Genetic variation in CYP2D6 and SLC22A1 affects amlodipine pharmacokinetics
and safety.
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Table S1. Pharmacokinetic characteristics regarding genotypes or phenotypes in the

exploratory step.

Genotype or Phenotype | N AUCDW Crn/DW tmax (h) t12 (h)
(h*ng*kg/ml*mg) (ng*kg/ml*mg)
ABCBI rs1128503
cC 29 2131.54 (466.17) 65.52 (13.07) 6.19(1.49) | 35.07 (6.15)
CT 24 2104.83 (461.10) 62.57 (11.58) 6.27(1.44) | 35.91(7.94)
TT 16 2189.45 (362.13) 66.53 (10.77) 5.75(1.25) | 35.36(4.90)
ABCBI rs1045642
CcC 25 2149.19 (495.14) 64.43 (14.10) 6.18 (1.50) | 35.07 (6.19)
CT 26 2156.73 (433.74) 66.02 (10.19) 596 (1.17) | 36.59 (7.80)
TT 18 2086.51 (372.93) 63.27 (11.75) 6.25(1.67) | 34.25(4.71)
ABCC2 rs2273697
GG 48 2103.45 (374.26) 64.81 (10.94) 6.13(1.40) | 35.63 (5.73)
GA + AA 20 2224.49 (569.74) 64.91 (14.71) 6.05(1.52) | 35.24(8.27)
ABCG?2 rs2231142
NM 51 2130.59 (454.33) 64.75 (12.20) 6.08 (1.39) | 35.76 (7.01)
M 18 2150.09 (397.45) 64.67 (11.77) 6.22 (1.54) | 34.49 (4.85)
CYP1A2 rs2470890
T/T 14 2023.67 (449.10) 60.96 (12.45) 5.89(1.38) | 34.58(9.99)
T/C 41 2122.74 (437.44) 65.39 (11.09) 6.06 (1.41) | 35.69 (5.45)
C/C 14 2285.58 (414.91) 66.55 (14.12) 6.50 (1.51) | 35.52(5.40)
CYP1A42 rs2069514
G/G 56 2134.74 (456.07) 64.66 (12.15) 6.04 (1.49) | 35.40(7.00)
G/A 9 2080.78 (305.59) 63.11 (7.98) 6.50(1.20) | 36.50(3.37)
A/A 4 2272.35(490.81) 69.26 (18.84) 6.38(0.48) | 33.39(4.48)
CYP1A42 rs762551
C/C 30 2031.07 (400.04) 62.21 (11.66) 6.07 (1.47) | 34.30(7.40)
C/A 35 2206.84 (444.21) 66.90 (12.02) 6.07 (1.35) | 36.15(5.69)
A/A 4 2297.62 (591.81) 64.56 (13.91) 6.88 (1.75) | 37.54(6.22)
CYP2A46
*1/%1 62 2135.29 (435.85) 64.89 (12.49) 6.08 (1.28) | 35.41(6.60)
*1/*9 5 2258.10 (533.73) 63.43 (6.99) 7.3 (2.31) 36.88 (6.72)
*9/*9 2 1841.65 (189.61) 62.79 (7.78) 4.25(1.06)* | 32.26 (3.32)
CYP2B6
RM 18 2008.81 (336.16) 65.39 (11.84) |6.06 (1.32)*!| 32.29 (4.21)*?
NM 20 2256.64 (467.49) 66.95(11.32) |5.73 (1.59)*!| 36.93(5.57)
M 23 2066.54 (494.47) 60.64 (12.07) 6.39(1.49) | 35.32(6.94)




PM 6 | 2321.79 (346.58) 69.55(14.83) | 6.5(0.45) | 39.03(10.99)
CYP2C19

RM 10 | 2253.59 (454.23) 65.69 (17.42) | 6.75(1.34) | 36.66 (4.68)

NM 37 | 2120.85(439.17) 64.57(12.00) | 6.09(1.50) | 35.65(7.17)

M 21| 2102.90 (449.32) 64.54(9.66) | 5.79(1.24) | 34.54(6.31)
CYP2C9

NM 44 | 2154.12 (472.71) 64.78 (1336) | 6.20(1.37) | 36.15(6.98)

M 23| 2117.12 (384.22) 65.52(927) | 5.98(1.56) | 34.31(5.58)

PM 2 | 194324 (240.09) 5451(6.61) | 6.00(1.41) | 32.38(5.27)
CYP3AS

NM 2 | 2367.01 (439.75) 72.06 (1.69) | 5.50 (1.41) | 35.20(5.30)

M 11| 2053.53(549.79) 59.55(14.67) | 6.41(2.01) | 33.36(5.73)

PM 56 | 2143.55 (418.18) 6548 (11.45) | 6.08(1.30) | 35.84(6.70)

SLC22A1 rs72552763

GAT/GAT 44 | 2096.33 (423.33) 6348 (11.31) | 5.92(1.41) | 35.03 (6.20)

GAT/- 23 | 2232.01 (466.44) 67.89 (12.95) | 6.30(1.30) | 35.98(7.34)

- 2 | 1893.50 (345.62) 55.84 (12.02) | 825(1.77) | 37.77 (4.22)

SLC22A1 rs12208357

c/C 63 | 2162.95 (438.89) 65.18 (12.17) | 6.14(1.44) | 35.58(6.71)

C/IT+T/T 6 | 184932 (325.34) 59.93(9.66) | 5.83(1.21) | 33.85(3.88)
SLCO1BI

Normal function (NF) | 56 | 2150.83 (436.30) 65.14 (11.85) | 6.23(1.35) | 35.92(6.42)

Decreased function (DF) | 11 |  2025.92 (469.48) 61.57(13.70) | 5.41(1.73) | 32.75(6.89)

Poor function (PF) 2 | 2314.94(357.10) 70.62 (036) | 6.75(035) | 36.26(6.79)
UGTIAL

NM 30 | 2184.19(511.07) 65.03(13.03) | 6.37(1.66) | 36.89(7.58)

M 35 | 2074.46 (382.75) 63.27(10.91) | 5.93(1.22) | 34.26(5.57)

PM 4 | 230748 (212.81) 7517 (10.18) | 5.88(0.95) | 34.67 (3.83)
CYP2C8

RM + UM 15| 2182.61 (424.83) 6446 (1022) | 6.50(1.21) | 35.20(6.41)

NM 40 | 2095.00 (429.85) 64.59 (13.61) | 6.09(1.54) | 35.47(6.72)

PM + IM 11| 2287.72(506.18) 67.12(9.57) | 6.14(0.87) | 36.46(6.88)

No genetic information was available for 1 volunteer, as no sample could be recovered. The total number

of volunteers for some genes is lower than 69 due to errors in the genotyping technique.




