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Validation of the AM PK model
The AOM PK model in R was validated against the AOM PK model in NONMEM to assess the internal validity of the R model. PK outcomes were generated with both the R and the NONMEM model for a sample of 8 subjects with different covariates. The population PK profiles including covariate effects, but excluding parameter uncertainty were compared. Visually, they seemed to overlap perfectly. The average deviation of the R model compared to the NONMEM model varied from 0.05% for a subject to 0.09% for another simulated patient, where the average is calculated as the average of the difference in concentrations between the R and NONMEM models over time divided by the concentrations of the NONMEM model over time. When parameter uncertainty was included, 500 Cmin,ss, Cmax,ss and Cavg,ss were simulated with both models for each of the 8 subjects. The variance of the distributions of the 3 outcomes was comparable, and no structural deviation in median, percentiles and outliers was observed. A two-sided Student’s t-test was performed to test the assumption that the distributions of values does not differ between the two models. None of the p-values were below 0.05, with the majority well above it, indicating that the outcomes between the NONMEM and R model are not significantly different. The observations indicate that the PK model, including parameter uncertainty, is correctly implemented R. 
Validation results of the AL PK model
The median PK profiles of 500 simulations presented by Hard et al.[19] and ten median profiles of 500 simulates generated using the AL PK model in R are presented in Fig. 6. In general, the median profiles are comparable between the two models. The profiles presented by Hard et al. fall within the range of the ten median profiles generated using R, except for the 662 mg q4wk dose which shows lower steady-state values using the R model than presented by Hard et al. This is expected to be caused by a too small number of iterations (N=500) used in [19] to reach convergence. Consequently, the observed differences do not indicate an invalidity of the PK profile of the 662mg dose.
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[bookmark: _Ref45017353]Fig. 1 Median PK profile of AL as published by Hard et al. (opaque) compared to ten median PK profiles generated using the R model (shaded area)


SAS and R PD curves and landmark analyses
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[bookmark: _Ref49255268]Fig. 2 Survival outcomes observed vs. predicted by the SAS-PD model [23] (left), and predicted by the R-PD model (right)
The values of these survival curves at distinct time points (182 and 364 days) are equal to the values predicted by the R model.  
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