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Simulation

Semi-non-parametric ® Predictive Checks

weight than a 4 year-old child. Elimination was inversely de- twofold-shorter median lag time than those dosed with cap-
pendent on weight®2>. The net effect of the parameter depen-  sules (P = 0.005).

dence on age and weight implied a higher LPV C,, ., on Probability of achieving PIQ targets. As shown in Fig. 6A,
average in older children. Indeed, age was moderately corre- for wild-type virus, >90% of children are predicted to achieve
lated with the LPV C in the study population (R = 0.21; an L f >15. However, at the Phenosense (Monogram

Population Modeling

Non-parametric ® No assumptions ® No approximations
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P = (.16) by the same magnitude as in the simulated popula-
tion (R = 0.21; P < 0.0001), with the latter achieving statistical
significance due to the large number of samples. Sex was not
significantly related to any PK parameter estimate. The me-
dian and interquartile ranges of the individual Bayesian

terior parameter estimates, using the population parag Eaane Median (interquartile range)
estimates as Bayesian priors, are reported in Table
distributions of estimates for CL were similar whether,
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Windows, Unix and Linux

E 1. Estimated and calculated PK parameters in the final
PK model
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No. Parameters S - e fact CL (liters/h) = kg, 2.17 (1.39-3.18)
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t15 (h) = In(2)/ e 769 (4.63-10.44)

Parameters Distributions Control Options

No. Distributions | 05 No. Simulated Patients 1015

@ Random Weight | 1.0 Set ODE Tolerance 0.0001
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Post-processing with R
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v Maximally Precise Individualized Dosing

Multiple-model target-based doses ® Tracking of changing parameters ® Hybrid Bayesian approach for outliers
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Dose 700 mg IV ql12h Dose 640 mg IV ql12h Dose 740 mg IV ql12h
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