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Mean Values of Systemic concentration in plasma of Acetaminophen
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Figure S1. Observed and simulated concentration—time profiles of acetaminophen 650 mg iv
infusion over 5 min. The simulated results were generated using 10 trials of 10 virtual healthy
volunteers. Observed data’ were highlighted in red dots while the simulated results, mean value,
and the 95th/5th percentile of the simulation were shown by corresponding lines.
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Figure S2. Observed and simulated concentration—time profiles of acetaminophen 1000 mg
iv infusion over 15 min. The simulated results were generated using 10 trials of 10 virtual healthy
Japanese volunteers. Observed data’ were highlighted in red dots while the simulated results,

mean value, and the 95th/5th percentile of the simulation were shown by corresponding lines.



Mean Values of Systemic concentration in plasma of Fentanyl

-

. 00E+00

15 20 25 30 35 40

(3]
.y
o 1

jary

. 00E-01 1

1. 00E- 02 1

1. 00E- 03 1

Systemic Concentration (pg/mL)

1. 00E- 04 1 I N
S -
1. 00E- 05 -
Time (h)

© "' CSys 95th percentile ™ ™CSys 5th percentile CSys - Trial 1 CSys - Trial 2

CSys - Trial 3 CSys - Trial 4 —CSys - Trial 5 ~——CSys - Trial 6
~— CSys - Trial 7 CSys - Trial 8 CSys - Trial 9 ——CSys - Trial 10
— CSys ® (Cinical data

Figure S3. Observed and simulated concentration—time profiles of fentanyl 100 pg/kg iv
bolus. The simulated results were generated using 10 trials of 10 virtual healthy volunteers.
Observed data’ were highlighted in red dots while the simulated results, mean value, and
the 95th/5th percentile of the simulation were shown by corresponding lines.
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Figure S4. Observed and simulated concentration—time profiles of fentanyl 5 pg/kg iv
bolus. The simulated results were generated using 10 trials of 10 virtual healthy volunteers.
Observed data? were highlighted in red dots while the simulated results, mean value, and
the 95th/5th percentile of the simulation were shown by corresponding lines.
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Figure S5. The AUC Ratio of fentanyl with acetaminophen when Ki value is ranged in
2800-3200 uM. The dosage of fentanyl and acetaminophen (inhibition substrate) is 0.003 mg/kg
and 80000 mg.
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Figure S6. Computational systems pharmacology-target mapping (CSP-Target
Mapping) for NAPQI. The purple dots and dashed lines represent the predicted
targets and interaction. Our algorithm predicted NAPQI may bind to TrxR.
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