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Table S1. Parameter estimates of the base model and the corresponding inter-individual variability. Relative standard
errors and bootstrap confidence intervals are also provided.

Parameter Population Mean Inter-individual Variability
Estimate RSE% Estimate RSE% Shrinkage%
Ka 0.269 0 0 FIXED - -
\Y% 14.9 6.1 404 13 16
CL 31 6.9 33.9 16 0.1
Yr1 -5.19 0.8 18.9 12 8.7
Yr2 -2.98 10 165.5 17 2.8
Ye3 -1.58 2.8 24.6 14 23
Ywmrri -0.395 23.8 60.5 14 15.4
MTT2 180 4.3 22.2 20 15.6
MTT3 515 5.4 24.5 9 0.7
N1 3.31 14.4 72.7 10 22.2
N2 17.5 6.1 27.9 22 30.9
N3 5.12 45 29.4 11 11.1
Proportional Residual Error 0.147 1.3 - - -
Additive Residual Error 27.1 4.2 - - -
12500~
° 10000 -
10000~ o
— ’ 1000 -
% 7500 - of e
g ° 100
g 5000~ : ®
o cwee ‘.
2500~ e ‘s b
L]
0 * 4
UI 25IUU SUIUU ?SIUU 1UUIUU 125IUU ‘lI 1IU 1UIU 1UIUU 1UUIUU
Individual predictions (pg/ml) Individual predictions (pg/ml)
(@) (b)

Figure S1. Observations vs individual predictions in the linear (a) and the logarithmic (b) scale. A misspecification of the
model is evident with the underprediction of the low concentrations, at the terminal slope of the PK curve. The empirical
release model was not feasible to explain this data.
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Figure S2. Goodness-of-fit plots for the evaluation of the final PPK model.



