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Figure S1. Forest plots for association between CYP2D6 phenotypes and pharmacokinetic
parameters of propafenone (A - AUC, B - Cmax, C - ti2) at dose 300 mg.



S-PPF R-PPF Mean Difference Mean Difference
A Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cai, Dec 2001 2214 0776 16 1639 0.63 16 60.3% 0.57(0.09,1.08) ——
Cai, Nov 1999 2238 0725 9 1.576 0573 9 397% 0.66(0.06,1.27] —
Total (95% CI) 25 25 100.0% 0.61[0.23,0.99] e
Heterogeneity: Chi*= 0.05, df=1 (P = 0.83); F=0% ?_2 11 S 1% 2:
Test for overall effect: Z= 3.14 (P = 0.002) R-PPF S-PPF
S-PPF R-PPF Mean Difference Mean Difference
B Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cai, Dec 2001 0.413 0143 16 0.291 0.109 16 62.9% 0.12[0.03,0.21) —i—
Cai, Nov 1999 0.436 0137 9 0305 011 9 371% 0.13([0.02,0.25) —
Total (95% CI) 25 25 100.0% 0.13[0.06, 0.20] -
Heterogeneity: Chi*= 0.01, df=1 (P = 0.90); F= 0% ? N t + i
Test for overall effect: Z= 3.51 (P = 0.0004) 43 £ R-PPF USAPPF L L
S-PPF R-PPF Mean Difference Mean Difference
c Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cai, Dec 2001 96 39 16 138 78 16 254%  -42.00(-84.73,0.73) —_—
Cai, Nov 1999 75.01 17.69 9 107.62 33.82 9 746% -32.61[57.55,-7.67] —i—
Total (95% ClI) 25 25 100.0% -35.00 [-56.53, -13.46] e
Heterogeneity: Chi*=0.14, df=1 (P=0.71); F=0% I + + {
Test for overall effect: Z=3.18 (P = 0.001) 180 2 R-PPF Us_pPF - i

Figure S2. Forest plots for association between propafenone enantiomers and its
pharmacokinetic parameters (A - AUC, B - Cmax, C — CL/F) at dose 400 mg.



