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Abstract: Objective To optimize fluconazole dosing regimen for treating confirmed Candida infections in
patients undergoing continuous hemodialysis.  Methods Based on the pharmacokinetics/pharmacodynamics
(PK/PD) model of fluconazole, Monte Carlo simulation (MCS) was used to evaluate different dosing regimens

and determine the optimal dosing strategies for patients with renal failure under different dialysis modes.  Re-

sults (D MIC(minimum inhibitory concentration)-based dose adjustment: Under continuous venovenous he-
mofiltration (CVVH), recommended doses were 50 mg/d for MIC <C0. 5 mg/L, 100 mg/d for MIC=1 mg/L,
200 mg/d for MIC=2 mg/L, and 400 mg/d for MIC=4 mg/L to achieve the therapeutic target. Under contin-
uous venovenous hemodiafiltration (CVVHD), doses required to meet therapeutic needs were 200 mg/d for
MIC <<0.5 mg/L, 400 mg/d for MIC=1 mg/L, and 800 mg/d for MIC=2 mg/L. @ Strain-specific dose ad-
justment: For Candida albicans, 50 mg/d under CVVH and 200 mg/d under CVVHD (1 L/h or 2 L/h) were
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required. For Candida parapsilosis/Candida tropicalis, 200 mg/d under CVVH, 400 mg/d under CVVHD (1

L/h), and 800 mg/d under CVVHD (2 L/h) were necessary to achieve therapeutic targets.

Conclusion Con-

tinuous hemodialysis accelerates fluconazole metabolism, necessitating appropriately increased dosing to meet

antifungal therapeutic requirements in these patients. Individualized dosing should also consider Candida species

and drug resistance.
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