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Figure S1. IV model optimization using Ohlsson, Lindgren1, 20 mg IV infusion dataset.
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Figure S2. Oral fed state model evaluation using Morrison, Crockett2, 750 mg multiple dose datasets.

[image: Chart, histogram

Description automatically generated]
Figure S3. Oral fasted and fed state models evaluation using Taylor, Gidal3, 750 mg multiple dose dataset. The solid line represents simulated CBD plasma concentrations from administration in the fasted (morning) and fed (evening) states which reflect the dosing regimen in the study. The dotted and dashed lines represent administration in only the fasted and fed states, respectively.  
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Figure S4. Oral fasted and fed state models evaluation using Taylor, Gidal3, 1500 mg multiple dose dataset. The solid line represents simulated CBD plasma concentrations from administration in the fasted (morning) and fed (evening) states which reflect the dosing regimen in the study. The dotted and dashed lines represent administration in only the fasted and fed states, respectively.
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Figure S5. Population simulation compared to observed data from Ohlsson, Lindgren1, 20 mg IV infusion. Box shows close up of profile between 0 and 0.9 hours.
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Figure S6. Population simulation compared to observed data from Crockett, Critchley4, 750 mg oral solution dataset.
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Figure S7. Population simulation compared to observed data from Schoedel, Szeto5, 750 mg oral solution dataset.
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Figure S8. Population simulation compared to observed data from Schoedel, Szeto5, 1500 mg oral solution dataset.
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Figure S9. Population simulation compared to observed data from Schoedel, Szeto5, 4500 mg oral solution dataset.
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Figure S10. Population simulation compared to observed data from Crockett, Critchley4, 750 mg oral solution in the fed state.
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Figure S11. Qualification of CYP2C19 inhibition effect of fluconazole in human using Kang, Yang6. Simulated omeprazole plasma concentration-time profile resulting from the addition of CYP2C19 inhibition by co-administered fluconazole. 
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Figure S12. Rifampicin PBPK model7 capsule formulation evaluated using Aarnoutse, Kibiki8 dataset.
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Taylor 2018, 1500 mg oral solution multiple dose in fasted
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