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Supplemental Table 1. Efflux ratio and % of control in in vitro P-gp inhibition study
The efflux ratio (ER) was calculated for desloratadine and quinidine from the ratio of the apparent permeability (P,pp) in basal-to-apical direction (Papp,s-a) to
that in apical-to-basal direction (Paap,a-B) in the P-gp-expressing cells (ERp.gp) and control cells (ERcwi). The percentage of control values for P-gp-mediated
transcellular transport (ERp.gp — ERcy1) of desloratadine and quinidine in the presence of zosuquidar were calculated from the ER values as described in

Materials and Methods.

(A) Desloratadine
Zosuquidar P-gp-expressing LLC-PK1 cells Control LLC-PK1 cells ERp.p-ERGu % of control
(nmol/L) Papp,a-B PappB-A ERp.gp Papp,a-B PappB-A ERCctrol
(%10 cm/sec) (%107 cm/sec) (%10 cm/sec) (%10 cm/sec)

0 2.44 £0.01 31.65+0.80 12.97 £ 0.33 10.97 £ 0.40 11.75 £0.27 1.07 £ 0.05 11.90+0.39 100.0+£4.3
0.0001 2.65 £0.15 29.12 £0.96 10.99+0.71 10.20+0.91 10.66 £ 0.51 1.05+0.11 9.94+£0.91 83.5+85
0.001 3.03+0.15 2847 £1.04 9.40 £0.59 10.65 +0.88 10.66 £ 0.52 1.00+0.10 8.40 £ 0.87 706 +6.8
0.003 4.60 £0.58 27.89 +£0.47 6.06 £0.77 12.52 £ 0.38 10.99 +0.38 0.88 £0.04 5.18 £0.38 435+£20
0.01 6.62 +0.39 25.52 £0.51 3.85+0.24 11.36 £0.29 10.41 £0.22 0.92+0.03 2.93+0.29 246+£0.8
0.03 9.99 +0.83 18.04 £ 0.38 1.81+0.15 11.15+0.86 10.10 £ 0.59 0.91 £0.09 0.90+0.85 76207
0.1 12.42 +£0.57 13.65 +0.40 1.10+ 0.06 11.89 £ 1.11 9.63 £0.07 0.81+0.08 0.29+1.11 24+0.2
1 16.63 £ 1.50 15.59+0.52 0.94 +0.09 12.76 £ 1.13 13.15+0.54 1.03+0.10 -0.09+1.13 -0.8+0.12

a: Handled as zero when estimating the ICso value by least-squares nonlinear regression analysis.



(B) Quinidine

Zosuquidar P-gp-expressing LLC-PK1 cells Control LLC-PK1 cells EReq-ERcn % of control
(nmol/L) Papp.A-B Papp.B-A ERp_gp Papp.a-B Papp.B-A ERcirol
(%10 cm/sec) (%107 cm/sec) (%108 cm/sec) (%10 cm/sec)

0 2.70 £0.60 39.52+3.26 14.64 +3.26 15.86 £ 0.46 18.05 +£0.54 1.14 £0.05 13.50+ 0.6 100.0£4.2
0.0001 1.88+£0.24 38.04 +£2.59 20.23 £2.59 14.07 £ 1.35 1691 +£0.27 1.20+0.12 19.03 £ 1.35 141.0+13.8
0.001 2.18+0.26 36.49 +£2.01 16.74 £2.01 14.92 + 0.80 16.80 +£0.14 1.13+£0.06 15.61 +£0.80 115.6 £6.3
0.003 2.98 +£0.32 3731+1.36 12.52 +1.36 17.73 £0.75 17.67 £0.23 1.00+0.04 11.52+0.75 85.3+3.8
0.01 4.25+0.30 36.98 £ 0.63 8.70 £ 0.63 15.83 £0.28 16.39 + 0.45 1.04 +£0.03 7.66+0.28 56.7+1.9
0.03 8.23+0.64 31.23+0.30 3.79+0.30 15.87+£0.25 16.07 £ 0.56 1.01+£0.04 2.78 £0.25 20.6 0.8
0.1 16.96 + 0.44 22.50 £0.04 1.33+0.04 16.70 £ 0.45 15.81 £0.27 0.95+0.03 0.38 +0.45 2.8+0.1

1 23.38 £0.30 21.29 £ 0.03 091 £0.03 19.26 +£0.63 18.39+0.23 0.95+0.03 —0.04 £ 0.63 -0.3+0.0%

a: Handled as zero when estimating the ICso value by least-squares nonlinear regression analysis.



