SUPPLEMENTARY MATERIAL

Supplementary Figure 1. Flow diagram of study selection. A total of 48 potentially relevant
studies were collected, of which 4 RCTs were included in the meta-analysis.
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Supplementary Figure 2. Risk of bias summary for each included study.(A) Risk of bias

summary for each included study.(B) Begg funnel plot. Deviation from such funnel-like

distribution is able to point out the bias of the studies. Both the funnel plot and Egger test

showed no significant evidence of bias in the publication.
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Supplementary Figure 3. Galbraith radial plot. The figure shows the contribution of results
from the patient groups treated with different doses ofNemolizumabin the different studies to
the heterogeneity of safety of treatment. The studies included are: Phase 1 0.3mg/kg g4w (1),
Phase I 1.0mg/kg g4w (2), Phase | 3.0mg/kg g4w (3), Phase Il 0.1mg/kg g4w (4), Phase 11
0.5mg/kg g4w (5), Phase Il 2.0mg/kg g4w (6), Phase Il 2.0mg/kg q8w (7), Phase 11B 10mg
g4w (8), Phase 11B 30mg g4w (9), Phase 11B 90mg g4w (10), Phase 11160mg g4w(11). No

subgroup was found to be the main cause of the heterogeneity.
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Supplementary Figure 4. Forest plot of rate of adverse events (AE) and severe adverse events
(SAE) in 3 RCTs. (A) AE rates and RR of AE rates between Nemolizumab- and placebo-
treated patients. (B) SAE rates and RR of SAE rates between Nemolizumab- and placebo-
treated patients. Diamonds stand for the meta-analysis summary effect estimate. Blue dots

represent the RRandHorizontal linesrepresent 95% Cls of the RR estimates.
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Study %
ID RR (95% Cl) Weight
Phase | 0.3mg/kg gdw (2015) - 0.80(0.31,2.04) 3.21
Phase | 1.0mg/kg gdw (2015) * 1.20 (0.57,2.53) 4.50
Phase | 3.0mgrkg gdw (2015) - 0.60 (0.20, 1.79) 2.49
Phase Il 0.1mg/kg q4w (2018) —_— 0.56 (0.38,0.82) 9.11
Phase Il 0.5mg/kg q4w (2018) ——— 0.55(0.37,0.81) 9.08
Phase Il 2.0ma/kg g4w (2018) —_——— 0.71 (0.50,0.99) 10.14
Phase Il 2.0mg/kg q8w (2018) —_—— 0.54 (0.36,0.81) 8.91
Phase 1B 10mg gq4w (2019) —-_— 1.11(0.93, 1.33) 13.19
Phase 1B 30mg q4w (2019) —— 1.07 (0.89, 1.30) 13.07
Phase 11B 90mg q4w (2019) —I-O— 110(091,132) 1315
Phase 11l 60mg q4w (2020) —Ol— 1.00 (0.83, 1.20) 13.16
Overall (l-squared = 75.0%, p = 0.000) 0.84 (0.69, 1.01) 100.00
NOTE: Weights are from random effects analysis
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ID RR (95% Cl) Weight
Phase | 0.1mg/kg g4w (2018) - 300(0.32,27.93) 150
Phase Il 0.5mgl/kg g4w (2018) 2 2.94(0.32, 27.42) 1.51
Phase Il 2.0mg/kg q4w (2018) - 408(047,3527) 148
Phase Il 2.0mg/kg g8w (2018) s 2 9.17 (1.20, 69.86) 1.48
Phase IIB 10mg g4w (2019) —_—— 0.92 (0.55, 1.54) 2066
Phase IB 30mg g4w (2019) —— 1.13(0.70,1.81) 30.19
Phase IIB 90mg q4w (2019) — 113 (0.70, 1.81) 30.19
Phase Il 60mg g4w (2020) & 0.76 (0.13,4.42) 3.98
Overall (l-squared = 14.8%, p = 0.314) . 1.27 (0.97, 1.66) 100.00
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