured by Dil phospholipid probe. Increased cellular
phospholipid accumulation did not decrease following treatment with inhibitors of taking-up pathways.
Regardless of their phospholipidosis-inducing potential, drugs characterized by a high pKa value
effectively accumulated in liposomes. This accumulation caused an upward shift of the interior pH of
liposomes, which was independent of phospholipidosis-inducing potential of drugs.
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