Unpublished model for desethylamodiaquine

JT estimated a two-compartment model with first-order absorption and elimination from rich
desethylamodiaquine concentration-time data. For full details of the study from which the data were
collected see [28]. Two competing sets of PK parameter values for this model were entered into POPT
(Table S1, both sets provided an adequate description of the data). The estimates of the BSVs for k, and
Vp/F were effectively zero (<0.001%), but to account for larger plausible values that may be encountered
in future studies they were set to 50% and 30%, respectively, in POPT. Furthermore, since the estimates of
the BSVs for the other parameters were also quite small, they were set to 30% in POPT for the same
reason.

The second set of parameter values listed in Table S1 was used for the simulation-estimation procedure.
Strong correlation was observed between the BSVs of CL/F and V. /F, so a full variance-covariance matrix
was specified for the BSVs of CL/F, V./F and Q/F in the estimation step.

Results from the evaluation of the designs
Tables S2-S6 display the expected and empirical %ARSEs of model parameters for each optimal design.

Table S1: Parameter estimates for the unpublished two-compartment model for desethylamodiaquine

Parameter set 1 Parameter set 2°
Parameter Estimate BSV* Estimate BSV*
ko (/h) 0.03 T 0.70 ]
CL/F (L/h) 32.2 0.06 32.1 0.06
V./F (L) 106 0.07 2530 0.07
Q/F (L/h) 42.9 0.03 374 0.03
V,/F (L) 6940 -4 5310 =
o’ 0.35 0F 0.35 0*

*Between-subject variance
TEffectively zero; set to 0.50 in POPT
TEffectively zero; set to 0.30 in POPT
> Additive on log scale

fFixed to 0

fUsed for the simulation-estimation procedure
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