Helen Gu et al. Physiologically-based pharmacokinetic modeling 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 9: Parameter sensitivity analyses for absorption and clearance input
parameters on the predicted plasma concentrations for lumefantrine



Lumefantrine Ciesn

The impact of lumefantrine f_ on the predicted C . in neonates
2 —
=00 Predicted lumefantrine C, =803 ng/mL
Observed lumefantrine C, ., =615 ng/mL
2000
1606

1445

1500 1285

1124
963
1000

5004

Predicted lumefantrine C _,, (ng/mL)

T T T T T 1
002 o004 006 008 01 012 014 016 018 02 0.22

f

The impact of lumefantrine clearance on the predicted C.___ in neonates

168h
25009 5504

Predicted lumefantrine C. .. = 803 ng/mL

168h
2000-] Observed lumefantrine C, ., =615 ng/mL

1437
1500

1000 803

500 -

Predicted lumefanrine C . (ng/mL)
QO
3

0

] ] L] ) I 1 I I 1 I 1 1 I I I 1
0.4 05 0.6 0.7 0.8 0.9 1.0 1.1 1.2 1.3 1.4 1.5 1.6 1.7 1.8 1.9 2.0 2.1
Fold change in CL

Top: predicted changes in lumefantrine Ciesn When changing the respective model absorption
parameters are shown by the gray line with circle symbols. The predicted concentrations using the
current model are indicated by the dotted horizontal lines. The current parameters used in the model are
indicated by the vertical dotted lines.

Lower: predicted change in lumefantrine Cissn with a 2-fold increase in lumefantrine model clearance
(CL) and unchanged fmcypsa4 and fmcyposs or fmcypsas and fmaaq, is shown as a gray line with circle
symbols. The predicted concentrations using the current model are indicated by the dotted horizontal
lines. The current parameters used in the model are indicated by the vertical dotted lines.



