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absorption delays. [2] The input rate in the depot compartment was
modeled as the weighted sum of the transit model function and the
first-order absorption.

absorption model, successfully described the complex and highly
variable individual PK profiles. The inclusion of the cluster-
defined subpopulations as covariate of f1, f2 and CL allowed a

Figure 3. VPC plots for PK metrics in the base and final model. Black lines denote the median, 10th and 90th
percentiles of the observations. The shaded areas and colored lines represent the medians and 95% Cl of the
1000 simulated datasets for the correspondine statistic measiires of the nh<ervatinone

Clustering: A preprocessing step of the raw PK data was performed
before PPK modeling i.e., cluster analysis, in order to identify
subpopulations. We applied the shape-respecting variation of k-
means clustering method implemented in R package kmiIShape. [3]

better characterization of the observed heterogeneity and
variability of the study and resulted in a drop in the objective
function value, AOFV=-115.158.
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