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Study on Factors Influencing Inter-individual Variability in
Anticoagulant Response of Warfarin among Asians, Whites and African
Americans Based on Population Pharmacokinetic and Pharmacodynamic
Analyses
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Variables Al Whites Asians Arﬁg:;:czr:is
(N=309) (N=54) (N=195) (N=60)
Age (yr) 63.7 = 14.7 724 +=10.0 63.7 = 14.9 56.0 = 13.4
Sex (male/female) 147 /162 27127 112/83 8/52
Body weight (kg) 76.1 £21.0 80.2 = 17.9 68.4 = 13.1 97.3 = 281
Body surface area (m?) 1.82 £ 025 1.90 = 0.23 173+ 0.19 2.02 = 0.28
Creatinine clearance (mL/min) 71.0 = 32.3 66.0 = 23.9 759 = 357 59.9 £ 224
AST (IU/L) 28.2 = 16.0 ND 29.1 = 16.3 253 = 15.0
ALT (IU/L) 256 =159 ND 26.9 = 17.1 214 =104
Maintenance dose (mg/day) 3.94 =239 431+ 1.80 285+ 122 6.65 =+ 2.70
INR ss 2.42 = 0.35 2.32 +0.32 237+0.28 2.58 = 0.46
Indication
Atrial fibrillation 156 (50.5%) 54 (100.0%) 97 (49.7%) 5 (8.3%)
Stroke or TIA 76 (24.6%) 2 (3.7%) 65 (33.3%) 9 (15.0%)
Deep vein thrombosis 57 (18.4%) 0 (0.0%) 55 (28.2%) 2(3.3%)
Pulmonary embolism 39 (12.6%) 0 (0.0%) 12 (6.2%) 27 (45.0%)
Cardiac valve replacement 7 (2.3%) 0 (0.0%) 6 (3.1%) 1(1.7%)
Genotype Wild/Hetero/Homo (MAF)

CYP2C9*2rs1799853 (430 C>T) 297/11/1 (0.021) 47 /6/1(0.074) 195/0/0 (0.000) 55/5/0(0.042)
CYP2C9*3rs1057910 (1075 A>C) 286/23/0(0.037) 48/6/0(0.056) 179/16/0(0.041) 59/1/0(0.008)
CYP2C9*5rs28371686 (1080 C>G) ND ND ND 59/1/0(0.008)
CYP2C976rs9332131 (818 del A) ND ND ND 59/1/0(0.008)
CYP2C9*8rs7900194 (499 G>A) ND ND ND 48/10/2(0.117)
CYP2C9*11rs28371685 (1003 C>T) ND ND ND 58/2/0(0.017)
VKORC1*2rs9923231(-1639 G>A) 66/75/168 (0.665) 15/31/8(0.435) 1/34/160(0.908) 50/10/0 (0.083)
CYP4F2*3rs2108622 (1297 C>T) 192/94/23(0.227) 27/18/9(0.333) 111/71/13(0.249) 54/5/1(0.058)

MAF; Minor Allele # £, ND; A ¥ i, INRss; & &% K 8 » INR, TIA; — & ¥ fN & M 5
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Original data set Bootstrap value (1,000 times)
Mean 95% CI Mean 95% CI
PK estimates; Cp(S)
CL(S), mL/h 261 244, 278 262 244, 279
vd, L 18.9 16.9, 20.9 18.8 16.8, 21.0
Effect of age on CL(S) -0.00639 -0.00947, -0.00331 -0.00637 -0.00949, -0.00342
Effect of weight on CL(S) 0.483 0.240, 0.726 0.485 0.247, 0.727
Effect of sex on CL(S) 0.880 0.789, 0.971 0.879 0.790, 0.973
Effect of CYP2C9*3 on CL(S)  0.590 0.484, 0.696 0.593 0.485, 0.705
Effect of CYP2C9*8 on CL(S)  0.693 0.564, 0.822 0.694 0.569, 0.844
Effect of race on CL(S) 0.654 0.548, 0.760 0.658 0.562, 0.780
Effect of sex on Vd 0.749 0.626, 0.872 0.758 0.631, 0.897
Inter-individual error
weysy % 37.5 34.1,41.0 37.0 324,414
W g, % 471 36.9, 57.3 458 31.2,56.9
Residual error
o, pg/mL 0.0533 0.0525, 0.0541 0.0536 0.0470, 0.0613

Original data set

Bootstrap value (1,000 times)

Mean 95% CI Mean 95% CI
PD estimates; INR
Kout, h-' 0.0242 0.0214, 0.0270 0.0205 0.0117, 0.0263
ECs,, pg/mL 1.63 1.45, 1.81 1.39 1.17, 1.66
Ermax 7 fixed 7 fixed
Effect of age on ECs, -0.499 -0.685, -0.313 -0.538 -0.819, -0.249
Effect of Ccr on ECsp 0.121 0.004, 0.238 0.327 0.131, 0.520
Effect of sex on ECsp 1.17 1.04, 1.30 1.24 1.05, 1.45
Effect of VKORC1 on ECsq 0.540 0.478, 0.602 0.564 0.470, 0.669
Effect of race on EC, 1.40 1.14, 1.66 1.48 1.08, 1.98
Inter-individual error
W kouts % 61.2 46.4, 76.1 110.8 63.9, 154.9
W gcso, % 381 346,416 38.6 335,435
Residual error
o, % 20.9 204,214 20.2 19.0,21.5
Cl; {2 # KX M, Kout; INR @ ik F i # & %, Emax; & K %) &,
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