A

Multiple-dosing Once-dosing Weight  Weight
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl (fixed) (random)
Takeuchi (CAMH) 2016 168 50.40 11.50 508 44.40 13.00 i L 6.00 [ 3.93; 8.07] 23.9% 17.1%
Takeuchi (ZHH) 2016 79 43.40 11.90 229 41.00 12.30 T 2.40 [-0.67; 5.47] 10.9% 14.5%
de Filippis 2021 12 5470 6.70 9 6140 5.60 I — i -6.70 [-11.97; -1.43] 3.7% 9.4%
Kitagawa (Yamanashi) 2021 36 45.70 9.80 12 43.70 10.40 ——‘1— 2.00 [-4.70; 8.70] 2.3% 7.1%
Kitagawa (Okayama) 2021 25 4420 940 35 39.30 10.30 H—+—— 4.90[-0.12; 9.92] 41% 9.9%
Leclerc 2021 10 22.10 3.30 19 20.60 2.70 T 1.50 [-0.88; 3.88] 18.1% 16.3%
AGATE Cohort (Unpublished) 1117 44.00 15.10 377 42.10 14.70 i 1.90 [ 0.17; 3.63] 34.4% 17.9%
Lausanne Cohort (Unpublished) 118 52.60 20.10 56 53.30 19.30 —‘-—i— -0.70 [-6.92; 5.52] 2.7% 7.8%
Fixed effect model 1565 1245 <I> 2.60 [ 1.58; 3.61] 100.0% --
Random effects model — 1.90 [ -0.33; 4.12] - 100.0%
Heterogeneity: 2 = 73%, 12 = 6.4349, p < 0.01 ! ' '
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Older age in the once-dosing group  Older age in the multiple-dosing group
B
Weight  Weight
Study TE seTE Odds Ratio OR 95%-Cl (fixed) (random)
Takeuchi (CAMH) 2016 -0.08 0.0378 ' 0.93 [0.86; 1.00] 13.3% 21.7%
Takeuchi (ZHH) 2016 0.95 0.0929 * 259 [2.16; 3.10] 2.2% 19.8%
de Filippis 2021 2.17 1.5409 8.80[0.43; 180.35] 0.0% 0.7%
Kitagawa (Yamanashi) 2021 -0.11 0.4554 - 0.89 [0.37; 2.18] 0.1% 6.0%
Kitagawa (Okayama) 2021 0.81 0.2982 T 2.25 [1.25; 4.04] 0.2% 10.2%
Leclerc 2021 1.49 2.4416 4.45[0.04; 533.41] 0.0% 0.3%
AGATE Cohort (Unpublished) -0.07 0.0152 0.93 [0.91; 0.96] 82.5% 22.0%
Lausanne Cohort (Unpublished) -0.10 0.1057 : 0.91 [0.74; 1.11] 1.7% 19.3%
Fixed effect model 0.95 [0.93; 0.98] 100.0% --
Random effects model e 1.26 [0.98; 1.63] - 100.0%
Heterogeneity: 2 = 95%, 12 = 0.0768, p < 0.01 ' ' ro
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Higher OR of males in the once-dosing group  Higher OR of males in the multiple-dosing group
C
Weight Weight
Study TE seTE Odds Ratio OR 95%-Cl (fixed) (random)
de Filippis 2021 1.83 1.0500 : 6.25 [0.80; 48.94] 0.0% 0.3%
Kitagawa (Yamanashi) 2021 -0.34 0.4476 —*—-:— 0.71 [0.30; 1.72] 0.2% 1.8%
Kitagawa (Okayama) 2021 0.37 0.2992 “:r'— 145 [0.81; 2.61] 0.3% 3.9%
AGATE Cohort (Unpublished) 0.22 0.0178 t 1.24 [1.20; 1.29] 97.4% 75.1%
Lausanne Cohort (Unpublished) 0.13 0.1210 -'f— 1.13 [0.89; 1.44] 2.1% 18.9%
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Fixed effect model 0 1.24 [1.20; 1.29] 100.0% --
Random effects model ¢ 1.22 [1.09; 1.38] - 100.0%
Heterogeneity: /2 = 16%, 12 = 0.0045, p = 0.31 | | | |
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Higher OR of smoking in the once-dosing group  Higher OR of smoking in the multiple-dosing group
D
Weight Weight
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl (fixed) (random)
Takeuchi (CAMH) 2016 168 489.00 151.00 508 368.00 138.00 ""i 121.00 [95.21;146.79] 19.7% 16.8%
Takeuchi (ZHH) 2016 79 465.00 164.00 229 339.00 132.00 T 126.00 [ 86.00; 166.00] 8.2% 14.9%
de Filippis 2021 12 358.30 87.50 9 143.10 70.50 i—*— 215.20[147.58; 282.82] 2.9% 10.9%
Kitagawa (Yamanashi) 2021 36 399.00 115.00 12 258.00 122.00 — 141.00 [62.41;219.59] 2.1% 9.5%
Kitagawa (Okayama) 2021 25 350.00 147.00 35 353.00 144.00 1 i -3.00 [-77.81; 71.81] 2.3% 10.0%
Leclerc 2021 10 403.00 163.00 19 347.00 119.00 T 56.00 [-58.32; 170.32] 1.0% 6.2%
AGATE Cohort (Unpublished) 1117 364.00 169.00 377 193.00 112.00 i 171.00[155.97; 186.03] 58.1% 17.9%
Lausanne Cohort (Unpublished) 118 264.20 194.50 56 145.00 126.00 —“—i 119.20 [71.03; 167.37] 5.7% 13.7%
Fixed effect model 1565 1245 4 149.91[138.45; 161.37] 100.0% --
Random effects model [ | |<> | 126.23 [ 91.36; 161.10] -- 100.0%
Heterogeneity: 2 = 81%, 12 = 1707.8010, p < 0.01
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Higher doses in the once-dosing group  Higher doses in the multiple-dosing group
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