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Title Vitamin K Antagonists / Fluconazole Pt

Risk Rating D: Consider therapy modification

Summary Fluconazole may increase the serum concentration of Vitamin K Antagonists. Severity Major
Onset Delayed Reliability Rating Excellent

Patient Management Consider an empiric reduction in warfarin dose (of 10-20%) together with exira
monitoring of warfarin response (i.g., INR testing. signs/symptoms of bleeding) to guide any further dose
adjustment. One simulation study has suggested that larger dose reductions may be necessary, but that
gradual warfarin dose reductions are superior to an immediate decrease to the predicted dose
requirement. Increased monitoring for increased therapeutic ftoxic effects of vitamin K antagonists is
critical whenever using fluconazole in combination. Itraconazole, ketoconazole, and posaconazole might
affect the anticoagulant less than fluconazole.

Vitamin K Antagonists Interacting Members Acenocoumaral, Phenindione, Warfarin®

* Denotes agent(s) specifically implicated in clinical data. Unmarked sgents are listed because they have properties similar to marked
agents, and may respond so within the context of the stafed interaction.

Discussion Combined use of fluconazole with warfarin was associated with approximately a 2-fold
increased odds of hospitalization for gastrointestinal bleeding (compared to warfarin plus cephalexin) in
a case-tontrol study of Medicaid data for over 300,000 warfarin users.” The time period of greatest risk
for hospitalization was 11-15 days after fluconazole initiation. A study in patients receiving low-intensity
warfarin therapy who were given fluconazole (100mg daily x 7 days) reported an average 39% increase
in prothrombin time (PT) by day 8.% Though no bleeding episodes were noted in the study, fluconazole
therapy was stopped early in 3 patients due to excessively high PT values. The area under the
prothrombin time curve (PT AUC) (as a measure of clinical warfarin effect), over 166 hours, was
increased 10% t0 100% in 13 normal subJects receiving a single dose of warfarin (13mg) following a 7-
day course of fluconazole (200mg daily).- A similar study using pseudoracemic warfarin found a 44%
increase in the PT AUC * A study examining the impact of a single fluconazole dose on warfarin
response found, on average, only & modest increase (34%) in prothrombin time (PT) at 5 days after a
single dose of fluconazole (130mg) in a group of & women who had been on stable warfarin therapy for
at least & months, but 3 of the & women did experience either an INR over 4 or a bleeding episode
requiring a decrease in warfarin dose. > Numerous cases of bleeding due to this presumead interaction
have also been reporied 8729
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