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Higher AUCR in CKD
Figure 1: (a) Predictability of percent change in serum creatinine (Scr) after administration of renal
transporter inhibitors. Filled symbols and error bars represent means and standard deviations of percent
change in Scr in each clinical study with three inhibitors: red circles; trimethoprim, green triangles;
cimetidine, and blue squares; famotidine. Solid and dashed lines represent line of unity and prediction
error limits considering intra-individual variability in baseline Sc; in the CKD population (8.9%),
respectively. (b) Schematic diagram showing mechanism of increased extent of creatinine DDI in CKD.
Size of arrows represent relative values of GFR and OCT2/MATEs-mediated clearance, and pie charts
represent their relative contribution to total clearance of creatinine.
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Figure 2: Schematic representation of the semi-mechanistic model for coproporphyrin 1. Structure of the
coproporphyrin I model including compartments for blood (central), urine, liver vascular and liver tissue.
Abbreviations: ky,; endogenous synthesis rate, Vc; volume of central compartment, CLg; renal clearance,
Ow; hepatic blood flow, Viy; volume of liver vascular, f»; fraction unbound in the blood, CLacsive,u; hepatic
uptake clearance (unbound), CLpassive,u; hepatic passive clearance (unbound), Vzr; volume of liver tissue, f,, .7;
fraction unbound in liver tissue, CLgp; biliary clearance. An eye symbol represents compartments with
observed data.
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Figure 3: (a) Visual predictive check for CPI AUCR (AUC with rifampicin/ AUC without rifampicin) in
healthy and CKD groups. Circles and grey areas represent observed data and 10-90% quantiles of the
prediction, respectively. (b) Schematic diagram showing mechanism of increased CPI AUCR in CKD. Size
of arrows represent relative value of hepatic (via OATP1Bs) and renal clearances, and pie charts represent
their relative contribution to total clearance of CPI.
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