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The aim of this work was to profile gastrointestinal and systemic concentrations of 

itraconazole after intake of a marketed cyclodextrin-based solution of itraconazole (Sporanox®) 
with or without a glass of water. A crossover study was performed with 5 healthy volunteers (21-
27 years old, 3 males and 2 females). The aspiration catheter was introduced via the nose and 
positioned into stomach and duodenum by fluoroscopy. The Sporanox® solution (20 mL; 200 mg 
itraconazole) was administered in two conditions: (i) with 240 mL water and (ii) without water. 
Subsequently, gastrointestinal fluids were time-dependently aspirated during 180 minutes. In 
parallel, blood samples were collected during 24 hours, for the determination of the systemic 
exposure of both itraconazole and the main active metabolite, hydroxy-itraconazole. 
Itraconazole concentrations in gastrointestinal fluids were quantitated using HPLC-UV, while 
systemic concentrations were analyzed using UPLC-MS/MS. The mean AUC0-3h of duodenal 
itraconazole concentrations was 6.6-fold higher when Sporanox® was administered without 
water. In addition, less precipitation was observed in the test condition without water (mean: 
44.9% vs. 77.7% precipitated fraction), likely caused by a higher concentration of cyclodextrins. 
In contrast, the intake of water did not affect plasma concentration-time profiles for (hydroxy-
)itraconazole, in terms of AUC0-8h, Cmax and tmax. This work demonstrates that a large impact of 
water intake on the intraluminal behavior of a cyclodextrin-based solution of itraconazole does 
not lead to differences in systemic exposure. Currently, we are investigating the hypothesis that 
inclusion of itraconazole in cyclodextrin complexes, enhanced in the absence of water, reduces 
the free fraction that is available for permeation.  

 


