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Treatment = ICI monotherapy
  Queirolo et al. 2014 (1)	 58	 145	 40	 [32; 48]
  Long et al. 2018 (2)	 25	 41	 61	 [45; 76]
  Total (fixed effect)	 186	 45	 [37; 52]
  Total (random effects)	 49	 [30; 69]
  Heterogeneity: χ2

1 = 5.53 (p = 0.02), I2 = 82%

Treatment = ICI monotherapy
  Weber et al. 2011 (5)	 5	 12	 42	 [15; 72]
  Queirolo et al. 2014 (1)	 10	 145	 7	 [3; 12]
  Long et al. 2018 (2)	 8	 41	 20	 [9; 35]
  Total (fixed effect)	 198	 14	 [9; 20]
  Total (random effects)	 18	 [6; 43]
  Heterogeneity: χ2

2 = 13.16 (p < 0.01), I2 = 85%

Event total proportion (%) 95% CI

Event total proportion (%) 95% CI

Treatment = ICI combined with radiotherapy
  Trommer-Nestler et al. 2018 (3)	 10	 13	 77	 [46; 95]
  Total (fixed effect)	 13	 77	 [48; 92]
  Total (random effects)	 77	 [48; 92]
  Heterogeneity: not applicable

Treatment = ICI combined with radiotherapy
  Long et al. 2018 (2)	 9	 35	 26	 [12; 43]
  Tawbi et al. 2018 (4)	 34	 94	 36	 [27; 47]
  Total (fixed effect)	 129	 34	 [26; 42]
  Total (random effects)	 33	 [24; 43]
  Heterogeneity: χ2

1 = 1.24 (p = 0.27), I2 = 19%

Treatment = ICI combination therapy
  Long et al. 2018 (2)	 34	 35	 97	 [85; 100]
  Tawbi et al. 2018 (4)	 91	 94	 97	 [91; 99]
  Total (fixed effect)	 129	 97	 [92; 99]
  Total (random effects)	 97	 [92; 99]
  Heterogeneity: χ2

1 = 0.01 (p = 0.92), I2 = 0%
  Total (fixed effect)	 328	 53	 [46; 60]
  Total (random effects)	 81	 [52; 94]
  Heterogeneity: χ2

4 = 56.11 (p < 0.01), I2 = 93%
  Residual heterogeneity: χ2

2 = 5.54 (p = 0.06), I2 = 64%

  Total (fixed effect)	 327	 24	 [19; 30]
  Total (random effects)	 23	 [11; 40]
  Heterogeneity: χ2

4 = 29.44 (p < 0.01), I2 = 86%
  Residual heterogeneity: χ2

3 = 14.40 (p < 0.01), I2 = 79%

40      50       60      70      80      90

10      20      30      40      50      60      70

Events per 100 observations (95% CI)

Events per 100 observations (95% CI)

A

B

Supplementary Fig. 2. Forest plot of the (A) any grade adverse event rates and (B) any grade CNS-related adverse event rates.  
CNS = central nervous system




