Supplemental Figure 1.  Goodness-of-fit for the optimal pharmacokinetic model.  Panels display the ratio of observed-to-predicted values (circles) vs. time; blue lines connect values for each subject.  The green line, a smoother (Supersmoother®) that identifies trends through the data, generally tracks the line of unity in each panel.  Panel A is based on the population model, in which all subjects have the same pharmacokinetic parameters. Panel B is based on the post hoc model, in which inter-individual variability (selected from a log-normally distribution population with mean equal to the population value) is permitted for each of the parameters.

Supplemental Figure 2.  Goodness-of-fit for the optimal pharmacodynamic model.  Panels display the difference between observed and predicted values (circles) vs. time; blue lines connect values for each subject.  The green line, a smoother (Supersmoother®) that identifies trends through the data, generally tracks the line of unity in each panel.  Panel A is based on the population model, in which all subjects have the same pharmacokinetic parameters. Panel B is based on the post hoc model, in which inter individual variability (selected from a log-normally distribution population with mean equal to the population value) is permitted for each of the parameters.
