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adults after 480 mq oral dosing, at fasted state (orange), fed state (blue)
and fed state with concomitant administration of the CYP3A4 inhibitor
ketoconazole (red). Clinical observations are represented by dots (mean
+ SD) while the solid lines represent simulations for a typical adult
individual.

schedule (b.i.d. 3d) cannot be applied for adequate treatment

Figure 1. Schematic overview of project: Ilumefantrine model of malnourished children (Table 1).

development using a middle-out strategy in adults, pediatric population
generation at non-malnourished and malnourished states and
subsequent predictions for verification and dose investigations.

Table 1. Predicted difference in AUC, C,_,
malnutrition and estimated dose adjustment (folds) required to match
each parameter in non-malnourished state. Simulations performed using
BW' based dose regimen and single dose administration.

- Intestinal absorption was informed from clinical food-effect

studies and previous assessments of fraction absorbed (f,,) » Pediatric simulations were performed assuming that the in-

in fasted and fed state [4, 5].

using simulated measures for non-malnourished children as
therapeutic target reference.

vivo effect of a nutritional drink on intraluminal solubility was

120 mg, agreed well with clinical observations in respective
population (Figure 3) [9].
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