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DISCLAIMER: Readers are advised that decisions regarding drug therapy must be based on the independent judgment of the clinician, changing information about a drug (eg, as reflected in the literature and manufacturer's most current product information), and changing medical practices.
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Title Fosphenytoin-Phenytoin / Isoniazid
Dependencies
¢ Phenotype: This interaction may be of greater magnitude and significance in patients with impaired isoniazid metabolism (ie, those with N-acetyltransferase 2 [NAT2] polymorphisms).
Risk Rating C: Monitor therapy
Summary Isoniazid may increase the serum concentration of Fosphenytoin-Phenytoin. Severity Moderate Reliability Rating Good
Patient Management Monitor for increased phenytoin concentrations and toxicities if fosphenytoin or phenytoin is combined with isoniazid. Fosphenytoin/phenytoin dose adjustments may be needed.
Fosphenytoin-Phenytoin Interacting Members Fosphenytoin, Phenytoin
Discussion Significant increases in serum phenytoin concentrations, as well as signs and symptoms of toxicity, have been reported in several studies and case reports when isoniazid was added to phenytoin therapy.!23458.7.83 Thjs
interaction has occurred within days of isoniazid initiation in some cases, and up to several weeks after treatment initiation in others. Additionally, the risk for phenytoin toxicity with this combination appears to be greater in patients with
impaired isoniazid metabolism (ie, those with N-acetyltransferase 2 [NAT2] polymorphisms).5:7-8:3

Prescribing information for both phenytoin and isoniazid state that isoniazid may increase phenytoin concentrations.®! Monitor phenytoin concentrations when these agents are combined and adjust phenytoin doses as needed.1%:11

The mechanism of this interaction has not been fully investigated, but isoniazid-mediated inhibition of CYP enzymes responsible for phenytoin metabolism may contribute. It has also been proposed that the higher isoniazid
concentrations observed in patients with impaired isoniazid metabolism may lead to greater inhibition of phenytoin metabolism.812
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