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Figure S1. Mean plasma concentration-time profiles of methotrexate after oral (A) or intravenous
(B) administration of methotrexate-loaded nanoparticles (--, 5 mg/kg as methotrexate) and metho-
trexate-loaded nanoemulsions (-o-, 0.06 or 0.024 mg/kg as methotrexate) in rats. Vertical bars repre-
sent standard deviation of the mean (n = 5). * p < 0.05 compared with the oral administration of
nanoparticle. ** p < 0.05 compared with the intravenous administration of nanoparticle.
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Figure S2. Visual predictive check of the final model for methotrexate-loaded nanoformulations
(including nanoparticles and nanoemulsions). Observed concentrations are depicted by dots. Black
dashed lines indicate the 95%, 50th, and 5% percentiles of predicted concentrations. Blue shaded re-
gions (with black boundary lines) indicate 95% confidence intervals for the predicted 5t and 95
percentiles. Red shaded regions indicate 95% confidence intervals for the predicted 50 percentiles.
Red lines indicate the 95, 50t, and 5t percentiles of observed concentrations.



