
Supplementary Material 

Wound Healing Grading Criteria 

Minor complications 

1. Epidermolysis or marginal wound necrosis requiring only routine wound care 

2. Wound dehiscence requiring advanced wound care including wound vac 

3. Superficial wound infection/dehiscence treated conservatively including 

antibiotics 

4. Superficial wound dehiscence requiring surgical closure 

5. Superficial (above fascia) wound infection/dehiscence requiring debridment and 

primary or secondary wound closure 

Major complications 

1. Deep (below fascia), culture proven, infection treated with antibiotics without 

surgical intervention 

2. Deep (below fascia) infection/dehiscence requiring debridement and primary or 

secondary wound closure 

3. Deep (below fascia) infection requiring removal of hardware with limb salvage 

4. Deep (below fascia) infection requiring amputation 
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Supplementary Table 1. Comparison of predictive performance for model 

parameterizations [A], [B], and [C] (with IBW covariate) 

 RMSE%  %MPE  
ΔOFV 

Model CL Vnon-normalized  CL Vnon-normalized  

[A] 28.7% 26.3%  3.63% 2.38%  - 35.7 

[B] 32.9% 26.0%  4.13% 2.17%  - 30.0 

[C]  

(with IBW covariate) 
27.2% 13.16%  2.69% 1.42%  - 62.4 

RMSE%: root mean square error of population estimates expressed as percent of post hoc estimate; %MPE: mean prediction of 

population estimates as percent of post hoc estimates; CL: bevacizumab systemic clearance; Vnon-normalized: bevacizumab volume of 

distribution; ΔOFV: change in objective function value relative to base structural model parameterization [C] (with no covariates) 
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Supplemental Figure 1.  The base structural bevacizumab model consisted of a two 

compartment model parameterized in terms of clearance from the central compartment 

and intercompartmental transfer to and from central and peripheral compartments.  

Supplemental Figure 2. Observed concentration-time data (filled diamonds) with 

simulations from individual posthoc parameter estimates (dashed lines; ~2 hrs step 

size) indicate that bevacizumab exhibits bi-exponential decay with a relatively rapid 

alpha phase and a prolonged beta terminal phase.  
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Supplemental Figure 2. Observed concentration-time data (filled diamonds) with 

simulations from individual posthoc parameter estimates (dashed lines; ~2 hrs step 

size) indicate that bevacizumab exhibits bi-exponential decay with a relatively rapid 

alpha phase and a prolonged beta terminal phase.  
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Supplemental Figure 3. Visual predictive check of observed and model-predicted 

serum bevacizumab concentrations following 15 mg/kg dosing over a course of three 

occasions.  The shaded region represents the 95% confidence interval of the Monte 

Carlo model simulations. 

 

 


