Helen Gu et al. Physiologically-based pharmacokinetic modelling to predict artemether and
lumefantrine exposure in neonates weighing less than 5 kg treated with artemether-
lumefantrine to supplement the clinical data from the CALINA study

Additional File 6: Model-predicted artemether and lumefantrine Cnax compared with observed
data from the CALINA study and Study COA566B2303.



Comparison of observed artemether Cnax in paediatric patients of >5 kg (Study B2303), <5 kg
(CALINA study) and predicted in <5kg neonates (PBPK model)
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Comparison of observed lumefantrine Cmax in paediatric patients of >5 kg (Study B2303), <5 kg
(CALINA study) and predicted in <5kg neonates (PBPK model)

30+
a ]
E 204 4
o
3 ] A ﬁ
> E A s
© 41 a 4
e -
o ]
= 4
5 10 820
4 i
-1 +
] \ 4 ] o%o
0- T T T T T T T 1 T
Observed Observed Observed Observed Observed n=100 n=1000 n=100 n=1000 n=100  n=1000
B2303 B2303 B2303 B2307 C2 .
5-15kg 15-25kg 25-35kg B|2n.’.’;23“51 Neonates Predicted Predicted Predicted
Neonates Neonates Neonates

Boxes = 25'" to 75'" percentiles
Middle line of box = median
Whiskers = 5! to 95! percentiles
+=mean

(age 1-7 days)

(age 8-14 days) (age 15-28 days)



