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Figure S1. Illustration of the different types of variability in a nonlinear mixed effects model. The plasma
concentration time-curve for a fictive drug is shown. The blue line represents the model predictions for the typical
individual and the orange line the model predictions for one specific individual. The blue dots represent the
observations of all individuals in the population and the orange dots the observations for the one specific
individual. The covariates for the blue and orange lines are consistent. The difference between typical
pharmacokinetic (PK) parameters (population PK parameters) and the individual PK parameters is expressed as
inter-individual variability (IIV), and is reflected by the difference in drug exposure between the typical individual
(blue line) and an individual (orange line). The remaining difference between individual model predictions (orange
line) and observed concentrations (orange dots) are described by residual unexplained variability (RUV).



