
•  VRC AUC12h and Cmin are significant predictor of antifungal response 
after oral  (p < 0.03, OR = 2.5 CI95 1.1-5.7 ) but not after iv administration 
of the drug (p = 0.9) 

•  Cmin or AUC12h and time of exposure revealed a stronger correlation with 
antifungal response (p < 0.0001, OR = 3.1 CI95 1.4-6.6)  

•  A significant association between AUC12h, Cmin or Cmax and neurotoxicity 
(p < 0.0001) was observed, independently of the time of exposure and 
the route of administration. 

•  The logistic regression model associates  
a probability  of successful outcome of  
82 % at a concentration of 1 mg/L and  
93 % at 4 mg/L, the 5 mg/L level being 
 however linked to a 20 % probability  
of neurotoxicity  

•  An oral dosage regimen of 300 mg twice daily is better suited than the 
currently recommended dosage of 200 mg twice daily to achieve drug 
concentration within the therapeutic range of 1-5 mg/L to optimize  
efficacy and safety outcomes  

•  The large variability in VRC absorption and elimination suggests the need 
of TDM to identify individuals with inappropriate exposure in order to 
adjust their dosage regimen.  
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Representation of the logistic regression model predicting the probability of therapeutic outcome (solid line) and of neurotoxicity (dashed line) as a function of VRC 
concentration. The vertical dotted lines indicate the 1 to 5 mg/L therapeutic interval proposed. 


