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tatin, (G) bosentan, (H-J) fluvastatin, (K-

Ivas

Raw SCHH data for (A-B) pravastatin, (C-F) cer

R) rosuvastatin, (S-U) valsartan and (V-X) repaglinide.

Figure S1

Solid diamonds represent HBSS only, open squares represent Ca2+/Mg2+ free, solid triangles

represent HBSS + Rifamycin SV
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Figure S2: Fitted versus observed human plasma concentration time data for (A) pravastatin, (B)
cerivastatin, (C) bosentan, (D) fluvastatin, (E) rosuvastatin, (F) valsartan, (G) repaglinide.
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Figure S3: Contour plots for pairs of fitted parameters (A-C) pravastatin, (D-F) cerivastatin, (G-I)

bosentan, (J-L) fluvastatin, (M-O) rosuvastatin, (P-R) valsartan and (S) repaglinide.
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Table S1 — Clinical pharmacokinetic properties and substrate specificity for the compounds studied

Compound CLi.v. mL/min/kg  Vss,iv. L/Kg  %renal CL Substrate specificity

Pravastatin' 14 0.46 47 OATP1B1, MRP2

Cerivastatin’ 29 0.33 0 OATP1B1, CYP3A4, 2C8
Bosentan® 2.3 0.67 0 OATP1B1, 1B3, 2B1, CYP3A4, 2C9
Fluvastatin® 8.7 0.16 0 OATP1B1, 2B1, 1B3, CYP2C9
Rosuvastatin® 11 1.7 30 OATP1B1, 1B3, 2B1, BCRP
Valsartan® 0.49 0.23 29 OATP1B1, 1B3

Repaglinide7 7.8 0.35 0 OATP1B1, CYP3A4, 2C8

Singhvi et al., 1990; 2 Muck et al., 1997; >Weber et al., 1996; “Lindahl et al., 1996;°Martin et al.,

2003; °Flesch et al., 1997; ’ Hatorp et al., 1998



DMD #42994

Table S2 Quantification of OATP1B1, 1B3 and 2B1 in suspension hepatocytes and SCHH

Change compared to

Suspension SCHH at day 5
suspension
(fmol/ug protein) %
OATP1B1 3.42+0.11 5.28+0.22 154!
OATP1B3 1.50£0.15 0.88+0.11 59"
OATP2B1 1.84+0.15 1.2340.12 67*

1 P<0.05, as compared to suspension.
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