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Supplemental Figures 

 

 

Supplemental Fig. 1. SimBiology® diagram for the semi-physiologically based 
pharmacokinetic model for maribavir in monkeys. Circles, empty large rectangles, and 
filled small rectangles denote mass transfers, compartments, and species, respectively, 
and are detailed in Supplemental Table 1.  
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Supplemental Fig. 2. Linear regressions of natural logs (Ln) of human intestinal 
permeability (Peff, in 10−4 cm/s; data in Supplemental Table 4 and from Larregieu and 
Benet, 2013) versus Ln of apparent permeability (Papp, in 10−6 cm/s) across cultured Caco-
2 cell monolayers. (A) Caco-2 Papp data from Alsenz et al., 2003; (B) Caco-2 Papp data 
from Li et al., 2007. Equations show the results from linear regression. 

Aten, atenolol; Cim, cimetidine; Meto, metoprolol; Papp, apparent permeability; Peff, 
effective permeability; Prop, propranolol; Ran, ranitidine.  
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Supplemental Fig. 3. Diagnostic graphs after fitting the semi-physiologically based 
pharmacokinetic model to observed plasma concentration versus time data in the bile 
duct-cannulated group of cynomolgus monkeys. (A) Observation (mg/L, y axis) versus 
predictions (mg/L, x axis). Blue line denotes unity; inset shows the same graph with x and 
y axes in log scale. (B) Weighted residuals (mg/L, y axis) versus predictions (mg/L, x axis). 
Blue line denotes y = 0. 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 8. Product ion (m/z 510) mass spectrum of metabolite M1 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 9. Product ion (m/z 510) mass spectrum of metabolite M7 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 10. Product ion (m/z 510) mass spectrum of metabolite M16 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 11. Product ion (m/z 510) mass spectrum of metabolite M17 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 12. Product ion (m/z 420) mass spectrum of metabolite M2 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 13. Product ion (m/z 552) mass spectrum of metabolite M10 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 14. Product ion (m/z 334) mass spectrum of metabolite M4 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 15. Product ion (m/z 392) mass spectrum of metabolite M5 from 
analysis of a 0- to 120-hour pooled feces sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg) 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 16. Product ion (m/z 552) mass spectrum of metabolite M11 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Proposed structure and fragmentation pattern 

 

Supplemental Fig. 17. Product ion (m/z 552) mass spectrum of metabolite M12 from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Supplemental Fig. 18. Extracted ion chromatogram from analysis of a standard solution 
of maribavir (SHP620). 
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Supplemental Fig. 19. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 0.25-hour pooled plasma sample after a single intravenous dose of 14C-
maribavir to intact male monkeys (Group 1, 13 mg/kg) 
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Supplemental Fig. 20. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 2-hour pooled plasma sample after a single intravenous dose of 14C-
maribavir to male bile-duct cannulated monkeys (Group 2, 13 mg/kg). 
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Supplemental Fig. 21. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 24-hour pooled plasma sample after a single intravenous dose of 14C-
maribavir to intact male monkeys (Group 1, 13 mg/kg). 
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Supplemental Fig. 22. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 0- to 48-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to intact male monkeys (Group 1, 13 mg/kg). 
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Supplemental Fig. 23. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 120- to 144-hour pooled urine sample after a single intravenous dose of 
14C-maribavir to intact male monkeys (Group 1, 13 mg/kg). 
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Supplemental Fig. 24. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 0- to 24-hour pooled urine sample after a single intravenous dose of 14C-
maribavir to male bile-duct cannulated monkeys (Group 2, 13 mg/kg). 
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Supplemental Fig. 25. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 0- to 8-hour pooled bile sample after a single intravenous dose of 14C-
maribavir to male bile-duct cannulated monkeys (Group 2, 13 mg/kg). 
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Supplemental Fig. 26. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 0- to 120-hour pooled feces sample after a single intravenous dose of 14C-
maribavir to male monkeys (Group 1, 13 mg/kg). 
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Supplemental Fig. 27. Reconstructed ion chromatogram and radiochromatogram from 
analysis of a 0- to 24-hour pooled feces sample after a single intravenous dose of 14C-
maribavir to male bile-duct cannulated monkeys (Group 2, 13 mg/kg). 
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Supplemental Fig. 28. Observed versus PBPK model-predicted concentration plots for 
plasma concentration data in 13 mg/kg 14C-maribavir and 5 mg/kg maribavir intravenous 
bolus administration in intact cynomolgus monkeys using (A) fm(Gluc) = 0.728 or (B) 
fm(Gluc) = 0.853 for the prediction. Each plot contains the same mean observed 
concentration data (LC-MS/MS) from both dose groups (circles) and the y error bars 
denote standard deviation. The BLQ concentrations at 120- and 144-hour samples in the 
two 13 mg/kg 14C-maribavir-dosed animals were treated as zeros. The solid line 
represents unity and the two dotted lines represent 0.5x and 2x Observed / Predicted 
ratios.  
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Supplemental Fig. 29. Additional sensitivity analyses for effects of parameters in the 
semi-physiologically based pharmacokinetic model on simulated maribavir plasma 
pharmacokinetic profile after a single 10 mg/kg oral dose. Parameters analyzed included 
(A) intestinal Peff, (B) Drug_Liver_CL, (C) SITT, (D) rate of hydrolysis of maribavir 
glucuronides (Gluc_k_hydrolysis), and (E) intercompartmental drug clearance between the 
central and peripheral compartments (Drug_Q12). 

SITT, small intestine transit time. 
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