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Supplementary Figure 1. Overall survival of NSCLC patients treated with ICIs based on ECOG PS in the cBio database.
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Supplementary Figure 2. Progression-free survival of NSCLC patients treated with ICIs based on age in the cBio database.

WWW.aging-us.com

AGING



Overall survival

Study Number Hazard ratio Weight %
(95% CI)
Paz-Ares etal, 2021 719 —+—f— 0.66 (0.55, 0.80) 9.70
Borghaei et al, 2015 582 _-0-;— 0.73 (0.59, 0.89) 8.77
Hellmann et al. 2019 793 —E-'.'_ 0.79 (0.65. 0.96) 9.30
Barlesi et al, 2018 529 :—#—— 0.90(0.73, 1.12) 8.37
Socinski et al, 2021 697 —E—O-— 0.80 (0.67, 0.95) 10.41
Govindan et al. 2017 749 { —_—— 0.91 (0.77, 1.07) 11.01
Rittmeyer et al, 2017 850 —-.':_ 0.73 (0.62, 0.87) 10.72
Brahmer et al, 2015 272 -+ E 0.59 (0.44, 0.78) 5.72
Herbst et al. 2015 689 _0-—{ 0.61 (0.49, 0.75) 842
Reck et al. 2016 305 -+ E 0.60 (0.41, 0.89) 3.58
De—Castro et al, 2022 1274 + 0.79 (0.70, 0.89) 14.00
Overall, DL (I' = 47.3%, p = 0.041) Q 0.75 (0.69, 0.81) 100.00
I I
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B
Progression—free survival
Study Number Hazard ratio Weight%
(95% CI)

Paz—Ares et al, 2021 719 —_— 0.70 (0.58, 0.84) 9.52
Borghaei et al, 2015 582 —— 0.92 (0.77, 1.11) 9.58
Hellmann et al, 2019 793 * : 0.58 (0.43, 0.78) 7.05
Barlesi etal, 2018 529 : —— 1.01 (0.80, 1.28) 8.39
Socinski et al, 2021 697 —-0-—:— 0.71 (0.59, 0.85) 9.58
Govindan et al, 2017 749 —5—0-— 0.87(0.75, 1.01) 1034
Rittmeyer et al, 2017 850 | — T 0.93 (0.81, 1.08) 10.44
Brahmer et al, 2015 272 _0—: 0.62 (0.47, 0.81) 7.57
Herbst et al, 2015 689 R N 0.79 (0.66, 0.94) 9.71
Reck et al, 2016 305 * \ 0.50 (0.37. 0.68) 6.92
De-Castro et al, 2022 1274 i —— 1.03 (0.91, 1.16) 10.90
Overall, DL (I* = 78.1%, p = 0.000) <> 0.79 (0.70, 0.89) 100.00

I I

5 1 2

Favours ICIs Favours non—ICls

Supplemental Figure 3. Forest plot of the hazard ratio for overall survival (A) and progression-free survival (B). Cl, confidence interval; ICls,
immune checkpoint inhibitors.
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A Funnel plot with pseudo 95% confidence limits
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Supplementary Figure 4. Funnel plots of efficacy by age < 75 years (A) and > 75 years (B).
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Meta—analysis estimates, given named study is omitted
Lower CI Limat O Estimate Upper CI Limit
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Supplementary Figure 5. Sensitivity analysis for OS at 75 years of age threshold. Cl, confidence interval.
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Progression-free survival

Group and Study Number Hazard ratio Weight %
(95% CT)
<75
Borghaci ct al, 2015 539 = 091 (0.75, 1.10) 18,30
T
Hellmann et al, 2019 712 —_— 0.60 (0.4, 0.82) 12.83
Barlesi et al, 2018 479 —_— 1.02 (0.80, 1.29) 15.99
!
Rittmeyer et al, 2017 762 —e- 095 (0.82, 1.11) 2027
Brahmer et al, 2015 243 — ! 058 (0.41, 0.82) 11.50
Subgroup, DL (' = 71.3%, p = 0.008) <> 0.82 (0.68, 1.00) 78.90
1
1
1
575 i
1
Borghaei et al, 2015 43 : 0.97 (0.49. 1.94) 447
Hellmann ct al, 2019 81 - : 042 (0.14, 1.28) 194
1
Barlesi et al, 2018 50 - 091 (042, 1.97) 3.68
Rittmeyer et al, 2017 88 U 0.93 (0.58, 1.51) 775

Brahmer et al, 2015 29

. 1.76 (0.77. 4.05) 3.26

—_—
1
:
Subgroup, DL (I? =5.4%, p = 0.376) 0.96 (0.70, 1.32) 21.10
<|:>
1
1
1
1

Heterogeneity between groups: p=0.413

Overall, DL (I’ = 51.3%, p = 0.030) 0.85(0.72.

—

.00) 100.00

125 il 8

Favours ICIs Favours non-ICIs

Supplementary Figure 6. Forest plots of progression-free survival by age < 75 years and 2 75 years. Cl, confidence interval; ICls,
immune checkpoint inhibitors.
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Overall survival

Group and Study Number Hazard ratio Weight %
(95%CT)

PS=0

Paz-Ares et al, 2021 225 —_— 0.48 (0.32,0.71) 3.67

Borghaei et al, 2015 179 —0-—4:— 0.64 (0.4, 0.93) 4.08

Hellmann et al, 2019 269 —_— 0.66 (0.48. 0.89) 5.58

Barlesi et al, 2018 187 _— 0.73 (0.50, 1.08) 3.89

Socinski et al, 2021 283 —In-—— 0.81 (0.61, 1.08) 6.29

Govindan et al, 2017 259 —E—c— 0.99 (0.73, 1.33) 5.83

Rittmeyer et al, 2017 315 —_— 0.78 (0.58, 1.04) 6.08

Subgroup, DL (I = 38.6%, p = 0.135) <> 0.73 (0.62. 0.85) 3542
:

Ps=1 :

Paz—Aues et al, 2021 492 —_— 0.75 (0.60, 0.93) 9.10

Borghaci et al, 2015 402 — 0.80 (0.63, 1.00) 8.50

Hellmann et al, 2019 519 —:t—-o-—— 0.89 (0.73, 1.09) 10.17

Barlesi et al, 2018 342 — 0.99 (0.77. 1.28) 7.46

Socinski et al, 2021 408 —_— 0.78 (0.63, 0.97) 9.29

Govindan et al, 2017 485 —— 0.86 (0.70. 1.05) 10.03

Rittmeyer etal, 2017 535 —-o-—:~— 0.68 (0.56, 0.84) 10.03

Subgroup, DL (I’ = 14.8%, p=0.317) <> 0.81 (0.74, 0.89) 64.58
I

Heterogeneity between groups: p = 0.254 :

Overall, DL (I = 28.9%. p = 0.147) 0.78 (0.72. 0.85) 100.00

Supplementary Figure 7. Forest plots of overall survival by PS= 0 and PS= 1. CI, confidence interval; PS, performance status.
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Overall survival
Group and Study Number Hazard ratio Weight %
(95% CI)

First-line

Paz—Ares et al, 2021 649 —0—: 0.61 (0.50, 0.75) 11.02
Hellmann et al, 2019 712 —:LO—- 0.79 (0.61, 1.03) 8.06
Socinski et al, 2021 627 —:r—ﬁ— 0.79 (0.65, 0.94) 12.17
Nosaki et al, 2019 2348 —— 0.76 (0.69, 0.84) 18.98
Subgroup, DL (" = 32.9%, p=0215) Q 0.74 (0.66, 0.82) 50.23

Second-line

Borghaei et al, 2015 539 —_— 0.73 (0.58, 0.93) 9.22
Barlesi et al, 2018 479 —5—0—— 0.89 (0.71, 1.11) 9.86
Govindan ct al, 2017 678 —_—— 0.93 (0.72, 1.19) 8.52
Rittmeyer et al, 2017 762 —0—;— 0.70 (0.61, 0.81) 15.31
Brahmer et al, 2015 243 ————————— E 0.53 (0.40, 0.72) 6.87

Heterogeneity between groups: p = 0.906
0.74 (0.68,0.81)  100.00

Subgroup, DL (I = 64.8%, p = 0.023) <> 0.75 (0.63,0.88)  49.77
1
1
1
|
]

Overall, DL (I’ = 49.4%, p = 0.045)

5 1 2
Favours ICIs Favours non-ICls
B Overall survival
Group and Study Number Hazard ratio Weight%
(95% CI)
First-line
Paz—Ares et al, 2021 70 - -+ 1.21 (0.69, 2.12) 9.19
1
Hellmann et al, 2019 81 —_— 0.92 (0.57, 1.48) 12.72
Socinski et al, 2021 65 + 0.97 (0.58, 1.62) 10.98
1
Nosaki et al, 2019 264 —_— 0.76 (0.56, 1.02) 32.21
Subgroup, DL (I* = 0.0%, p = 0.508) <‘:> 0.88 (0.71, 1.08) 65.09
)
;
Second-line '
1
Borghaei et al, 2015 43 + 0.90 (0.43, 1.87) 536
1
Barlesi et al, 2018 50 - - 1.16 (0.54, 2.47) 5.01
Govindan et al, 2017 7 _0;—— 0.85(0.51, 1.43) 10.89
1
Rittmeyer et al, 2017 88 —_— 0.79 (0.46, 1.35) 9.99
)
Brahmer et al, 2015 29 . g 1.85(0.76, 4.51) 3.65
Subgroup, DL (I’ = 0.0%, p = 0.547) <:> 0.95(0.71,1.27) 3491
i
1
Heterogeneity between groups: p = 0.654 :
Overall, DL (I = 0.0%, p = 0.693) <7;> 0.90(0.76,1.07)  100.00
1 I
25 1 4
Favours ICIs Favours non-ICIs

Supplementary Figure 8. Forest plots of aged <75 years old (A) and >75 years old (B) of overall survival in subgroups by treatment lines. Cl,
confidence interval; ICls, immune checkpoint inhibitors.
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Group and study IClsa/N  non-ICIs /N Odds ratio (95% CT)  Weight %

Nivolumab plus ipilimumab

Paz—Ares et al, 2021 3277358 303/349 . F——— 1.60(0.99,2.59) 898
Hellmann ct al, 2019 42576 467/570 | —— 0.73 (0.55, 0.97) 9.63
Subgroup, DL 769/934 770919 | — 1.05 (0.49,2.28) 18.61
(I = 86.8%, p = 0.006) :

1
Nivolumab '
Borghaei et al, 2015 199287 236/268 —— 031 (0.20, 0.48) 9.11
Brahmer et al, 2015 76/131 11129 —p——— | 022(0.12,0.41) 846
Subgroup, DL 275418 347/397 _ 027(0.19, 0.39) 1757
(' = 0.0%, p=0.415) :
Pembrolizumab i
Herbst et al, 2015 2261343 2517309 — 045 (0.31, 0.64) 9.41
Reck ctal, 2016 113/154 135/150 —_—— 0.31(0.16, 0.58) 8.30
Castro etal, 2022 406/636 555/615  ——tp— 1 0.19 (0.14, 0.26) 9.56

Subgroup, DL R R e 0.29(0.16,0.53) Pkl

(' =83.7%, p = 0.002)

!

|
Avelumab :
Barlesi et al, 2018 2517393 313/365 —_— 0.29(021,042) 9.42
Subgroup, DL 2511393 3131365 _ 0.29(021,042) 9.42
(T'=00%p=1) 1

1

1
Atezolizumaly |
Socinski et al, 2021 370393 378/394 —_——T 0.68 (0.35, 1.31) 825
Rittmeyer et al. 2017 3900609 496/578 —_— 0.29(022,0.39) 9.63
Subgroup, DL 760/1002 874072 —:::::— 0.42 (0.19, 0.96) 1788
(F =81.1%, p = 0.021) .

1
Ipilimumab '
Govindan et al, 2017 344388 202/361 | —_— 1.85(1.23,2.78) 9.25
Subgroup, DL 344388 292/361 ' — 1.85(1.23,2.78) 9.25
(T =00%p=) i

1
Heterogeneity between groups: p = 0.000 !
Ovenll, DL 3144/4268  3537/4088 e 047(0.30,073)  100.00

(T =92.7%, p=0.000)

] T
125 1 8
B Group and study ICsaN  non-ICIs /N Odds ratio (95% CT)  Weight %
Nivolumab plus numab
Paz-Ares et al, 2021 1681358 132/349 ' —— 1.45 (1.08, 1.96) 9.23
Hellmann et al, 2019 189/576 205/570 1 —T 0.87(0.68, 1.11) 9.30
Subgroup, DL 357/934 337919 ! B 1.12 (0.67,1.85) 1854
(I* = 85.3%, p = 0.009) '
1
Nivolumab X
Borghaci et al, 2015 301287 1447268 — i 0.10 (0.06, 0.16) 899
Brahmer et al, 2015 9131 711129 —_— ! 0.06 (0.03, 0.13) 8.26
Subgroup, DL 39/418 2157397 B X 0.09 (0.05, 0.14) 17.25
(T =22.5%, p = 0.256) !
Pembrolizumab |
Herbst ctal, 2015 55/343 109/309 —— 0.35 (0.24, 0.51) 9.13
Reck etal, 2016 417154 80/150 — 0.32(0.20, 0.51) 803
Castro etal, 2022 120636 257/615 —— 0.32 (0.25, 0.42) 9.29
Subgroup, DL 216/1133  446/1074 <3 0.33 (0.27, 0.40) 27.35
(T =0.0%, p=0.930) 1
1
Avelumab :
Barlesi et al, 2018 39/393 180/365 — ! 0.11 (0.08,0.17) 9.10
Subgroup, DL 39/393 180/365 > ' 0.11 (0.08, 0.17) 9.10
(F=0.0%,p=.) |
1
Altczolizumab :
Socinski t al, 2021 237303 203/394 ! —— 1.43 (1.08, 1.90) 9.26
Rittmeyer et al, 2017 90/609 247/578 —— 0.23 (0.18, 0.31) 9.26
Subgroup, DL 327/1002 450972 1 0.58 (0.10, 3.42) 18.52
(I’ =98.8%, p = 0.000) :
]
Ipilimumab 1
Govindan et al, 2017 205/388 129/361 X —— 2,01 (1.50, 2.70) 9.24
Subgroup, DL 205/388 1291361 1 <> 2.01 (1.50, 2.70) 9.24
'=0.0%,p=1) '
1
Heterogencity between groups: p = 0.000 !
Ovenall, DL 11834268 17574088 e 0.38 (0.21,0.71) 100.00
(I' =97.4%, p = 0.000)
T T
o1 1 g

Supplementary Figure 9. Forest plots of all-grade (A) and high-grade (B) TRAEs in subgroups by type of ICls. Cl, confidence interval; ICls,
immune checkpoint inhibitors.
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