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Mechanisms of delazgd elimination and decreased plasma protein binding of
anticancer drugs which are mainly eliminated via the liver in cancer patients

with severe renal failure
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The area under the plasma unbound concentration-time curve (AUCu) of SN-38
in patients with severe renal failure was 4.38-fold higher than that in normal kidney patients. This
might be a cause of prolonged neutropenia observed in these patients. Decreased hepatic uptake
clearance of SN-38 and the higher unbound fraction of SN-38, partly because of the inhibition of
SN-38 protein binding by uremic toxins might be causes for the high AUCu of SN-38 in such patients.
PBPK modeling indicated substantially reduced influx of SN-38 into hepatocytes and approximately
one-third irinotecan dose for patients with severe renal failure to produce an unbound concentration

profile of SN-38 similar to normal kidney patients.
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