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Background

m |traconazole, a triazole oral antifungal (capsules, oral solution)
is a highly lipophilic weak base with variable absorption.

= |t has one bioactive metabolite: hydroxy-itraconazole. .

Simulations

= Monte Carlo simulations (n=1,000) for several doses were

) o Capsule 5 mglkg daily . Oral Solution 5 mglkg daily
= Used for treatment of Allergic Bronchopulmonary Aspergillosis
in cystic fibrosis (CF) and for prophylaxis in bone marrow = _
transplant (BMT) patients. é’ 94 -
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= Patients swapped from capsules to oral solution for 3 doses. Figure 1: Si of the current dosing reg Panels shows the medi
itraconazole (black) and hydroxy-it zole (grey) pl ations at
[ s A . steady-state for both capsule and oral solution for tively including the
= Minimum of 4 fmger prICk samples per patient. 10-90% percentile range (broken lines). The target concentratlon is |Ilustrated asa
red line.
Results | _
30, Capsules vs. DralSnluhonllngfkgmcedallyH 104 Capsules vs. Oral Solution 5 mglkg twice daily
m Demographics and data 2 é.
o 229 blood samples from 49 patients £ 25 i
-] — 4 - i (median;
o Median dose: 5.4 mg/kg (1.5 -12.5 mg/kg) £ T omiraga £ 20 B shrayaban
o Median itraconazole concentration: 0.26 mg/L g‘y 8 s
o Median hydroxy-itraconazole concentration: 0.53 mg/L g % A
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Characteristics Numbers [median (range)] g . il )
Disease (CF/BMT) 29/20 g
Gender (F/M) 19/30 = 24 48 T2 9% 120 14 168
Tlmeth] Time [hll
Age (y) 8 (0'4 B 30) (5 CF adUItS) Figure 2: Simulated tion-time profile of i le over 7
Weight (kg) 29.3 (6.8 - 83.5) days of 10 mgl/kg once dally and 5 malkg twice daily after either the capsule (triangle)
L . or the oral solution (round) formulation. The target concentration is illustrated as a red
Co-medications per patient 12.5 (3-27) line.
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Pharmacokinetic Parameters Mean (BSV CV%b) Dosing Schedule ksl
Figure 3: Chance of g the peutic target range for itraconazole
Clyo/F (L*h-1) 35.5 (68.8) TveL= 8,x(WT/70)**0.75 (Crminss = 0.5-2 mglL) with different dosing schedules and p t of patients at risk of
VigalF (L) 672 (75.8) tw = 8,~w/70) toxicity at these doses. b.d. = twice daily, d = once daily, t.d.s. = three times daily
Chl(FFriy) (L*h D) 106 (73.9) Conclusions
Vu I(F*Fry) (L 5.29 . . . .
m/( w (L) = With current dosing regimen (5 mg/kg once daily) less than 20%
F.el (capsules/oral solution) 0.55 (61.1) of patients will achieve the target concentration (Figure 1,3).
Ka cap (1) 0.09 = Twice daily dosing preferable over daily dosing (Figure 2).
-1 . .
Kaos (N1 0.96 m 7.5-10 mg/kg of solution and 10-12.5 mg/kg of capsules twice
tiag () 0.31 daily would provide most patients with target success (Figure 3).
RUV_'"a/ RUVy (CV %) : 49.9 / 4_7'1 = High inter-patient variability confirmed previous data in CF®,
No difference between CF and BMT was found, Fry was fixed to 1, Correlation between Clyya/F and Viya/F was 0.69 Ieukaemia and BMT(g) patients.
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