Table S1. Antioxidant screened for P-gp, BCRP and OATP2B1-mediated uptake inhibition.
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Caffeic acid 180.16 Sigma C0625-2G CC(=0)0)0)0 1.15 N
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Ferulic acid 194.18 Scientific C753K71 C=CC(=0)0)0 1.51 - -- N



Glycine 75.07 Sigma G7126 C(C(=0)O)N -3.21 400 200mg \%
Lysine 146.19 Sigma L5501-1G C(CCN)CE(CFO)O) -3.05 - - N *?(‘)’”‘T’]rsa'
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Sodium bisulfite 104.06 Sigma  243973-100G  OS(=0)[O-].[Na+] -1.2 9 0 én”:g;ml Y
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Table S2. Comparison of 1Cso values obtained With and without preincubation of the
OATP2B1 expressing cells with BHA and AP. Pre-incubation of the OATP2B1 expressing
cells with BHA and AP for 30 minutes did not significantly affect their inhibition potency.
Mean * SD of three independent experiments; a two-tailed t-test was applied.
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Ascorbyl palmitate No
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(AP) (p = 0.3886)
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Figure S1. ®*H-NMQ adsorbs on the filtration plate. *H-NMQ was incubated
with or without P-gp membrane vesicles (25 pg/well) in the presence of 5
mM AMP. Plates were incubated at 37 °C for 20 min. Each column represents
the mean + SD of counts per minute (CPM) of 3H-NMQ uptake or adsorption.
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Figure S2. Protein concentration per well was consistent. Protein
concentration was measured with BCA assay HEK-293 cells expressing
OATP2B1 or empty vector. Each column represents the mean = SD of protein
concentration pg/mL.
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Figure S3. Effects of Ko 143 or BHA on the efflux of Prazosin by MDCK-
hBCRP-cMDR1-KO cells. The MDCK-hBCRP-cMDR1-KO cell line is a
CRISPR-Cas9 engineered MDCK line that expresses human BCRP while
lacking the endogenous canine MDR1 (cCABCB1). Ko143 (1 uM) or BHA
(178 uM) was applied to both basal and apical sides of the cells. The control
cell line used was MDCK, in which canine MDR1 (CABCB1) has been
knocked out. The efflux of *H-prazosin (1 uM) from the basal to apical side
was monitored over a period of 4-hours, both with and without the addition
of the compounds to both sides. Data are presented as mean values = SD from
one representative experiment.



