
Authors (publication year)

Authors (publication year)

Treatment = ICI monotherapy
  Queirolo et al. 2014 (1) 15 145 10 [6; 16]
  Long et al. 2018 (2) 6 41 15 [6; 29]
  Total (fixed effect) 186 11 [8; 17]
  Total (random effects) 11 [8; 17]
  Heterogeneity: χ2

1 = 0.58 (p = 0.45), I2 = 0%

Treatment = ICI monotherapy
  Weber et al. 2011 (5) 2 12 17 [2; 48]
  Margolin et al. 2012 (6) 2 72 3 [0; 10]
  Queirolo et al. 2014 (1) 5 145 3 [1; 8]
  Kluger et al. 2019 (7) 1 23 4 [0; 22]
  Long et al. 2018 (2) 2 41 5 [1; 17]
  Total (fixed effect) 293 5 [3; 8]
  Total (random effects) 5 [3; 8]
  Heterogeneity: χ2

4 = 4.35 (p = 0.36), I2 = 8%

Event total proportion (%) 95% CI

Event total proportion (%) 95% CI

Treatment = ICI combined with radiotherapy
  Anderson et al. 2017 (8) 1 21 5 [0; 24]
  Trommer-Nestler et al. 2018 (3) 0 13 0 [0; 25]
  Total (fixed effect) 34 4 [1; 19]
  Total (random effects) 4 [1; 19]
  Heterogeneity: χ2

1 = 0.03 (p = 0.87), I2 = 0%

Treatment = ICI combined with radiotherapy
  Anderson et al. 2017 (8) 1 21 5 [0; 24]
  Nardin et al. 2018 (9) 3 25 12 [3; 31]
  Trommer-Nestler et al. 2018 (3) 0 13 0 [0; 25]
  Total (fixed effect) 59 8 [3; 20]
  Total (random effects) 8 [3; 20]
  Heterogeneity: χ2

2 = 1.16 (p = 0.56), I2 = 0%

Treatment = ICI combination therapy
  Long et al. 2018 (2) 22 35 63 [45; 79]
  Tawbi et al. 2018 (4) 56 94 60 [49; 70]
  Tawbi et al. 2019 (10) 10 18 56 [31; 78]
  Total (fixed effect) 147 60 [52; 67]
  Total (random effects) 60 [52; 67]
  Heterogeneity: χ2

2 = 0.27 (p = 0.87), I2 = 0%

Treatment = ICI combination therapy
  Long et al. 2018 (2) 2 35 6 [1; 19]
  Tawbi et al. 2018 (4) 7 94 7 [3; 15]
  Tawbi et al. 2019 (10) 3 18 17 [4; 41]
  Total (fixed effect) 147 9 [5; 15]
  Total (random effects) 9 [5; 15]
  Heterogeneity: χ2

2 = 1.94 (p = 0.38), I2 = 0%

  Total (fixed effect) 367 37 [31; 44]
  Total (random effects) 26 [10; 52]
  Heterogeneity: χ2

6 = 83.67 (p < 0.01), I2 = 93%
  Residual heterogeneity: χ2

4 = 0.88 (p = 0.93), I2 = 0%

  Total (fixed effect) 499 7 [5; 9]
  Total (random effects) 7 [5; 9]
  Heterogeneity: χ2

10 = 10.34 (p = 0.41), I2 = 3%
  Residual heterogeneity: χ2

8 = 7.46 (p = 0.49), I2 = 0%
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Supplementary Fig. 3. Forest plot of the (A) grade 3 or 4 adverse event rates and (B) grade 3 or 4 CNS-related adverse event 
rates. 




