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Development of support system for dosage adjustment to avoid drug-drug interactions
caused by fluoropyrimidine anti-cancer drugs

SAWADA, Yasufumi
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Fluoropyrimidine anti-cancer drugs cause the drug-drug interactions with
anti-epileptic drugs (phenytoin) and anticoagulants (warfarin). In this study, we conducted experiment
using HepaRG cells, and then elucidated the mechanism of this interaction. Also, we collected cases which
were co-administrated fluoropyrimidine anti-cancer drugs and phenytoin or warfarin, and constructed
pharmacokinetic-pharmacodynamic model that can represent the interaction. When used in combination with
fluoropyrimidine anti-cancer drugs, it is possible to predict a phenytoin dosage as not to vary the
phenytoin concentration using the constructed models.
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4 2

S-1 1 2 3 4 5 6

80 mg 0.88 0.70 0.60 0.55 0.64 0.80
100 mg 0.86 0.66 0.55 0.49 0.59 0.77
120 mg 0.85 0.63 0.51 0.44 0.55 0.75

250 mg/
15 ug/mL 60 kg

80 mg/ 4

92 113%
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