
Supplemental Data 
 
 

Table S1: Population model comparison; population parameter estimates  

[Abbreviations: BW body weight, BSA body surface area, CL apparent clearance, V 

apparent volume of distribution, ka absorption rate constant, F bioavailability, 

standard errors in brackets, * estimated for a 27.2 kg subject, ** CV% based on 

simulations (sd(Fi)/mean(Fi)) and in squared parenthesis shows the variance for the 

logit-transform of F] 

 
Model parameters Basic model BSA model Allometric BW 

model 
Fixed effects 
 CL [L h-1] 3.1 (9%) 4.2 m-2 (4%) 4.1 kg-0.75 (3%)*

  V   [L] 15.3 (11%) 18.4 kg-1 (5%)* 18.3 kg-1 (5%)*
  ka   [h

-1] 
  F   [%] 
  BW_factor on V [%] 

0.963 (23%)
61 (11%)

1.03 (18%)
93 (4%)

3.42 (6%)

0.983 (18%)
99 (11%)
2.52 (5%)

 
Random effects 
Interindividual variability 
  CL [%] 47 (10%) 23 (10%) 21 (10%)
  V   [%] 
  ka   [%] 
  F   [%]** 

56 (12%)
100 (14%)

29 (21%)
[0.72]

29 (19%)
95 (15%)
19 (24%)

[2.55]

24 (24%)
104 (14%)

25 (49%)
[10.4]

Intraindividual variability 
  CL [%] 10 (27%) 11 (21%) 11 (21%)
  V   [%] 20 (26%) 21 (22%) 22 (21%)
Residual error 
  proportional [%] 27 (7%) 27 (6%) 27 (6%)
  
Objective function 10842 10669 10664

 
 
 
 
 
 
 
 
 
 
 
 
 
 



Figure Legends: 
 
Figure S1: [A] Conditional weighted residuals over time after dose for the population 

model with allometric body weight as covariate on CL and [B] conditional weighted 

residuals over time after dose for the population model with BSA as covariate on CL 

 
Figure S2: prediction corrected Visual Predictive Checks [pcVPC]; [A] development 

models [B] development models with IV busulfan data; [C] development models with 

oral busulfan data; [D] evaluation dataset; pcVPCs show the median [solid black line], 

5th and 95th percentiles [dashed black lines] for the observed data with 95% 

confidence intervals for the median [dark grey field], 5% and 95% percentiles [light 

grey fields] based on simulations 

 

Figure S3: Goodness-of-fit plots: [A,B] evaluation dataset with allometric body weight 

as covariate on CL; [C,D] evaluation dataset with BSA as covariate on CL. For each 

dataset the observed plasma concentrations are plotted against the population model 

predicted concentrations and against the individual model predicted concentrations. 

The line of identity is shown. 

 
Figure S4: AUC exposure shown by weight groups from simulations for the [A] 

allometric dosing regimen and [B] BSA dosing regimen with an AUCtarget of 

1150µM*min; plots the 10th, 25th, 50th [median], 75th and 90th percentiles as vertical 

boxes with error bars [Abbreviations: AUC area under the curve, BSA body surface 

area] 


