(a) CDR-SB Weight  Weight

Study MD SE(MD) Mean Difference MD 95%-Cl (common) (random)

Lecanemab i

Clarity_AD -0.4500 0.1122 —a -0.45 [-0.67;-0.23] 19.9% 12.6%
1

Gantenerumab i

GRADUATE | -0.3100 0.1811 — -0.31 [-0.66; 0.04] 7.6% 9.0%

GRADUATE Il -0.1900 0.1837 — -0.19 [-0.55; 0.17] 7.4% 8.9%

Common effect model <|> -0.25 [-0.50; 0.00] 15.0% .

Random effects model e -0.25 [-0.50; 0.00] . 17.9%

Heterogeneity: 12 = 0%, t°> = 0, p = 0.64

TRAILBLAZER-ALZ2  -0.7000 0.1403 ——— -0.70 [-0.97;-0.43] 12.7% 11.1%

EXPEDITION3 -0.3400 0.1173 — -0.34 [-0.57;-0.11] 18.2% 12.4%
EXPEDITION1 0.1000 0.2296 JI——~— 0.10 [-0.35; 0.55] 4.7% 7.0%
EXPEDITION2 -0.3000 0.2296 *ﬁf -0.30 [-0.75; 0.15] 4.7% 7.0%
Common effect model = -0.26 [-0.44; -0.07] 27.7% .
Random effects model <i> -0.23 [-0.48; 0.03] . 26.4%
Heterogeneity: 12 = 32%, t2 = 0.0177, p = 0.23 B

5

¥
Bapmeuzumab !
Study 3000 0.3000 0.1956 —— -0.30 [-0.68; 0.08] 6.5% 8.3%
Study 3001 -0.1500 0.1764 e -0.15 [-0.50; 0.20] 8.0% 9.2%
Study 301 0.0989 0.2449 e 0.10 [-0.38; 0.58] 4.2% 6.5%
Study 302 0.2000 0.2041 :——~— 0.20 [-0.20; 0.60] 6.0% 8.0%
Common effect model :<:Ol> -0.06 [-0.26; 0.13] 24.7% .
Random effects model 1=+ -0.06 [-0.28; 0.17] . 32.0%
Heterogeneity: 12 = 21%, t* = 0.0110, p = 0.28 i

¥

¥
Common effect model < -0.30 [-0.40; -0.20] 100.0% .
Random effects model < -0.25 [-0.41; -0.10] . 100.0%
Prediction interval —— [-0.72; 0.22]
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Heterogeneity: 12 = 56%, > = 0.0373, p = 0.01 Antibody better Placebo better
Test for subgroup differences (common effect): Xz =15.82,df =4 (p < 0.01)
Test for subgroup differences (random effects): x;, = 14.79, df = 4 (p < 0.01)

(b) ADAS-COg Standardised Mean Weight Weight
Study SMD SE(SMD) Difference SMD 95%-Cl (common) (random)
Lecanemab
Clarity_AD -0.1686  0.0496 — -0.17 [-0.27;-0.07] 9.4% 9.5%
Gantenerumab
GRADUATE | 0.1081 0.0560 -0.11 [-0.22; 0.00] 7.4% 7.5%
GRADUATE Il —0.1114 0.0504 —— -0.11 [-0.21; -0.01] 9.1% 9.2%
Common effect model <Z|> -0.11 [-0.18; -0.04] 16.5% .
Random effects model > -0.11 [-0.18; -0.04] . 16.7%

Heterogeneity: 12 = 0%, 1> =0, p = 0.97

TRAILBLAZER-ALZ2  -0.1360  0.0403 —+ -0.14 [-0.22; -0.06] 14.2% 13.8%
EXPEDITION3 -0.0681  0.0406 — -0.07 [-0.15; 0.01] 14.0% 13.7%
EXPEDITION1 -0.0553  0.0459 —T -0.06 [-0.15; 0.03] 11.0% 10.9%
EXPEDITION2 -0.0821  0.0451 —& -0.08 [-0.17; 0.01] 11.4% 11.3%
Common effect model L4 -0.07 [-0.12; -0.02] 36.4% .
Random effects model << -0.07 [-0.12; -0.02] . 35.9%
Heterogeneity: 2= 0%, “= 0,p=0.92

Baplneuzumab

Study 3000 0751  0.0707 — -0.08 [-0.21; 0.06] 4.6% 4.8%
Study 3001 -0.0034 0.0618 T -0.00 [-0.12; 0.12] 6.1% 6.2%
Study 301 0.0043 0.0606 T 0.00 [-0.11; 0.12] 6.3% 6.5%
Study 302 -0.0194  0.0593 —t=— -0.02 [-0.14; 0.10] 6.6% 6.7%
Common effect model -0.02 [-0.08; 0.04] 23.5% .
Random effects model -0.02 [-0.08; 0.04] 24.2%
Heterogeneity: 12 = 0%, 1> =0, p = 0.84

Common effect model <> -0.08 [-0.11; -0.05] 100.0% .
Random effects model <> -0.08 [-0.11; -0.05] . 100.0%
Prediction interval = | [-0.13; -0.04]

-0.4 -0.2 0 0.2 0.4
Heterogeneity: /12 = 6%, ©° = 0.0002, p = 0.39 Antlbody better Placebo better
Test for subgroup differences (common effect): X =9.60, df =4 (p = 0.05)
Test for subgroup differences (random effects): y, = 9.60, df = 4 (p = 0.05)

S28 Figure: Sensitivity analysis 3 (excluding aducanumab). Forest plots for efficacy
outcomes.



