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Table S1. Results of random-effects, fixed-effects, heterogeneity and Egger p value of all meta-

analyses.
Number Random Random Fixed Effects Fixed
. Number of Effects Egger p
Meta-analysis of . . Effects p Summary Effects 12
. Participants Summary . Value
Studies . Value Estimate p Value
Estimate
Overall survival, high 0.53 (0.42 to 0.53 (0.42 to 0.000000
TMB vs low TMB 19 2609 0.67) 0.000000053 0.67) 053 0 0.5
Progression-free
.52 (0.40 t .52 (0.40 t . 1
survival, high TMB vs 19 1151 05 0(27)0 ° 00000011 05 0(27)0 °o 0 OOSOO 0 048
low TMB ) )
Overall survival, high
TMB, immunotherapy 5 2329 069 (0:50to 0.023 069 (0:50to 0023 0 063
0.95) 0.95)
vs chemotherapy
Overall survival, low 078 (0.60 t 078 (0.60 t
TMB, immunotherapy 4 2118 ' N 0.051 ' N 0.051 0 0.12
1.00) 1.00)
vs chemotherapy
Progression-free
s.urv1va1, high TMB, 5 2013 0.66 (0.47 to 0.014 0.66 (0.47 to 0.014 0 0.86
immunotherapy vs 0.92) 0.92)
chemotherapy
Progression-free
§urV1val, low TMB, 3 1574 1.14 (0.83 to 041 1.12 (0.85 to 04 ”n 0.097
immunotherapy vs 1.57) 1.48)

chemotherapy
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Observed Outcome
Figure S1. Overall survival, high TMB vs low TMB, funnel plot.
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Figure S2. Progression-free survival, high TMB vs low TMB, funnel plot.
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Author, year

S3 of S6

HR (35% CI)

Carbone et al. 2017 [33]

Hellmann et al. 2019 [45]

Gandara et al. 2018b [42]

Gandara et al. 2018a [42]

Powles et al. 2018 [36]

1.10 (0.38, 3.16)

0.68 (0.39, 1.20)

0.64 (0.21, 1.32)

0.56 (0.18, 1.75)

0.68 (0.29, 1.19)

Random effects summary estimate

(Q=0.93, df=4, pvalue = 0.92; I = 0.0%)

0.69 (0.50, 0.95)

pvalue =0.023

T T T 1
0.05 0.25 1 4 16

0S8, high TMB, immunotherapy versus chemotherapy

Figure S3. Overall survival, high TMB, immunotherapy vs chemotherapy, random-effects model.

Author, year

HR (35% Cl)

Carbone et al. 2017 [33]

Gandara et al. 2018b [42]

Gandara et al. 2018a [42]

Hellmann et al. 2018b [25]

Hellmann et al. 2018a [25]

0.62 (0.24, 1.60)

0.65 (0.34, 1.26)

0.57 (0.19, 1.67)

0.95 (0.44, 2.05)

0.58 (0.33, 1.03)

Random effects summary estimate

(Q=1.15, df =4, pvalue = 0.89; I = 0.0%)

0.66 (0.47, 0.92)

pvalue =0014

PFS, high TMB, immunotherapy versus chematherapy

Figure S4. Progression-free survival, high TMB, immunotherapy vs chemotherapy, random-effects

model.
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Author, year HR (95% CI)
Carbone et al. 2017 [33] P 0.99 (0.51,1.93)
Hellmann et al. 2019 [45] - 0.75(0.48,1.18)
Gandara et al. 2018b [42] - 0.62 (0.40, 0.96)
Powles et al. 2018 [36] — 1.00 (0.57,1.74)
Random effects summary estimate - 0.78 (0.60, 1.00)
Q=237 df=3 pvalue =05, = 0.0%) pvalue =0.051
T T T 1
0.05 0.25 1 4 16

0S, low TMB, immunotherapy versus chemotherapy

Figure S5. Overall survival, low TMB, immunotherapy vs chemotherapy, random-effects model.

Author, year HR. (95% Cl)
Carbone et al. 2017 [33] [ E— 182 (0.94, 3.52)
Gandara et al. 2018b [42] —— 0.98 (0.65, 1.46)
Hellmann et al. 2018a [25] —— 1.07 (0.67, 1.70)
Random effects summary estimate - 1.14 (0.83,1.57)
(=255 df=2 pvalue =028; =21 5%) pvalue =041

T T T 1

0.05 0.25 1 4 16

PFS, low TMB, immunatherapy versus chemotherapy

Figure S6. Progression-free survival, low TMB, immunotherapy vs chemotherapy, random-effects
model.
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Figure S7. Overall survival, high TMB, immunotherapy vs chemotherapy, funnel plot.
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Figure S8. Progression-free survival, high TMB, immunotherapy vs chemotherapy, funnel plot.
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Figure S9. Overall survival, low TMB, immunotherapy vs chemotherapy, funnel plot.
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Figure S10. Progression-free survival, low TMB, immunotherapy vs chemotherapy, funnel plot.
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