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Figure S1: PRISMA flow diagram. 1281 potentially relevant articles were identified by the search strategy,
which were eventually restricted to 15 after independent evaluation of three authors.



Random sequence generation (selection bias) _

Allocation concealment (selection bias) _:

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _:—
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

Other bias | ]

0% 25% 50% 75% 100%

- Low risk of bias |:| Unclear risk of bias - High risk of bias
g
®
g
© [}
s 5 S
5 —~ £ B 5
s & 2 o8 3
3¢ 5 % s 3
& 5 ¢ £ £ 8
§ 3 8 2 £ o
T8 2 % 3 %
g = s & 2 g
g 5§ 2 & ° 9
] £ § ¢ E o
5] 3 % 8 & £
=] < s 5 3 S
g 8 2 & 5 &®
e § 5 S 3 o 8
s £ £ £ 2 = =
TS g g5 8
¢ = 3 s £ & 3
Bang 2018 JAVELIN Gastric 300 | @ | @ | @ @ | @ | ® | @
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Figure S2: Assessment of bias risk, (A) risk of bias graph, (B) risk of bias summary. Cochrane
Collaboration Tool was used in the assessment of risk of bias independently assessed by three different
authors. RCTs included in the analysis were divided into “low risk”, “high risk”, or “unclear risk” of bias
across predefined domains (selection, performance, attrition, and reporting bias).



A

Aged <65 years

Hazard Ratio

Hazard Ratio

D

Active smoker

Study or Subgroup log[Hazard Ratio]  SE_Weight _IV. Fixed, 95% Cl V. Fixed. 95% CI
Bang 2018 JAVELIN Gastric 300 1953 01568  4.1% 1.22(0.89, 1.65] —
Doki 2022 CheckMate 648 02194 0132 57% 080062, 1.04]
Huang 2020 ESCORT 02842 0.1242  65% 0.75[0.59, 0.96]
Janjigian 2021 CheckMate 649 0.1969 0.0743 18.1% 082 [0.71,0.95] —
Kang 2022 ATTRACTION-4 02389 0.127 62% 0.79[061,1.01] —
Kato 2019 ATTRACTION-3 04358 01629 38% 065[0.47.08) T
Kojima 2020 KEYNOTE-181 -0.1282 0.1084  84% 0.88[0.71,1.09] —
Luo 2021 ESCORT-1st 03193 0.1421  50% 0.73[0.55,0.96] —
Shen 2021 ORIENT-15 0.3498 01359  54% 0.70[0.54,092]
Shen 2021 RATIONALE 302 03173 0.1248  64% 0.73[057,0.3] —
Shitara 2018 KEYNOTE-061 02625 0144 48% 0.77[0.58,1.02] T
Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 02816 0.1281  6.1% 0.75[0.59,0.87)
Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 0194 012867  6.0% 082 [0.64, 1.06] —
Sun 2021 KEYNOTE-590 02728 0113 7.8% 0.76[061,0.5] —_—
Xu 2021 JUPITER-06 05212 0.189  28% 0.59[041,0.86]
Xu 2022 ORIENT-2 0.4466 01864  2.9% 064 [0.44,0.92]
Total (95% CI) 100.0% 0.78[0.73, 0.83] *>
Heterogeneity: Chi = 16.78, df = 15 (P = 0.40); I = 6% o7 T P
Test for overall effect: Z = 7.78 (P < 0.00001) Foours (exparimental] | Favours [eontol
B Female
Hazard Ratio Hazard Ratio
 Subare R E Weight IV, ¥ WV Fi
Bang 2018 JAVELIN Gastric 300 04295 02233 6.0% 1.54[0.99,2.38]
Doki 2022 CheckMate 648 00211 02385  52% 1.02[0.64, 1.63] — T
Huang 2020 ESCORT -0.805 0.3758  2.1% 0.5 [0.21,0.93]
Janjigian 2021 CheckMate 649 -0.1691 0.1053 26.9%  0.84 [0.69, 1.04] —
Kang 2022 ATTRACTION-4 200137 0475 97% 099[0.70,1.39] —
Kato 2019 ATTRACTION-3 033 03253 2.8% 0.72[0.38, 1.36] —
Kojima 2020 KEYNOTE-181 01022 02346  54% 0.80[0.57,1.43] — T
Luo 2021 ESCORT-1st 01371 03727 2.1% 0.7 [0.42,1.81]
Shen 2021 ORIENT-15 05623 03447  25% 057[0.29,1.12] ~
Shen 2021 RATIONALE 302 07589 02733  4.0% 0.7 [0.27,0.80]
Shitara 2018 KEYNOTE-061 02114 02258 59% 0.81[0.52,1.26] —_—
Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 01091 0.1776  95% 0.80([0.63,1.27] —T
Shitara 2020 KEYNOTE-062 (Pem#+chemo vs Chemo) 01117 0.1869  85% 0.8 [0.62,1.29] —
Sun 2021 KEYNOTE-590 01138 02112 67% 0.89[0.59, 1.35] —
Xu2021 JUPITER-06 0.3385 04333  1.6%  1.40(0.60, 3.28] —
Xu 2022 ORIENT-2 03065 05428 1.0% 0.74[0.25,2.13]
Total (95% CI) 100.0% 0.87[0.78, 0.97) *
Heterogeneity: Chi? = 19.16, df = 15 (P = 0.21); I = 22% o5 o P
Tast for averall effect: 2 = 2.50 ( Favours [experimental] Favours [controf]
C rso
Hazard Ratio Hazard Ratio
 Subare Hazard R E Weight IV, Fix IV Fi 1

Bang 2018 JAVELIN Gastric 300 03047 02169 36% 148097, 2.27) 1
Doki 2022 CheckMate 648 03381 0.1447  82% 0.71[0.54,095] B
Huang 2020 ESCORT 00773 02564  26%  0.93[0.56, 1.53] —
Janjigian 2021 CheckMate 649 01516 0.0074 18.0% 0.86(0.71, 1.04] —
Kang 2022 ATTRACTION-4 00073 0.1207 10.2% 0.99[0.77,1.28] —T
Kato 2019 ATTRACTION-3 -0.1002 0.1609  6.6%  0.90(0.66, 1.24]
Kojima 2020 KEYNOTE-181 02005 0.1416  85% 0.82(0.62, 1.08]
Luo 2021 ESCORT-1st 06015 0.2588  26% 0.55[0.33,091]
Shen 2021 ORIENT-15 05312 02502 27%  0.59[0.36,0.96]
Shen 2021 RATIONALE 302 03148 02139 37% 0.73[048, 1.11] T
Shitara 2018 KEYNOTE-061 03719 01742 56% 0.69[0.49,097] —]
Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 01412 0.1478  7.8%  0.87(0.65, 1.16] —T
Shitara 2020 KEYNOTE-062 (Pem#chemo vs Chemo) 01049 0.1508  7.5% 0.90[0.67, 1.21] —
Sun 2021 KEYNOTE-590 03299 0.1367  9.1%  0.72[0.55,094] —
Xu 2021 JUPITER-06 08043 03163  1.7%  0.41[0.22,076]
Xu 2022 ORIENT-2 01088 0.3451 1.4%  0.90[0.46, 1.76]
Total (95% CI) 100.0%  0.82[0.76, 0.89] *
Heterogeneity: Chi? = 23.25, df = 15 (P = 0.08); I = 35%
Test for overall effect: Z = 4.73 (P < 0.00001) Favours [ovperimental] | Favours contro]

Hazard Ratio

Hazard Ratio

Study or log[Hazard Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Kato 2019 ATTRACTION-3 06605 03235 423% 052[0.27,097]
Luo 2021 ESCORT-1st -0.3525 0.3058 47.3% 0.70(0.39, 1.28] —
Xu 2022 ORIENT-2 13432 065 105% 026[0.07,093]
Total (95% CI) 100.0%  0.56 [0.37, 0.84] -
_I:ele‘z;ogenell : C:;' = ;9_9,2:1;; g (_Po—o%gn; F=0% PV R S— P
est for overall effect: Z = 2.79 (P = 0.005) Favours [experimental] Favours [control]
Never smoker
Hazard Ratio Hazard Ratio
Study or logHazard Ratio] _SE Weight IV, Fixed, 95% Cl IV, Fixed. 95% CI
Doki 2022 CheckMate 648 L0461 02197 23.4%  0.63[0.41,0.97]
Kato 2019 ATTRACTION-3 04422 031 117% 064[035,118 — T —
Luo 2021 ESCORT-1st 02178 02274 218% 0.80[0.52, 1.26] —_—
Shen 2021 RATIONALE 302 -0.289 0.1961 29.3% 0.75[0.51,1.10] —
Xu 2022 ORIENT-2 01655 02858 138%  0.85[0.48, 1.48] —
Total (95% Cl) 100.0%  0.73 [0.59, 0.90] -
Heterogeneity: Chi* = 1.08, df = 4 (P = 0.90); I = 0% P — : P
Test for overall effect: Z = 2.96 (P = 0.003) Favours [experimental] Favours [control]
E Squamous carcinoma
Hazard Ratio Hazard Ratio
Study or log[Hazard Ratio] __SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Doki 2022 CheckMate 648 -0.2054 01299  8.0% 0.74[0.58, 0.96]
Huang 2020 ESCORT 0.345 01108 11.0% 0.71[0.57,0.88]
Kato 2019 ATTRACTION-3 0.2504 01115 10.8% 0.77(0.62, 0.96]
Kojima 2020 KEYNOTE-181 0.2567 0108 11.5%  0.77[0.63, 0.96] —_—
Luo 2021 ESCORT-1st -0.3538 01153 10.1%  0.70[0.56, 0.88] —
Shen 2021 ORIENT-15 -0.4609 0.1084 115%  0.63[0.51,0.78] —
Shen 2021 RATIONALE 302 -0.3623 01019 13.0%  0.70(0.57, 0.85] —_—
Sun 2021 KEYNOTE-590 0.3227 00994 13.6% 0.72[0.60, 0.88] —_—
Xu 2021 JUPITER-06 0.5462 01519 58% 0.58(0.43,0.78]
Xu 2022 ORIENT-2 -0.3618 01691 4.7% 0.70[050,0.97]
Total (95% CI) 100.0%  0.71[0.66, 0.76] L 4

Heterogeneity: Chi* = 4.39, df = 9 (P = 0.88); I? = 0%
Test for overall effect: Z = 9.47 (P < 0.00001)

05 7
Favours [experimental]

1 1.5
Favours [control]

Aged 265 years

Bang 2018 JAVELIN Gastric 300
Doki 2022 CheckMate 648

Huang 2020 ESCORT

Janjigian 2021 CheckMate 649

Kang 2022 ATTRACTION-4

Kato 2019 ATTRACTION-3

Kojima 2020 KEYNOTE-181

Luo 2021 ESCORT-1st

Shen 2021 ORIENT-15

Shen 2021 RATIONALE 302

Shitara 2018 KEYNOTE-061

Shitara 2020 KEYNOTE-062 (Pem vs Chemo)

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo)
Sun 2021 KEYNOTE-590

Xu 2021 JUPITER-06

Xu 2022 ORIENT-2

Total (95% CI)
Heterogeneity: Chi* = 22.55, df = 15 (P = 0.09); I* = 33%
Test for overall effect: Z = 6.11 (P < 0.00001)

Male

r Subgre
Bang 2018 JAVELIN Gastric 300

Doki 2022 CheckMate 648

Huang 2020 ESCORT

Janjigian 2021 CheckMate 649

Kang 2022 ATTRACTION-4

Kato 2019 ATTRACTION-3

Kojima 2020 KEYNOTE-181

Luo 2021 ESCORT-1st

Shen 2021 ORIENT-15

Shen 2021 RATIONALE 302

Shitara 2018 KEYNOTE-061

Shitara 2020 KEYNOTE-062 (Pem vs Chemo)

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo)
Sun 2021 KEYNOTE-590

Xu 2021 JUPITER-06

Xu 2022 ORIENT-2

Total (95% CI)
Heterogeneity: Chi’ = 21.54, df = 15 (P = 0.12); I = 30%
Test for overall effect: Z = 9.44 (P < 0.00001)

PS1

Bang 2018 JAVELIN Gastric 300
Doki 2022 CheckMate 648

Huang 2020 ESCORT

Janjigian 2021 CheckMate 649

Kang 2022 ATTRACTION-4

Kato 2019 ATTRACTION-3

Kojima 2020 KEYNOTE-181

Luo 2021 ESCORT-1st

Shen 2021 ORIENT-15

Shen 2021 RATIONALE 302

Shitara 2018 KEYNOTE-061

Shitara 2020 KEYNOTE-062 (Pem vs Chemo)

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo)
Sun 2021 KEYNOTE-590

Xu 2021 JUPITER-06

Xu 2022 ORIENT-2

Total (95% CI)

Heterogeneity: Chi = 21.90, df = 15 (P = 0.11); I = 31%
Test for overall effect: Z = 8.7 (P < 0.00001)

Previous smoker

Study or log[Hazard Ratio]

-0.0543
-0.4006
0518
0.2017
0.0074
-0.1519
-0.0759
-0.4361
-0.6145
-0.4411
-0.1037
-0.0292
-0.0369
-0.3757
0477
-0.0165

Hazard Ratic
-0.007

0.0128
-0.279
-0.4046
-0.3123
-0.2066
-0.4985
-0.0513
-0.2739
-0.4519
-0.3743
-0.0185
-0.0648
-0.2382
-0.3165
043
-0.4353

Hazard Ratio

01921  42% 095065, 1.38] I

01392 8.0% 067[0.51,0.88] —_—

0.2162 3.3% 0.60[0.39,0.91] -

0.0951 17.0% 0.75[0.62, 0.90] —

01352 84% 1.01[0.77,131] — T
0155  6.4% 0.86(0.63, 1.16] — T
0.136 83% 0.93[0.71,1.21] D

0.1964 4.0% 0.65[0.44, 0.95]

01802 47%  0.54[0.38,0.77)

01656  56% 064 [0.47,0.89] —_—

0.1828 4.6% 0.90[0.63, 1.29] I

0.1527 6.6% 0.97[0.72,1.31] D B

01488 7.0% 096[0.72,1.29] T

01322 8.8% 069[0.53,0.89] —_—

0.2779 2.0% 0.62[0.36, 1.07]

0.399 1.0% 0.98[0.45, 2.15]
100.0%  0.79 [0.73, 0.85] >
05 07 15 2
Favours [experimental] Favours [control]
Hazard Ratio
E_Weight IV, Fix % Cl1

0.1452 36% 0.99[0.75,1.32]

01049 6.9% 0.70(0.57, 0.86]

04118 6.1% 0.75(0.60,0.93] —_—

0.0696 15.8% 0.77[0.67,0.88] -

0.1083 6.5% 0.87[0.70,1.07] D

04153 57% 0.79[063,0.99]

00913 9.2% 0.89(0.75,1.07] —T

0.1213 5.2% 0.69[0.55, 0.88] -

0.118 55% 0.64[0.51,0.81]
0109 64% 0.74[060,0.92]

0135  4.1% 0.87(067,1.14] —

0.1176 5.5% 0.88[0.70, 1.11] -

0.1146 5.8% 0.84[0.67,1.05] N

00945  85% 0.70(0.58, 0.84] —_—

0169  27% 0.50(0.36,0.70]

01771 24% 0.69[0.49, 0.98]

100.0% 0.7 [0.73, 0.81] *
5 o7 15
Favours [experimental] Favours [control]
Hazard Ratio Hazard Ratio
) ead, 955, C1

01466 4.4% 1.01[0.76,1.35]

0.1268 59% 0.76[0.59, 0.97] D —

01175  6.9%  0.67[0.53,0.84] —_—

0.0764 16.3% 0.73[0.63, 0.85] -

01303  56% 0.81[0.63,1.05] T
01531 4.1% 061[045,08] —

01072 83% 095[0.77,1.17] —
01294  57% 0.76[059,098] —

0.1231 6.3% 0.64[0.50,0.81] D —

0114 7.3%  0.69[0.55,0.86] —_—

01511 42% 0.98[0.73,1.32] 1
01345  53% 0.94[0.72,1.22] -
01281 58% 079061, 1.01] —
01077 82% 0.73[059,090] e
04768 3.0%  0.65[0.46,0.92]

0.1922 26% 0.65[0.44,0.94]

100.0% 0.76 [0.72, 0.81] L 4
0.5 07 15 2

Favours [experimental]

Favours [control]

Hazard Ratio

Hazard Ratio

Kato 2019 ATTRACTION-3
Luo 2021 ESCORT-1st
Xu 2022 ORIENT-2

Total (95% CI)

Heterogeneity: Chi* = 2.18, df = 2 (P = 0.34); I = 8%

Test for overall effect: Z = 2.87 (P = 0.004)

Adenocarcinoma

_StudyorSubgroup  log[Hazard Ratio]  SE Weight IV.Fixed, 95%Cl IV.Fixed

Bang 2018 JAVELIN Gastric 300
Janjigian 2021 CheckMate 649

Kang 2022 ATTRACTION-4

Kojima 2020 KEYNOTE-181

Shitara 2018 KEYNOTE-061

Shitara 2020 KEYNOTE-062 (Pem vs Chemo)

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo)
Sun 2021 KEYNOTE-590

Total (95% CI)
Heterogeneity: Chi*
Test for overall effect:

2.39, df =7 (P = 0.09); I = 44%
.93 (P < 0.0001)

-0.1362 0.1273
-0.4309 0.1546
-0.2869 0.2334

SE_Weight _IV. Fixed. 95% CI IV, Fixed, 95% CI
50.6%  0.87[0.68, 1.12] —
34.3% 065048088 — ®
15.1% 0.75[048,1.19) — T |
100.0% 0.77 [0.65, 0.92] —~—
0 15
Favours [experimental]  Favours [control]
Hazard Ratio Hazard Ratio
dosue
0.1156 0.1127 9.5% 1.12[0.90, 1.40] —
-0.2366 0.0613 32.1% 0.79[0.70, 0.89] e
-0.1054 0.093 13.9% 0.90[0.75, 1.08] R
0.1114 0.1397 6.2% 1.12[0.85,1.47]
-0.193 0.1135 9.4%  0.82[0.66, 1.03] - B
-0.0984 0.1007 11.9% 0.91[0.74, 1.10) 1
-0.1636 0.0985 12.4% 0.85[0.70, 1.03] B
-0.2982 0.1622 46% 0.74[0.54,1.02] I
100.0% 0.87 [0.81, 0.93] -

07 0]
Favours [experimental]

Favours [control]



F

With 1 organ metastasis

Hazard Ratio

Hazard Ratio

With 22 organs metastases

Hazard Ratio

Hazard Ratio

tudy or Subgrou; Hazard Rati E Weight IV, Random, 95% C| IV, Random, 95% Cl
Doki 2022 CheckMate 648 03244 0134 155%  0.72(0.56,0.94]

Huang 2020 ESCORT 04662 01366 153%  063[0.48,0.82]

Janjigian 2021 CheckMate 649 02438 00649 228%  0.78[0.69, 0.89] —

Kang 2022 ATTRACTION-4 00422 0.1044 186%  1.04(0.85,1.28] -

Kato 2019 ATTRACTION-3 03141 01447 145%  0.73[0.55,0.97] e

Luo 2021 ESCORT-1st 0558 0.1579 13.4%  0.57[042,078 —t———

Total (95% CI) 100.0% 0.75 [0.64, 0.88] e

Heterogeneity: Tau? = 0.03; Chi = 14.64, df = 5 (P = 0.01); I = 66%
Test for overall effect: Z = 3.54 (P = 0.0004)

Without liver metastasis

0.5

Hazard Ratio

07
Favours [experimental]

1 15
Favours [control]

Hazard Ratio

Study or Ratio]  SE Weight IV, Fixed, 95% CL 1V, Fixed, 95% Cl
Huang 2020 ESCORT 0.1982 0.1768 21.7%  0.82[0.58, 1.16] —
Janjigian 2021 CheckMate 649 02194 0132 38.9%  0.80[0.62, 1.04] — &
Kang 2022 ATTRACTION-4 05108 0.2069 15.8% 0.60[040,090] — =
Luo 2021 ESCORT-1st -0.1085 0.1692 23.7%  0.90 [0.64, 1.25] — T
Total (95% CI) 100.0% 0.79 [0.67, 0.93] -
Heterogeneity: Chi? = 2.39, df = 3 (P = 0.49); I = 0% o5 o7 b P
Test for overall effect: Z = 2.85 (P = 0.004) Favours [experimental] Favours [control]
With liver metastasis

Hazard Ratio Hazard Ratio
Study or Ratio]  SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% Cl
Janjigian 2021 CheckMate 649 0.3308 0.0918 49.8%  0.72[0.60, 0.86] —a—
Kang 2022 ATTRACTION-4 0.2794 0.149 18.8%  0.76[0.56, 1.01] —
Kato 2019 ATTRACTION-3 02767 02125 93% 0.76[0.50, 1.15] —
Luo 2021 ESCORT-1st 05255 0.2256  8.2%  0.59[0.38,0.92) s —
Shen 2021 ORIENT-15 05053 0.2097  9.5%  0.60[0.40, 0.91] —
Xu 2022 ORIENT-2 05801 0.3116  4.3%  0.56[0.30, 1.03] T
Total (95% Cl) 100.0% 0.70 [0.61, 0.79] >
Heterogeneity: Chi* = 2.06, df = 5 (P = 0.84); I = 0% o o7 % P
Test for overall effect: Z = 5.55 (P < 0.00001) Favours experimental] | Favours [eontrol]

PD-L1 expression on TPS <1%
Hazard Ratio Hazard Ratio

Study or Ratio]  SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Bang 2018 JAVELIN Gastric 300 02002 01503  7.0% 1.22[0.91, 1.64] —
Doki 2022 CheckMate 648 00158 0.134 8.8% 0.98[0.76,1.28] —
Huang 2020 ESCORT 0.1959 0.1439  7.6% 0.82[0.62,1.09] E—
Janjigian 2021 CheckMate 649 0.1643 0.063 39.7%  0.85[0.75,0.96] ——
Kang 2022 ATTRACTION-4 0.1351 00987 16.2% 0.87[0.72, 1.06] — T
Kato 2019 ATTRACTION-3 0.1735 0.1554  6.5%  0.84[0.62,1.14] ———
Luo 2021 ESCORT-1st 0.2315 01714  54% 0.79[057,1.11] —
Shen 2021 ORIENT-15 -0.602 0.1604  6.1% 055[0.40,075] — T
Xu 2022 ORIENT-2 0.2344 02444  26% 0.79(0.49,1.28] —
Total (95% CI) 100.0%  0.86 [0.79, 0.92] >
Heterogeneity: Chi? = 14.89, df = 8 (P = 0.06); I = 46% 0‘5 0‘7 7 1‘5

Test for overall effect: Z = 3.94 (P < 0.0001)

PD-L1 expression on CPS <1

Hazard Ratio

Favours [experimental] Favours [control]

Hazard Ratio

Study or log[Hazard Ratio] __SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Doki 2022 CheckMate 648 0.0167 0.3492 10.9%  0.98[0.50, 1.95]

Janjigian 2021 CheckMate 649 0.0782 0.1443 63.8%  0.92[0.70, 1.23]

Shen 2021 ORIENT-15 02784 03778  9.3% 1.32[0.63,2.77] —
Xu 2021 JUPITER-06 04904 0.3641 10.0%  0.61[0.30, 1.25] —

Xu 2022 ORIENT-2 02591 0.4728  59% 1.30[0.51,3.27)

Total (95% Cl) 100.0%  0.94[0.75,1.18] -

Heterogeneity: Chi? = 2.69, df = 4 (P = 0.61); I = 0%

Test for overall effect: Z = 0.52 (P = 0.61)

PD-L1 expression on CPS <10

Hazard Ratio

. . 15 2
Favours [experimental] - Favours [control]

Hazard Ratio

Study or Subgrou log[Hazard Ratio] __SE_Weight _IV. Fixed, 95% CI IV, Fixed, 95% CI
Janjigian 2021 CheckMate 649 01506 0.0768 37.9%  0.86 [0.74, 1.00]
Kang 2022 ATTRACTION-4 00032 0.1167 16.4% 1.0 (0.79, 1.25] —
Kato 2019 ATTRACTION-3 02739 01294 133% 076 [0.59, 0.98] —
Luo 2021 ESCORT-1st 02876 01312 13.0%  0.75[0.58,0.97] . —
Shen 2021 ORIENT-15 04458 0.1262 14.0% 064[050,082] — T
Xu 2022 ORIENT-2 02576 02032 54% 0.77([0.52 1.15] —
Total (95% CI) 100.0%  0.81[0.74, 0.89] -
Heterogeneity: Chi? = 7.88, df = 5 (P = 0.16); I = 37% 0‘5 0‘7 T 1‘5 t
Test for overall effect: Z = 4.40 (P < 0.0001) Favours [experimental] | Favours [control
PD-L1 expression on TPS 21%
Hazard Ratio Hazard Ratio
Study or log[Hazard Ratio] SE_ Weight _IV. Fixed. 95% Cl IV, Fixed, 95% CI
Bang 2018 JAVELIN Gastric 300 00619 0.2552  5.1% 0.94[0.57,1.55] —
Doki 2022 CheckMate 648 01375 17.7% 055[042,072) — T
Huang 2020 ESCORT 0.1675 11.9% 058 [0.42, 0.81]
Janjigian 2021 CheckMate 649 01546 14.0% 057[042,077) — "
Kang 2022 ATTRACTION-4 02345  6.1% 1.6 [0.67,1.68] —
Kato 2019 ATTRACTION-3 0156 13.8% 0.69[0.51,0.94] —
Luo 2021 ESCORT-1st 01584 13.3% 059[043,080] — T
Shen 2021 ORIENT-15 01489 15.1%  0.71[0.53,0.95] I
Xu 2022 ORIENT-2 03386 2.9% 088045, 1.71]
Total (95% CI) 100.0% 0.65 [0.58, 0.73] -
Heterogeneity: Chi? = 10.82, df = 8 (P = 0.21); 12 = 26% 0‘5 0‘7 T 1‘5 ‘2
Test for overall effect: Z = 7.37 (P < 0.00001) Favours [experimental]  Favours [control]
PD-L1 expression on CPS 21
Hazard Ratio Hazard Ratio
Doki 2022 CheckMate 648 -0.3771 0.1034 13.7% 0.69[0.56, 0.84] I
Janjigian 2021 CheckMate 649 331% 076 [0.67, 0.87] —
Shen 2021 ORIENT-15 10.9%  0.59 [0.47, 0.74] -
Shitara 2018 KEYNOTE-061 11.4% 0.82[0.66, 1.03] T
Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 7.9% 0.91[0.69, 1.18]
Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 15.1%  0.85[0.70, 1.03] - B
Xu 2021 JUPITER-06 -0.487 0.1751 4.8% 0.61[0.44,0.87]
Xu 2022 ORIENT-2 -0.3159 02208 3.0% 0.73[0.47,1.12] —
Total (95% CI) 100.0% 0.75[0.70, 0.81] >

Heterogeneity: Chit = 10.66, df = 7 (P = 0.15); I = 34%
Test for overall effect: Z = 7.47 (P < 0.00001)

PD-L1 expression on CPS 210

Study or Subgroup log[Hazard Ratio]

SE_Weight

Hazard Ratio
IV, Fixed, 95% Cl

05

.7 15
Favours [experimental] - Favours [control]

Hazard Ratio
IV, Fixed, 95% CI

Doki 2022 CheckMate 648

0.4647 0.1481

Study or Ratio]  SE Weight IV. Fixed, 95% CI IV, Fixed, 95% CI
Doki 2022 CheckMate 648 -0.2504 0.1329 17.1%  0.78(0.60, 1.01]

Kojima 2020 KEYNOTE-181 00022 01086 25.7% 1.00[0.81,1.24] —r

Shen 2021 ORIENT-15 04805 0.1622 11.5%  0.62[0.45,0.85]

Shen 2021 RATIONALE 302 0.1959 0.1439 14.6%  0.82([0.62, 1.09] — 1

Sun 2021 KEYNOTE-590 0.1452 0.1227 20.1%  0.86 [0.68, 1.10] —

Xu 2021 JUPITER-06 04944 02152 65% 061[040,003 —

Xu 2022 ORIENT-2 0.0564 02634  4.4% 095 [0.56, 1.58]

Total (95% CI) 100.0%  0.83 [0.74, 0.92] >

Heterogeneity: Chi* = 8.94, df = 6 (P = 0.18); I2 = 33% 0‘5 0‘7 i 1‘5 ‘2

Test for overall effect: Z = 3.46 (P = 0.0005)

Favours [experimental]

Favours [control]

Asian
Hazard Ratio Hazard Ratio

Study or log[Hazard Ratio] SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Bang 2018 JAVELIN Gastric 300 02237 02344  23% 1.25[0.79, 1.98]
Doki 2022 CheckMate 648 0.2048 0.1188  9.0%  0.74[0.59, 0.94] e —
Huang 2020 ESCORT 0.345 0.1108 10.3%  0.71[0.57,0.88] I —
Janjigian 2021 CheckMate 649 03173 01249 8.1% 0.73[0.57,0.93] —
Kang 2022 ATTRACTION-4 0.1054 0.093 14.7% 0.90[0.75,1.08] 1
Kato 2019 ATTRACTION-3 0.2542 01142  9.7%  0.78(0.62,0.97] —
Kojima 2020 KEYNOTE-181 04162 01413 64%  0.66[0.50,0.87] e —
Luo 2021 ESCORT-1st 0.3538 0.1153  9.5%  0.70 0.56, 0.88] —_—
Shen 2021 RATIONALE 302 0.3165 0.1077 10.9%  0.73[0.59, 0.90] I —
Sun 2021 KEYNOTE-590 0442 0118  9.1% 0.64[0.51,0.81] e —
Xu 2021 JUPITER-06 05462 01519  55%  0.58([0.43,0.78]
Xu 2022 ORIENT-2 0.3618 0.1691  4.4%  0.70 [0.50,0.97]
Total (95% CI) 100.0% 0.74[0.69, 0.79]

Heterogeneity: Chi* = 14.83, df = 11 (P = 0.19); I = 26%

Test for overall effect: Z = 8.54 (P < 0.00001)

05 .7 1 15
Favours [experimental] Favours [control]

13.1%

Kojima 2020 KEYNOTE-181 03579 0151 126%
Shen 2021 ORIENT-15 04494 01452 136%
Shen 2021 RATIONALE 302 06206 0199  7.2%
Shitara 2018 KEYNOTE-061 04408 0235 52%

Shitara 2020 KEYNOTE-062 (Pem vs Chemo)
Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo)
Sun 2021 KEYNOTE-590

Xu 2021 JUPITER-06

Xu 2022 ORIENT-2

Total (95% CI)
Heterogeneity: Chi* = 4.38, df = 9 (P = 0.88); I = 0%
Test for overall effect: Z = 7.75 (P < 0.00001)

White

r re log[H:
Bang 2018 JAVELIN Gastric 300
Janjigian 2021 CheckMate 649
Kato 2019 ATTRACTION-3
Shen 2021 RATIONALE 302

Total (95% CI)

rd Rati

0.2455 0.1514  31.4%
-0.2327 0.0706 37.2%
-0.6356 0.5798  8.4%
-0.6393 0.2552 23.0%

0.3719 01742 9.4%

-0.1605

0.162
0.4809 0.1186

10.9%
204%

04434 02413 4.9%

0.2944 0.3237

E_Weigh

100.0%

Heterogeneity: Tau? = 0.09; Chi® = 12.31, df = 3 (P = 0.006); I = 76%

Test for overall effect: Z = 1.10 (P = 0.27)

2.7%

100.0%

063[0.47, 0.
0.70[0.52, 0.94]
064 [0.48, 0.85]
054[0.36,0.79]
0.64[0.41,1.02]
0.69[0.49, 0.97]
085[0.62,1.17]
0.62[0.49, 0.78]
0.64[0.40, 1.03]
0.74[0.40, 1.41]

0.66[0.59, 0.73]

>

Hazard Ratio

IV, Ran

1.28[0.95, 1.72]
0.79[0.69,0.91]

0.53[0.17, 1.65]

0.53[0.32, 0.87]

0.81[0.56, 1.18]

05

15
Favours [experimental] - Favours [control]

Hazard Ratio

IV, Random, 95% C|
r—
-
[
g
02 05 1 5

Favours [experimental]

2
Favours [control]



K Primary gastric tumour Primary oesophagogastric junction tumour

Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
Study or Subgroup og[Hazard Ratio] __SE Weight _IV. Random, 95% C. Random, 95% C " ! o Y
Bang 2018 JAVELIN Gastric 300 0208 01432 129%  1.23[0.93,1.63] — Bang 2018 JAVELIN Gastric 300 01473 02207 126%  0.86[0.56, 1.33] —
Janjigian 2021 CheckMate 649 02774 00705 244%  076[066,087) % Janjigian 2021 CheckMate 649 -0.1091 0.1487 27.8%  0.90[0.67, 1.20] —
Kang 2022 ATTRACTION-4 01352 0113 168%  087(0.70,1.09] — Kang 2022 ATTRACTION-4 00005 03053 6:6% 1.00[0.55,182] 1
Shitara 2018 KEYNOTE-061 -0.0656 0.1391 13.4% 0.94(0.71,1.23] T ‘Shitara 2018 KEYNOTE-061 -0.4985 0.2006 15.3%  0.61[0.41,0.90]
Shitara 2020 KEYNOTE-062 (Pem vs Chemo) -0.1881 0.116 16.4% 0.83 [0.66, 1.04] T Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 0.0619 0.1811 187% 1.06[0.75, 1.52) I A
Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 02056 0118 16.1% 081[065103] | Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chermo) 00432 018 19.0% 0.96[0.67.1.36) [
Total (85% CI) 1000%  0.87[0.77,0.99] —~— Total (95% CI) 100.0% 0.89 [0.76, 1.03] -
. - —5(p= o = 509 Heterogenety: Chi* = 4.93, df =5 (P = 0.42); I*= 0%
Heterogeneity: Tau® = 0.01; Chi” = 10.06, df = 5 (P = 0.07); I = 50% 07 1 15 2
07 085 1 12 15 - -
Test for overall effect: Z = 2.09 (P = 0.04) Favours [experimental] Favours {control] Test for overall effect: 2 = 1.55 (P = 0.12) Favours [experimental] - Favours [control]
L 0 prior therapy 1 prior therapy
Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
Study or Subaroup log[Hazard Ratio] __SE_Weight IV, Fixed, 95% CI IV, Fixed. 95% CI Study or Ratio] _ SE Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Doki 2022 CheckMate 648 02962 0.1303  7.1%  0.74[0.58,0.96] — Huang 2020 ESCORT 0.345 01108 161%  0.71(0.57, 0.88] —_—
Janjigian 2021 CheckMate 649 02238 0.0826 17.8%  0.80[0.68,0.94] Kato 2019 ATTRACTION-3 02594 01115 159% 0.7 (062, 096] R
Kang 2022 ATTRACTION-4 01054 0093 140% 090[0.75, 1.08] y g ’ y —
Lo 3021 ESCORT 15t 03538 01153  9.1% 070 {0 56,0 ee} - Kojima 2020 KEYNOTE-181 -0.1194 0.0858 26.8%  0.89[0.75, 1.05]
Shen 2021 ORIENT-15 04609 01084 103% 0.63[0.51, 0.78] - Shen 2021 RATIONALE 302 0.3623 0.1019 19.0%  0.70 [0.57, 0.85] e —
Shitara 2020 KEYNOTE-062 (Pem vs Chemo) -0.0982 0.1363 6.5% 0.91[0.69,1.18] e Shitara 2018 KEYNOTE-061 -0.193 0.1135 15.3% 0.82[0.66, 1.03] B
Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 01636 0.0985 125% 0.85[0.70, 1.03] — Xu 2022 ORIENT-2 -0.3618 0.1691  6.9%  0.70 [0.50,0.97]
Sun 2021 KEYNOTE-590 03144 0.0835 174%  0.73[0.62,0.86] -
Xu 2021 JUPITER-06 -0.5462 01519 53% 0.58[043,078) — T Total (95% Cl) 100.0% 0.78 [0.71, 0.85] -
Heterogeneity: Chi* = 4.96, df = 5 (P = 0.42); I = 0%
Total (95% CI) 100.0% 0.7 [0.72,0.82] - genety ( ) 05 07 1 15
Test for overall effect: Z = 5.67 (P < 0.00001) Favours [experimental]  Favours [control]

Heterogeneity: Chi* = 13.44, df = 8 (P = 0.10); I = 40%

07 1 15
Test for overall effect: Z = 7.63 (P < 0.00001) Favours [experimental] - Favours [control]

Figure S3: Forest plots of HRs comparing OS between anti-PD-1/PD-L1 therapy and chemotherapy in
gastroesophageal cancer with respect to (A) age group, (B) gender, (C) PS score, (D) smoking status,
(E) histological type, (F) number of organs with metastases, (G) liver metastatic status, (H) PD-L1
expression on TPS, (I) PD-L1 expression on CPS, (J) race, (K) primary tumor sites, (L) number of prior
therapies. Statistical analyses were performed by using Review Manager 5.3 software; forest plots
were used to assess HRs to describe the relationship between treatment and clinical outcomes in the
specified cohorts of patients.



A

Aged <65 years

Hazard Ratio

Hazard Ratio

Aged 265 years

Hazard Ratio

Hazard Ratio

Test for overall effect: Z = 9.47 (P < 0.00001)

Favours [experimental]

Study or log[Hazard Ratio] __SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Doki 2022 CheckMate 648 02194 0132 10.5% 0.80 [0.62, 1.04] —
Huang 2020 ESCORT 0.2842 01242 11.9%  0.75[0.59, 0.96] —
Kato 2019 ATTRACTION-3 04358 0.1629  6.9%  0.65[0.47,0.89]
Kojima 2020 KEYNOTE-181 01282 01094 15.3% 0.8 [0.71,1.09] —T
Luo 2021 ESCORT-1st 03193 01421  9.1% 0.73[0.55,0.96] L
Shen 2021 ORIENT-15 -0.3498 01359  9.9% 0.70[0.54,0.92] —_—
Shen 2021 RATIONALE 302 03173 01249 11.7% 0.73[0.57,0.93] —
Sun 2021 KEYNOTE-590 02728 0413 14.3%  0.76 [0.61,0.95] —
Xu 2021 JUPITER-06 05212 0189 5.1% 0.59[0.41,0.86]
Xu 2022 ORIENT-2 0.4466 01864 5.3%  0.64[0.44,0.92]
Total (95% Cl) 100.0%  0.74[0.68, 0.81] >
Heterogeneity: Chi? = 5.76, df = 9 (P = 0.76); I = 0% o5 o7 b t 5
Test for overall effect: Z = 6.93 (P < 0.00001) Favours [experimental] - Favours [control]
B Female
Hazard Ratio Hazard Ratio
Study or Ratio]  SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Doki 2022 CheckMate 648 00211 0.2385 156% 1.02(0.64, 1.63] —
Huang 2020 ESCORT 0805 0.3759  63% 0.45[0.21,0.93]
Kato 2019 ATTRACTION-3 033 0.3253 84% 0.72[0.38, 1.36] .
Kojima 2020 KEYNOTE-181 01022 02346 16.2%  0.90 (057, 1.43] —
Luo 2021 ESCORT-1st 01371 03727  64% 0.87[042,1.81] —
Shen 2021 ORIENT-15 -0.5623 0.3447 75% 0.57[0.29, 1.12] R
Shen 2021 RATIONALE 302 07589 0.2733 11.9% 047[027,080) — T
Sun 2021 KEYNOTE-590 201138 02112 19.9%  0.89[0.59, 1.35] —
Xu 2021 JUPITER-06 0.3385 04333 4.7% 1.40 [0.60,3.28] ——
Xu 2022 ORIENT-2 0.3065 05428  3.0% 0.74[025,2.13]
Total (95% CI) 100.0%  0.78 [0.65, 0.94] -
Heterogeneity: Chi? = 10.58, df = 9 (P = 0.31); I = 15% o5 o7 1 15 &
Test for overall effect: Z = 2.64 (P = 0.008) Favours [experimental] Favours [controf]
PS O
Hazard Ratio Hazard Ratio
Study or log[Hazard Ratio]  SE_Weight _IV. Fixed, 95% CI IV, Fixed, 95% CI
Doki 2022 CheckMate 648 -0.3381 01447 17.3%  0.71[0.54,0.95] —
Huang 2020 ESCORT 00773 02564  55% 0.93(0.56,1.53] —
Kato 2019 ATTRACTION-3 01002 01609 14.0%  0.90 [0.66, 1.24] —T
Kojima 2020 KEYNOTE-181 0.2005 01416 18.1%  0.82([0.62, 1.08] —
Luo 2021 ESCORT-1st 06015 0.2588 54% 0.55[0.33,0.91] Ee—
Shen 2021 ORIENT-15 05312 02502 58%  0.59[0.36, 0.96] I
Shen 2021 RATIONALE 302 03148 02139 7.9% 0.73(048,1.11] -
Sun 2021 KEYNOTE-590 0.3299 01367 19.4% 0.72(0.55,0.94] —
Xu 2021 JUPITER-06 0.8043 03163  36% 0.41[0.22,0.76]
Xu 2022 ORIENT-2 01088 03451  3.0% 0.90 046, 1.76]
Total (95% C) 100.0%  0.74 [0.66, 0.83] <>
Heterogeneity: Chiz = 8.96, df = 9 (P = 0.44); I = 0% PV S
Test for overall effect: Z = 5.00 (P < 0.00001) Favours [experimental] Favours [control]
D Active smoker
Hazard Ratio Hazard Ratio
Study or log[Hazard Ratio]  SE_Weight _IV. Fixed, 95% Cl IV, Fixed, 95% CI
Kato 2019 ATTRACTION-3 06605 0.3235 42.3% 0.52[0.27,0.97]
Luo 2021 ESCORT-1st 0.3525 0.3058 47.3%  0.70 [0.39, 1.28] —
Xu 2022 ORIENT-2 13432 065 105% 026[0.07,093] — T
Total (95% CI) 100.0% 0.56 [0.37, 0.84] -
Heterogeneity: Chi? = 1.99, df =2 (P = 0.37); 2= 0% —t + + —t
Test fc?oveerl effect: 2= 2.79 (P (= 0.005) ! or o0z 05 1 2 s
Favours [experimental] - Favours [control]
Never smoker
Hazard Ratio Hazard Ratio
Study or. log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Doki 2022 CheckMate 648 0461 02197 234% 0.63[0.41,097]
Kato 2019 ATTRACTION-3 11.7%  0.64[035,1.18] —
Luo 2021 ESCORT-1st 21.8% 080 (0.52, 1.26] — 1
Shen 2021 RATIONALE 302 0.289 01961 29.3% 0.75[0.51,1.10] ——
Xu 2022 ORIENT-2 -0.1655 0.2858 13.8% 0.85[0.48, 1.48] —
Total (95% CI) 100.0%  0.73[0.59, 0.90] e
Heterogeneity: Chi? = 1.08, df = 4 (P = 0.90); I = 0% Py — b P
Test for overall effect: Z = 2.96 (P = 0.003) Favoure [experimental] | Favours [oontrol
E Squamous
Hazard Ratio Hazard Ratio
Study or Sub. log[Hazard Ratio] __SE_Weight _IV. Fixed. 95% Cl IV, Fixed, 95% Cl
Doki 2022 CheckMate 648 -0.2054 0.1209 8.0%  0.74[0.58, 0.96]
Huang 2020 ESCORT -0.345 0.1108 11.0% 0.71[057,0.88] —
Kato 2019 ATTRACTION-3 -0.2594 0.1115 10.8% 0.77 [0.62, 0.96] -
Kojima 2020 KEYNOTE-181 -0.2567 0108 115% 0.7 0.63, 0.96] —
Luo 2021 ESCORT-1st -0.3538 0.1153 10.1%  0.70[0.56, 0.88] -
Shen 2021 ORIENT-15 04609 0.1084 115% 0.63[0.51,0.78] —_—
Shen 2021 RATIONALE 302 -0.3623 01019 13.0%  0.70(0.57, 0.85] —
Sun 2021 KEYNOTE-590 -0.3227 0.0994 136%  0.72[0.60, 0.88] —_—
Xu 2021 JUPITER-06 05462 01519  58% 0.58(0.43,0.78]
Xu 2022 ORIENT-2 -0.3618 0.1691 47% 0.70(0.50, 0.97]
Total (95% Cl) 100.0%  0.71[0.66, 0.76] L 4
Heterogeneity: Chi? = 4.39, df = 9 (P = 0.88); I? = 0% o' 0‘7 T 1‘5 ‘2

Favours [control]

Study or log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% C|
Doki 2022 CheckMate 648 04006 01392 15.3% 067 [0.51,0.88]
Huang 2020 ESCORT 0518 02162  63% 0.60[0.39,0.91]
Kato 2019 ATTRACTION-3 01519 0.155 12.3%  0.86[0.63, 1.16] -
Kojima 2020 KEYNOTE-181 00759 0.136 16.0% 093[0.71,1.21] T
Luo 2021 ESCORT-1st 04361 01964  7.7%  0.65[0.44, 0.95] I —
Shen 2021 ORIENT-15 06145 01802 9.1% 054[038,077) — T
Shen 2021 RATIONALE 302 04411 01656 10.8% 064 [0.47, 0.89] e
Sun 2021 KEYNOTE-590 03757 01322 16.9% 069 [0.53,0.89] —
Xu 2021 JUPITER-06 0477 02779 3.8% 0.62[0.36,1.07] T
Xu 2022 ORIENT-2 00165 0399  1.9%  0.98[0.45,2.15]
Total (95% Cl) 100.0%  0.71[0.64, 0.79] >
Heterogeneity: Chi? = 10.01, df = 9 (P = 0.35); I = 10% o5 o7 T PR
Test for overall effect: Z = 6.32 (P < 0.00001) Favours [experimental] - Favours [control
Male
Hazard Ratio Hazard Ratio
Study or log[Hazard Ratio] __ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Doki 2022 CheckMate 648 03565 0.1049 11.8%  0.70 [0.57, 0.86] —
Huang 2020 ESCORT 02917 01118 10.4%  0.75[0.60, 0.93] —
Kato 2019 ATTRACTION-3 0236 0.1153 98%  0.79[0.63, 0.99] I
Kojima 2020 KEYNOTE-181 01141 0.0913 15.6% 089 [0.75,1.07] —
Luo 2021 ESCORT-1st 03656 0.1213  8.8% 069 [0.55,0.88] —
Shen 2021 ORIENT-15 0442 0118  93% 064 [0.51,081] —
Shen 2021 RATIONALE 302 02071 0109 11.0% 074 [0.60, 0.92] —
Sun 2021 KEYNOTE-590 03595 0.0945 14.6%  0.70 [0.58, 0.84] I
Xu 2021 JUPITER-06 06892 01696  4.5%  0.50[0.36,0.70]
Xu 2022 ORIENT-2 03704 01771 4.1%  0.69[0.49, 0.98]
Total (95% CI) 100.0% 0.73[0.68, 0.78] <
Heterogeneity: Chi? = 12.05, df = 9 (P = 0.21); I = 25% s o7 T PP
Test for overall effact: Z = 8.83 (P < 0.00001) Favours [experimental] Favours [control]
PS 1
Hazard Ratio Hazard Ratio
Study or Ratio]  SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Doki 2022 CheckMate 648 0279 01268 102%  0.76[0.59, 0.97] E—
Huang 2020 ESCORT 04046 0.1175 11.8% 067 [0.53,0.84] e
Kato 2019 ATTRACTION-3 04985 01531 7.0% 061[045082] — T
Kojima 2020 KEYNOTE-181 00513 01072 14.2%  0.95[0.77,1.17] — T
Luo 2021 ESCORT-1st 02739 01294  9.8%  0.76 [0.59, 0.98] —
Shen 2021 ORIENT-15 04519 01231 10.8% 064[0.50,081] T
Shen 2021 RATIONALE 302 03743 0.114 12.6% 069 [0.55,0.86] —
Sun 2021 KEYNOTE-590 03165 01077 14.1%  0.73[0.59,0.90] e
Xu 2021 JUPITER-06 043 0.1768  52%  0.65[0.46,0.92]
Xu 2022 ORIENT-2 04353 01922  4.4%  0.65[0.44,0.94]
Total (95% CI) 100.0% 0.72[0.67,0.78] >
Heterogeneity: Chi? = 10.48, df = 9 (P = 0.31); I = 14% o5 o7 b 5
Test for overall effect: Z = 8.09 (P < 0.00001) Favours [experimental] - Favours [control]
Previous smoker
Hazard Ratio Hazard Ratio
Study or log[Hazard Ratio] __SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Kato 2019 ATTRACTION-3 01362 01273 506%  0.87[0.68, 1.12] —
Luo 2021 ESCORT-1st 04309 0.1546 34.3% 065[048,088] — W
Xu 2022 ORIENT-2 02869 02334 15.1% 075[048,119] — [
Total (95% CI) 100.0% 0.77 [0.65, 0.92] g
Heterogeneity: Chiz = 2.18, df = 2 (P = 0.34); I = 8% 0¢5 0¢7 T 1§5
Test for overall effect: Z = 2.87 (P = 0.004) Favours [experimental] Favours [control]
Adenocarcinoma
Hazard Ratio Hazard Ratio
Study or Subgroup Ratio] SE Weight 1V, Random, 95% CI IV, Random. 95% CI
Janjigian 2021 CheckMate 649 01943 01615 31.8%  0.82([0.60, 1.13] —
Kojima 2020 KEYNOTE-181 0.1114 0.1397 36.5% 1.12[0.85, 1.47] L
Sun 2021 KEYNOTE-590 -0.2982 0.1622 31.7% 074[054,1.02) — = |
Total (95% CI) 100.0% 0.89 [0.69, 1.14] e

Heterogeneity: Tau? = 0.03; Chit = 4.12, df = 2 (P = 0.13); I = 51%

Test for overall effect: Z = 0.91 (P = 0.37)

7 08 1 12 1
Favours [experimental] - Favours [control]



With 1 organ metastasis

Hazard Ratio

Hazard Ratio

Study or Ratig]  SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

Huang 2020 ESCORT 0.1982 0.1768 47.8%  0.82[0.58, 1.16]

Luo 2021 ESCORT-1st 0.1085 01692 52.2%  0.90 [0.64, 1.25] - &

Total (95% CI) 100.0%  0.86 [0.68, 1.09] ———

Heterogeneity: Chi = 0.13, df = 1 (P = 0.71); I* = 0% o7 ok 3 o 5

Test for overall effect: Z = 1.24 (P = 0.22)

With liver metastasis

Favours [experimental] Favours [control]

Hazard Ratio
IV, Fixed, 95% CI

Hazard Ratio

Study or log[Hazard Ratio] SE Weight
Kato 2019 ATTRACTION-3 -0.2767 0.2125 29.6%
Luo 2021 ESCORT-1st -0.5255 0.2256 26.3%
Shen 2021 ORIENT-15 -0.5053 0.2097 30.4%
Xu 2022 ORIENT-2 -0.5801 0.3116 13.8%
Total (95% ClI) 100.0%

Heterogeneity: Chi* = 1.02, df = 3 (P = 0.80); I* = 0%
Test for overall effect: Z = 3.92 (P < 0.0001)

H PD-L1 expression on TPS <1%

0.76 [0.50, 1.15]
059 0.38, 0.92]
0.60 [0.40, 0.91]

056[0.30,1.03 — T

0.64[0.51, 0.80]

IV, Fixed, 95% CI

N
JE—

-

Hazard Ratio

05 07 1 15 2
Favours [experimental] - Favours [control]

Hazard Ratio

Study or Ratio] SE Weight
Doki 2022 CheckMate 648 -0.0158 0.134 23.7%
Huang 2020 ESCORT -0.1959 0.1439 20.5%
Kato 2019 ATTRACTION-3 -0.1735 0.1554 17.6%
Luo 2021 ESCORT-1st -0.2315 0.1714 14.5%
Shen 2021 ORIENT-15 -0.602 0.1604 16.5%

Xu 2022 ORIENT-2 -0.2344 0.2444 7.1%

Total (95% CI) 100.0%
Heterogeneity: Chi* = 8.12, df = 5 (P = 0.15); I* = 38%

Test for overall effect: Z = 3.44 (P = 0.0006)

PD-L1 expression on CPS <1

IV, Fixed, 95% CI IV, Fixed, 95% Cl
0.98(0.76, 1.28] —
0.82(0.62, 1.09] —
0.84[0.62, 1.14] —
0.79 057, 1.11] E—
0.55[0.40,075] ——"———
0.79[0.49, 1.28] —
0.80 [0.70, 0.91] -
05 o7 1 15 2

Hazard Ratio

Favours [experimental] - Favours [control]

Hazard Ratio

Study or Ratio] __SE Weight
Doki 2022 CheckMate 648 0.0167 0.3492  30.1%
Shen 2021 ORIENT-15 02784 03778 25.7%
Xu 2021 JUPITER-06 0.4904 0.3641 27.7%
Xu 2022 ORIENT-2 02501 04728 16.4%
Total (95% CI) 100.0%

Heterogeneity: Chi? = 2.64, df = 3 (P = 0.45); I = 0%
Test for overall effect: Z = 0.14 (P = 0.89)

PD-L1 expression on CPS <10

Study or log[Hazard Ratio] SE Weight

IV, Fixed, 95% CI IV, Fixed. 95% CI

0.98 [0.50, 1.95] —
1.32[0.63,2.77] e
0.61[0.30,1.25) — = |

1.30 (0.51, 3.27]

0.97[0.67, 1.42]

.

Hazard Ratio
1V, Fixed, 95% Cl

05 07 1 15 2
Favours [experimental] - Favours [control]

Hazard Ratio
IV, Fixed, 95% Cl

Doki 2022 CheckMate 648 -0.2504 0.1329 17.1%
Kojima 2020 KEYNOTE-181 0.0022 0.1086 25.7%
Shen 2021 ORIENT-15 -0.4805 0.1622 11.5%
Shen 2021 RATIONALE 302 -0.1959 0.1439 14.6%
Sun 2021 KEYNOTE-590 -0.1452 01227 20.1%

Xu 2021 JUPITER-06
Xu 2022 ORIENT-2

-0.4944 02152  6.5%
-0.0564 0.2634  4.4%

Total (95% CI)
Heterogeneity: Chi? = 8.94, df = 6 (P = 0.18); I* = 33%
Test for overall effect: Z = 3.46 (P = 0.0005)

100.0%

Asian

0.78[0.60, 1.01]
1.00 [0.81, 1.24]
0.62[0.45, 0.85]
0.82[0.62, 1.09]
0.86[0.68, 1.10]
0.61[0.40, 0.93]
0.95[0.56, 1.58]

0.83[0.74,0.92]

Hazard Ratio

Study or Subgroup Ratio]  SE Weight IV,

Fixed, 95% CI

05 07 1 15 2
Favours [experimental]  Favours [control]

Hazard Ratio
IV, Fixed, 95% Cl

Doki 2022 CheckMate 648
Huang 2020 ESCORT

Kato 2019 ATTRACTION-3
Kojima 2020 KEYNOTE-181
Luo 2021 ESCORT-1st
Shen 2021 RATIONALE 302
Sun 2021 KEYNOTE-590
Xu 2021 JUPITER-06

Xu 2022 ORIENT-2

-0.2948 01188 120% O
-0.345 0.1108 13.8% 0.
-0.2542 01142 130% O
-0.4162 01413  85% O
-0.3538 01153 127% O
-0.3165 01077 14.6% O
0442 0118 122% O
-05462 01519  7.3% O
-0.3618 01691 59% O

Total (95% Cl)
Heterogeneity: Chi’ = 3.48, df = 8 (P = 0.90); I
Test for overall effect: Z = 8.69 (P < 0.00001)

0%

74[0.59, 0.94]
71057, 0.88]
78062, 0.97)
66 [0.50, 0.87]
70 [0.56, 0.88)
73059, 0.90]
64[0.51,0.81]

58[043,078] — T

70 [0.50, 0.97)

100.0%  0.70 [0.65, 0.76]

>

0.5

.7 15
Favours [experimental] - Favours [control]

With 22 organs metastases

Hazard Ratio
1V, Fixed, 95% Cl

Hazard Ratio
IV, Fixed, 95% CI

Study or log[Hazard Ratio] SE Weight
Doki 2022 CheckMate 648 -0.3244 0.134 282%
Huang 2020 ESCORT -0.4662 0.1366 27.2%
Kato 2019 ATTRACTION-3 -0.3141 0.1447 242%
Luo 2021 ESCORT-1st -0.558 0.1579 20.3%
Total (95% CI) 100.0%

Heterogeneity: Chi* = 1.89, df = 3 (P = 0.59); I = 0%
Test for overall effect: Z = 5.73 (P < 0.00001)

Without liver metastasis

Study or

0.7210.56, 0.94]
0.63[0.48, 0.82]
0.7310.55, 0.97]
0.57[0.42,0.78]

0.66 [0.58, 0.76]

-
-

- e

-

Hazard Ratio

05 07 1 1.5
Favours [experimental] ~ Favours [control]

Hazard Ratio

log[Hazard Ratio]  SE_Weight _IV. Fixed, 95% Cl IV, Fixed, 95% Cl

Kato 2019 ATTRACTION-3 02739 0.1204 29.2%  0.76[0.59, 0.98] —

Luo 2021 ESCORT-1st 02876 0.1312 284%  0.75[0.58, 0.97] —

Shen 2021 ORIENT-15 04458 0.1262 30.7% 0.64[0.50,0.82] — @

Xu 2022 ORIENT-2 02576 02032 11.8% 0.77(0.52,1.45] — T [

Total (95% CI) 100.0% 0.72[0.63, 0.83] -

Heterogeneity: Chi = 1.26, df = 3 (P = 0.74); I = 0% t 0‘.7 p 1‘5
Test for overall effect: Z = 4.70 (P < 0.00001) Favours [experimental]  Favours [contral
PD-L1 expression on TPS 21%

Hazard Ratio Hazard Ratio

Study or log[Hazard Ratio] __SE Weight V. Fixed, 95% CI IV, Fixed. 95% CI

Doki 2022 CheckMate 648 0598 01375 23.7% 055[042,072] — *

Huang 2020 ESCORT 05391 0.1675 16.0% 0.58[0.42,081] — T

Kato 2019 ATTRACTION-3 03676 0.156 18.4%  0.69[0.51,0.94] —

Luo 2021 ESCORT-1st 05336 0.1584 17.8% 0.59[0.43,080] — "

Shen 2021 ORIENT-15 03431 0.1489 20.2%  0.71[0.53, 0.95] —

Xu 2022 ORIENT-2 01283 0.3386  3.9% 0.88[0.451.71] T ]

Total (95% Cl) 100.0%  0.63[0.55, 0.72] -

Heterogeneity: Chi? = 3.37, df = 5 (P = 0.64); I = 0% o5 0} T +

Test for overall effect: 6.95 (P < 0.00001)

PD-L1 expression on CPS 21

Hazard Ratio

Favours [experimental] - Favours [control]

Hazard Ratio

Study or Ratio] _ SE Weight IV, Fixed, 95% CI IV, Fixed, 95% C1
Doki 2022 CheckMate 648 03771 0.1034 423% 069 [0.56, 0.84]
Shen 2021 ORIENT-15 05281 0.1158 33.7% 0.59[047,074] = ——
Xu 2021 JUPITER-06 0487 01751 147%  0.61(0.44,0.87]
Xu 2022 ORIENT-2 03159 02208 9.3% 0.73[047,112] <~
Total (95% CI) 100.0% 0.64[0.57,0.74] -
Heterogeneity: Chi? = 1.34, df = 3 (P = 0.72); I = 0% o5 o7 ; 5
Test for overall effect: Z = 6.52 (P < 0.00001) Favours [experimental]  Favours [eontrol
PD-L1 expression on CPS 210
Hazard Ratio Hazard Ratio
Study or Ratio]  SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Doki 2022 CheckMate 648 04647 0.1481 17.5%  063[0.47,084] —
Kojima 2020 KEYNOTE-181 -0.3579 0.151 16.9% 0.70[0.52, 0.94] -
Shen 2021 ORIENT-15 04494 0.1452 182%  0.64[0.48, 0.85] —
Shen 2021 RATIONALE 302 06206 0.199 9.7% 054[0.36,079 —T
Sun 2021 KEYNOTE-590 -0.4809 0.1186 27.3%  0.62[0.49, 0.78] —
Xu 2021 JUPITER-06 04434 02413  66% 064[0.40,103 T
Xu 2022 ORIENT-2 -0.2944 0.3237 3.7% 0.74[0.40, 1.41] - ]
Total (95% CI) 100.0%  0.63[0.56, 0.72] -
Heterogeneity: Chi? = 1.41, df = 6 (P = 0.97); I = 0% P — ; P

Test for overall effect: Z = 7.35 (P < 0.00001)

Favours [experimental]  Favours [control]

White

Hazard Ratio Hazard Ratio
Study or Ratio]  SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Kato 2019 ATTRACTION-3 06356 05798 16.2% 053[0.17,165] — |
Shen 2021 RATIONALE 302 06393 02552 838% 0.53[0.32,0.87] ——
Total (95% CI) 100.0% 0.53[0.33, 0.83] ——

Heterogeneity: Chiz = 0.00, df = 1 (P = 1.00); I = 0%
Test for overall effect: Z = 2.73 (P = 0.006)

2 05 1 2
Favours [experimental] Favours [control]



K 0 prior therapy 1 prior therapy

Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
Study or log[Hazard Ratio] __SE_Weight _IV. Fixed, 95% Cl IV, Fixed, 95% CI Study or log[Hazard Ratio] __SE_Weight _IV. Fixed, 95% CI IV. Fixed, 95% Cl
Doki 2022 CheckMate 648 0.2962 01303 145%  0.74[0.58, 0.96] — Huang 2020 ESCORT -0.345 0.1108 19.0% 0.71[0.57,0.88] -
Luo 2021 ESCORT-1st 0.3538 0.1153 185%  0.70 [0.56, 0.88] —_— Kato 2019 ATTRACTION-3 -0.2594 01115 18.7% 0.7 (062, 0.96] —
Shen 2021 ORIENT-15 04609 01084 21.0% 0.63[0.51,0.78] — Kojima 2020 KEYNOTE-181 -0.1194 00858 31.7%  0.89(0.75, 1.05] —
Sun 2021 KEYNOTE-590 0.3144 00835 353% 0.73[0.62, 0.86] —— Shen 2021 RATIONALE 302 -0.3623 01019 22.4% 0.70[057, 0.85] —
Xu 2021 JUPITER-06 0.5462 01519 10.7% 058[043,078) ——— Xu 2022 ORIENT-2 -0.3618 01691 8.2% 0.70[0.50,0.97]
Total (95% CI) 100.0%  0.69 [0.62, 0.76] > Total (95% Cl) 100.0% 0.7 [0.70, 0.85] -
Heterogeneity: Chit = 2.8, df = 4 (P = 0.59); I = 0% "y o : e s Heterogeneily: Ch" = 464, df =4 (P = 0.33) = 14% o5 o7 b s A
Test for overall effect: Z = 7.55 (P < 0.00001) Favours [experimental] Favours [control] Testfor overall effect: 2 = 5.44 (P < 0.00001) Favours [experimental] - Favours [control]

Figure S4: Forest plots of HRs comparing OS between anti-PD-1/PD-L1 therapy and chemotherapy in
ECwith respect to (A) age group, (B) gender, (C) PS score, (D) smoking status, (E) histological type, (F)
number of organs with metastases, (G) liver metastatic status, (H) PD-L1 expression on TPS, (I) PD-L1
expression on CPS, (J) race, (K) number of prior therapies. Statistical analyses were performed by
using Review Manager 5.3 software; forest plots were used to assess HRs to describe the relationship
between treatment and clinical outcomes in the specified cohorts of patients.



A

Aged <65 years

Hazard Ratio

Hazard Ratio

Aged 265 years

Hazard Ratio

Hazard Ratio

Study or Subaroup log[Hazard Ratio] __SE_Weight _IV. Fixed, 95% C1 \V, Fixed, 95% CI Study or Subgroup log[Hazard Ratio] __SE_Weight _IV. Fixed, 95% Cl IV, Fixed, 95% CI

Bang 2018 JAVELIN Gastric 300 0.1953 0.1568 14.9%  1.22(0.89, 1.65] 7 Bang 2018 JAVELIN Gastric 300 -0.0543 0.1921 136% 0.95[0.65, 1.38]

| o |

Kang 2022 ATTRACTION-4 -02389 0127 228% 0.79[0.61,1.01] . e— Kang 2022 ATTRACTION-4 0.0074 0.1352 27.4% 1.01[0.77,1.31]

Shitara 2018 KEYNOTE-061 -02625 0144 17.7% 0.77[058,102] — "~ | Shitara 2018 KEYNOTE-061 -0.1037 0.1828 15.0% 0.90[0.63, 1.29] a

Shitara 2020 KEYNOTE-062 (Pem vs Chemo) -0.194 01287 222% 0.82(0.64, 1.06] I — Shitara 2020 KEYNOTE-062 (Pem vs Chemo) -0.0292 01527 21.5% 097072, 1.31] -

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 02816 01281 224% 075[050,097] ———=——— Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chermo) 0.0360 01488 226% 0.96[0.72,1.29] —

Y o Total (95% C) 100.0% 0.97[0.84, 1.1
Total (85% CI) 100.0% 0.84[0.74,0.94] ——
Heterogeneity: Chiz = 6.91, df = 4 (P = 0.14); ! = 42% Heterogeneity: Chi* = 0.25, df = 4 (P = 0.99); I = 0% o Y R} Y
07 085 12 15 -

Test for overall effect: Z = 2.93 (P = 0.003) Favours (experimental]  Favours [control] Test for overall effect: 2 = 0.50 (P = 0.62) Favours [experimental] - Favours [control]

B remae Male
Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio

Study or Subaroup log[Hazard Ratic] __SE_Weight IV, Fixed, 95% CI IV, Fixed. 95% CI Study or Subgroup log[Hazard Ratio] __SE_Weight _IV. Fixed, 95% Cl IV, Fixed, 95% CI

Bang 2018 JAVELIN Gastric 300 04295 02233 15.4%  1.54[0.99, 2.38] Bang 2018 JAVELIN Gastric 300 0,007 01452 14.1% 0.99[0.75,132)

Kang 2022 ATTRACTION-4 00137 0175 24.6% 0.99[0.70, 139] — Kang 2022 ATTRACTION-4 01445 01083 254% 087[0.70,107) <~ ® | —

Shitara 2018 KEYNOTE-061 02114 02258 14.8%  0.81(0.52,1.26] —_—T Shitara 2018 KEYNOTE-061 01347 01356 16.2% 087[067,1.04] — T |

Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 01091 01776 23.9%  0.90 [0.63, 1.27] —_— ‘Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 01262 01176 21.6% 088[0.70,1.11] " |

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 01117 01869 21.6%  0.89 [0.62, 1.29] —_—T Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 01758 0.1146 22.7% 084[067,105] —

Total (95% CI) 100.0% 0.98[0.83, 1.16] - Total (95% CI) 100.0% 0.8 [0.79, 0.98] ———

Heterogeneity: Chi° = 5.26, df = 4 (P = 0.26); I = 24% o7 " Heterogeneity: Chi* = 0.89, df = 4 (P = 0.93); I = 0% ohs T 5 T

Testfor overal effect: 2=0.23 (P = 0.82) Favours [experimental] - Favours [control] Testfor overall effect: 2=2.32 (P = 0.02) Favours [experimental] - Favours [control]
C PSO PS1

Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio

Bang 2018 JAVELIN Gastric 300 03947 02169 14.2%  148(0.97,2.27] | — Bang 2018 JAVELIN Gastric 300 00128 01466 17.5% 1.01(0.76,1.35] T

Kang 2022 ATTRACTION- 00073 01207 24.3%  099(0.77,1.28] — Kang 2022 ATTRACTION-4 02066 01303 222% 081[063,105 — "

Shitara 2018 KEYNOTE-06 03719 01742 184%  069[049,097) T Shitara 2018 KEYNOTE-061 00185 01511 165% 0.98[0.73,1.32] —

Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 01412 0.1478 21.7% 087 (065, 1.16] — Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 0.0648 01345 208% 0.94[0.72,1.22] — ]

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 01049 0.1508 21.3%  090[0.67,1.21] — Shitara 2020 KEYNOTE-062 (Pem-+chemo vs Chemo) 02382 01281 23.0% 079[061,101] — % |

Total (95% CI) 100.0%  0.93[0.77,1.14] —— Total (95% CI) 100.0% 0.89 [0.79, 1.01] e

Heterogeneity: Tau® = 0.03; Chi* = 8.1, df = 4 (P = 0.09); = 51% o5 o7 P Heterogeneity: Chit = 2.73, df = 4 (P = 0.60); I = 0% o -+

Test for overall effect: 2= 0.66 (P = 0.51) Favours [experimental] Favours [control] Test for overall effect: 2 = 187 (P = 0.06) Favours [experimental]  Favours [control]
D Primary gastric tumour : i N

Yo Primary oesophagogastnc junction tumour
Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
. Study or Subaroup log[Hazard Ratio] __SE_Weight _IV. Fixed, 95% CI IV, Fixed, 95% CI

Bang 2018 JAVELIN Gastric 300 0208 0.1432 12.9% 1.23[0.93, 1.63] — Bang 2018 JAVELIN Gastric 300 -0.1473 02207 126% 0.86[0.56, 1.33] —

Janjigian 2021 CheckMate 649 02774 00705 244%  076[066,087) % Janjigian 2021 CheckMate 649 01091 0.1487 27.8%  0.90(0.67,1.20] ——

Kang 2022 ATTRACTION-4 01352 0113 16.8%  087(0.70,1.09] ] Kang 2022 ATTRACTION-4 00005 03053  66% 100[0.55,1.82]

Shitara 2018 KEYNOTE-061 00656 0.1391 13.4%  0.94[0.71,123] — Shitara 2018 KEYNOTE-061 -0.4985 02006 153%  061[0.41,0.90] -

Shitara 2020 KEYNOTE-062 (Pem vs Chemo) -0.1881 0.116  16.4% 0.830.66, 1.04] - Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 0.0619 0.1811 187% 1.06[0.75, 1.52] -

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) -0.2056 0.118 16.1% 0.81[0.65, 1.03] | Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) -0.0432 018 19.0% 0.96[0.67,1.36] -

Total (95% CI) 1000%  0.87[0.77,0.99] —~— Total (95% CI) 100.0% 089 [0.76, 1.03] -

Heterogeneity: Tau? = 0.01; Chiz = 10.06, df = 5 (P = 0.07); I = 50% Heterogenelty: Gh = 4.93, df = 5 (P = 0.42); I*= 0%

Test for overall effect: Z = 2.09 (P = 0.04)

0 0.85 1 12
Favours [experimental] Favours [control]

E PD-L1 expression on <1% of Tumour-cell

Test for overall effect: Z = 1.5 (P = 0.12)

PD-L1 expression on 21% of Tumour-cell

07 15
Favours [experimental] - Favours [control]

Hazard Ratio
IV, Random, 95% Cl

Hazard Ratio
1V, Random, 95% Cl

Hazard Ratio
IV, Fixed, 95% CI

Hazard Ratio

Study or Subgroup log[Hazard Ratio]  SE_Weight Study or Subgroup log[Hazard Ratio]  SE Weight IV. Fixed. 95% Cl

Bang 2018 JAVELIN Gastric 300 0.2002 0.1503 44.3% 1.22[0.91,1.64] Bang 2018 JAVELIN Gastric 300 -0.0619 0.2552 45.8%  0.94[0.57, 1.55] il
Kang 2022 ATTRACTION-4 -0.1351 0.0987 55.7% 0.87 [0.72, 1.06] Kang 2022 ATTRACTION-4 0.0592 0.2345 54.2%  1.06[0.67, 1.68] L
Total (95% CI) 100.0% 1.01[0.73, 1.40] Total (95% Cl) 100.0% 1.00[0.72, 1.41]

07 085 1 12 15

Heterogeneity: Tau? = 0.04; Chi? = 3.48, df = 1 (P = 0.06); I =71%
( 94) Favours [experimental] Favours [control]

Heterogeneity: Chi = 0.12, df = 1 (P = 0.73); = 0%
Test for overall effect: Z .08 (P 98)

Test for overall effect: Z = 0.02 (P =

7 085 1 12
Favours [experimental] ~ Favours [control]

F

PD-L1 combined positive score of 1 or higher PD-L1 combined positive score of 10 or higher

Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
Shitara 2018 KEYNOTE-061 -0.193 01135 33.1% 082(066,103 — ¥ T Shitara 2018 KEYNOTE-061 04408 0235 203% 064[041,1.02) — T |
Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 00982 0.1363 23.0% 0.91(0.69, 1.18] ] Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 03719 0.1742 37.0% 0.69[049,0.97] —
Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 0.1636 0.0985 43.9% 0.85[0.70,1.03] I — Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 01605 0162 427% 0.85[(0.62,1.17] —
Total (95% CI) 100.0%  0.85[0.75,0.97] e Total (95% CI) 100.0% 074 [0.60, 0.92] —~—
Heterogeneity: Chi? = 0.29, df = 2 (P = 0.86); I = 0% B Heterogeneity: Chi? = 127, df = 2 (P = 0.53); I = 0%

Test for overall effect: Z = 2.42 (P = 0.02) Test for overall effect: Z = 2.79 (P = 0.005)

0.85 12 07 15
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G 0 prior therapy

21 prior therapy
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Total 85% I 1000% 088 [0.78, 098] E—— Total (95% CI) 100.0% 0.96 [0.71, 1.30] " - )
Heterogeneity: Tau? = 0.03; Chi? = 3.72, df = 1 (P = 0.05); I = 73% o7 085 1 2 s

Heterogeneity: Chi* = 0.24, df = 2
Test for overall effect: Z = 2.08 (P

=0.89); 1= 0%

04) Test for overall effect: Z = 0.25 (P = 0.80)

08509 1112
Favours [experimental] - Favours [control] Favours [experimental] - Favours [control]

Figure S5: Forest plots of HRs comparing OS between anti-PD-1/PD-L1 therapy and chemotherapy in
GC/GEJC with respect to (A) age group, (B) gender, (C) PS score, (D) primary tumour sites, (E) PD-L1
expression on TPS, (F) PD-L1 expression on CPS, (G) number of prior therapies. Statistical analyses were
performed by using Review Manager 5.3 software; forest plots were used to assess HRs to describe the
relationship between treatment and clinical outcomes in the specified cohorts of patients.
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Heterogeneity: Tau? = 0.27; Chi? = 30.75, df = 7 (P < 0.0001); I = 77% o5 o7 4 15 &

Test for overall effect: Z = 0.83 (P = 0.41)

C pso

Hazard Ratio

r r Hazard R E_Weight IV, Random, 95% Cl
Bang 2018 JAVELIN Gastric 300 0.803 0.2236 125% 2.23[1.44, 3.46]
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Xu 2021 JUPITER-06 -0.9085 0.2438 12.0% 0.40[0.25, 0.65]
Xu 2022 ORIENT-2 0.0788 0.3739  8.9% 1.08 [0.52, 2.25]

Total (95% CI)

100.0%

0.76 [0.55, 1.06]

Favours [experimental] Favours [control]

Hazard Ratio
IV, Random, 95% CI

i

Bang 2018 JAVELIN Gastric 300
Huang 2020 ESCORT

Kang 2022 ATTRACTION-4

Luo 2021 ESCORT-1st

Shen 2021 ORIENT-15

Sun 2021 KEYNOTE-590

Xu 2021 JUPITER-06

Xu 2022 ORIENT-2

Total (95% CI)
Heterogeneity: Tau*
Test for overall effect: Z =

0.10; Chiz =

Male

Study or Subgroup

13265 0.1977  12.6%
-0.4055 0219 11.9%
-0.186 0.1573 14.1%
-0.5341 0.1774 13.4%
-0.8073 0.1647 13.9%
-0.4786 0.1303 15.1%
-0.5964 0.203 12.4%

0.3605 0.4037  6.6%

100.0%
26.81, df =7 (P = 0.0004); I = 74%

60 (P = 0.009)

Ratio] SE Weight

1.380.94, 2.04]
0.67[0.43,1.02]
0.83[0.61,1.13]
0.59[0.41, 0.83]
0.45[0.32,0.62]
0.620.48, 0.80]
0.550.37, 0.82]
1.43[0.65, 3.16]

0.71[0.55, 0.92]

Hazard Ratio

1V, Random, 95% Cl

IV, Random, 95% CI

05 07 15
Favours [experimental] Favours [control]

Hazard Ratio
1V, Random, 95% Cl

Bang 2018 JAVELIN Gastric 300

Huang 2020 ESCORT
Kang 2022 ATTRACTION-4
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Huang 2020 ESCORT 03653 01094 10.2%  0.69[0.56,0.86] —_—
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Heterogeneity: Tau? = 0.05; Chi? = 42.68, df = 9 (P < 0.00001); 2= 79% o5 o7 T 5 5

Test for overall effect: Z = 3.91 (P < 0.0001)

F With 1 organ metastasis

Hazard Ratio
1V, Random, 95% CI
0.79[0.56, 1.11]

Study or Subgrouj
Huang 2020 ESCORT

log[Hazard Ratio] SE_Weight
-0.2377 0.1745 35.1%

Kang 2022 ATTRACTION-4 -0.8579 0.2535 23.1% 042[0.26,070) — *
Luo 2021 ESCORT-1st -0.4493 01421 41.7% 0.64[0.48, 0.84] —
Total (95% CI) 100.0%  0.63[0.46,0.84] —~

Heterogeneity: Tau? = 0.03; Chi* = 4.06, df = 2 (P = 0.13); I = 51%
Test for overall effect: Z = 3.10 (P = 0.002)

Favours [experimental] Favours [control]

Hazard Ratio

IV, Random, 95% Cl
p——

5 0 15 2
Favours [experimental] ~ Favours [control]

Test for overall effect: Z = 2.79 (P = 0.005)

Previous smoker

1.51[1.14, 2.01]
0.76 [0.60, 0.95]
0.70 [0.54, 0.90]
0.55 [0.45, 0.68]
0.56 [0.46, 0.69]
0.63[0.53, 0.75]
0.51[0.40, 0.66]
1.01[0.71, 1.43

0.720.58, 0.90]

1.55 [1.16, 2.08]
0.66 [0.52, 0.84]
0.63[0.46, 0.86]
0.57[0.45, 0.71]
0.52[0.42, 0.65]
0.71[0.58, 0.87]
0.64[0.49, 0.83]
0.98[0.68, 1.42]

0.73[0.58, 0.91]

Hazard Ratio

i

05 07 1 15 2
Favours [experimental] - Favours [control]

Hazard Ratio
IV, Random, 95% CI

—~—

07 15
Favours [experimental]  Favours [control]

Hazard Ratio

Study or Subgrou log[Hazard Ratio] __SE_Weight _IV. Random, 95% Cl IV, Random, 95% CI
Luo 2021 ESCORT-1st 0651 01354 53.1% 052[0.40,068) <~ W

Xu 2022 ORIENT-2 00894 0229 46.9% 1.09[0.70, 1.71] . —

Total (95% CI) 100.0% 0.74[0.36,1.52] ———e R —

Heterogeneity: Tau? = 0.24; Chi? = 7.75, df = 1 (P = 0.005); I = 87% o5 o7 T PP

Test for overall effect: Z = 0.82 (P = 0.41)

Adenocarcinoma

Favours [experimental] - Favours [control]

Hazard Ratio Hazard Ratio
r Subare rd R: E w IV, Ran IV, Ran 1

Bang 2018 JAVELIN Gastric 300 0551 01094 144%  173[1.40,215] E—

Janjigian 2021 CheckMate 649 -0.2625 00629 15.1%  0.77[0.68,0.87] —

Kang 2022 ATTRACTION-4 03894 01449 136%  0.68[051,0.90] I

Shitara 2018 KEYNOTE-061 02403 0.1075 14.4%  127[1.03,1.57] —

Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 05065 0.0978 14.6% 166 [1.37,2.01] I

Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) 01706 00971 146%  0.84[0.70,1.02] T

Sun 2021 KEYNOTE-590 04579 01626 132% 063046087 T T

Total (95% CI) 1000%  1.01[0.75,1.36] —————

Heterogeneity: Tau = 0.15; Chi
Test for overall effect: Z = 0.06 (P

12.84, df = 6 (P < 0.00001); I* = 94%
0.95)

With 22 organs metastases

Hazard Ratio

Study or Subgrou,

Huang 2020 ESCORT
Kang 2022 ATTRACTION-4
Luo 2021 ESCORT-1st

log[Hazard Ratio] SE_Weight
-0.4509 0.1423 32.5%
-0.1739 0.1233 34.7%
-0.7203 0.1398 32.8%

Total (95% CI)
Heterogeneity: Tau? = 0.06; Chi*
Test for overall effect: Z = 2.74 (P

100.0%
8.64,df=2 (P=001) F=77%
.006)

05 07 1 15
Favours [experimental] ~ Favours [control]

Hazard Ratio

IV. Random, 95% C IV, Random, 95% C
0.64(0.48, 0.84]
0.84(0.66, 1.07] —
049(0.37,064) — W
0.64 [0.47, 0.88] ——
05 07 1 15 2

Favours [experimental] - Favours [control]



G With liver metastasis

Hazard Ratio Hazard Ratio
Kang 2022 ATTRACTION-4 05209 01768 286%  050(0.42,084) &

Luo 2021 ESCORT-1st -0.5521 01988 260%  0.58(0.39,0.85] —  ®
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Xu 2022 ORIENT-2 0.1919 0.5442 5.0% 1.21[0.42,352]
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Test for overall effect: Z = 1.20 (P = 0.23)

PD-L1 expression on CPS <10

05 07 15 2
Favours [experimental] Favours [control]
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Xu 2021 JUPITER-06 05737 0.1659 253%  0.56[0.41,078] —®———
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Total (95% CI) 100.0% 070 [0.52, 093] ——
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Luo 2021 ESCORT-1st 05776 01127 29.1%  056[0.45070) @ ——
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Huang 2020 ESCORT -0.5092 0.1708 18.7% 0.60 [0.43, 0.84] e

Kang 2022 ATTRACTION-4 02244 026 14.6% 0.80[0.48, 1.33] - 1

Luo 2021 ESCORT-1st -0.671 0.138 20.2% 0.51[0.39, 0.67] —
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Test for overall effect: Z = 1.76 (P = 0.08)
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Hazard Ratio Hazard Ratio
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Test for overall effect: Z = 0.31 (P = 0.75)
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Hazard Ratio Hazard Ratio
Study or Subgroup Ratio] _ SE Weight _IV. Random, 95% CI 1V, Random, 95% C|
Doki 2022 CheckMate 648 -0.2059 0.1251 12.0% 0.81[0.64, 1.04] —

Janjigian 2021 CheckMate 649 02625 0.0629 19.2% 0.77[0.68, 0.87) I

Kang 2022 ATTRACTION-4 -0.3894 0.1449  10.3% 0.68[0.51,0.90] I —

Luo 2021 ESCORT-1st 05995 0.1015 14.5% 055[0.45,0.67] — "

Shen 2021 ORIENT-15 05811 0.0997 14.7% 0.56[0.46,068] — "

Sun 2021 KEYNOTE-590 -0.4361 0.0825 16.8% 0.65 (0.5, 0.76] —

Xu 2021 JUPITER-06 05388 0.1213 12.4% 058(046,074] — =

Total (95% CI) 100.0% 0.65 [0.58, 0.74] -

Heterogeneity: Tau® = 0.02; Chi* = 15.83, df = 6 (P = 0.01); I = 62% o o7 y
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Hazard Ratio Hazard Ratio
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Shen 2021 ORIENT-15 -0.5431 0.1303 15.2% 0.58[0.45, 0.75] .
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Shitara 2020 KEYNOTE-062 (Pem vs Chemo) 00911 01648 130%  1.10[0.79, 1.51] I
Shitara 2020 KEYNOTE-062 (Pem+chemo vs Chemo) -0.3174 0.162 13.2% 0.73[0.53, 1.00] D —
Sun 2021 KEYNOTE-590 -0.6649 0.1194 15.9% 051[0.41,065] — "
Xu 2021 JUPITER-06 04365 01802 121%  065[0.45,092) T "
Xu 2022 ORIENT-2 00179 03285 61%  0.98[0.52,187) —
Total (95% Cl) 100.0% 0.72[0.60, 0.87] -
Heterogeneity: Tau = 0.04; Chiz = 18.61, df = 7 (P = 0.009); I = 62% o s
Test for overall effect: Z = 3.43 (P = 0.0006) Favours [experimental] - Favours [control]
Primary oesophagogastric junction tumour

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] __SE_Weight _IV. Random, 95% Cl IV, Random, 95% CI
Bang 2018 JAVELIN Gastric 300 01993 0.2285 57.0% 1.22(0.78,1.91]
Kang 2022 ATTRACTION-4 05345 0.3571 43.0% 0.59[0.29, 1.18]
Total (95% CI) 100.0%  0.89[0.44, 1.81]

Heterogeneity: Tau? = 0.18; Chi* = 3.00, df = 1 (P = 0.08); I* = 67%
Test for overall effect: Z = 0.32 (P = 0.75)

1 prior therapy

Hazard Ratio

5 07 15 2
Favours [experimental]  Favours [control]

Hazard Ratio

Study or Subgroup log[Hazard Ratio] __SE_Weight _IV. Random, 95% CI IV, Random, 95% CI

Huang 2020 ESCORT 0.3653 0.1094 17.0% 0.69[0.56, 0.86]

Kato 2019 ATTRACTION-3 00767 0.1102 16.9% 1.08[0.87, 1.34] .
Kojima 2020 KEYNOTE-181 0.1041 0.0847 18.7% 111094, 1.31] -

Shen 2021 RATIONALE 302 0.1903 0.1042 17.4% 0.83[0.67, 1.01] e —

Shitara 2018 KEYNOTE-061 02403 0.1075 17.1% 1.27[1.03,1.57] e
Xu 2022 ORIENT-2 0.0004 0.1678 12.9% 1.000.72, 1.39]

Total (95% Cl) 100.0%  0.98([0.82,1.17] ’
Heterogeneity: Tau? = 0.04; Chi = 21.40, df = 5 (P = 0.0007); I = 7% 07 oss 3 T s

Test for overall effect: Z = 0.23 (P = 0.82)

Favours [experimental]  Favours [control]

Figure S6: Forest plots of HRs comparing PFS between anti-PD-1/PD-L1 therapy and chemotherapy in
gastroesophageal cancer with respect to (A) age group, (B) gender, (C) PS score, (D) smoking status,
(E) histological type, (F) number of organs with metastases, (G) liver metastatic status, (H) PD-L1
expression on TPS, (I) PD-L1expression on CPS, (J) primary tumor sites, (K) number of prior therapies.
Statistical analyses were performed by using Review Manager 5.3 software; forest plots were used to
assess HRs to describe the relationship between treatment and clinical outcomes in the specified

cohorts of patients.
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Figure S7: Funnel plots for (A) OS and (B) PFS between anti-PD-1/PD-L1 therapy and chemotherapy in
gastroesophageal cancer; (C) OS and (D) PFS in EC; (E) OS and (F) PFS in GC/GEJC. Statistical
analyses were performed by using Review Manager 5.3 software; funnel plots were used to assess
publication bias.
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Figure S8: Funnel plots for OS in the subgroup of gastroesophageal cancer with respect to (A) age
group, (B) gender, (C) PS score, (D) smoking status, (E) histological type, (F) numberof organs with
metastases, (G) liver metastatic status, (H) PD-L1 expression on TPS, (I) PD-L1lexpression on CPS, (J)
race, (K) primary tumor sites, (L) number of prior therapies. Statistical analyses were performed by
using Review Manager 5.3 software; funnel plots were used to assess publication bias.
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Figure S9: Funnel plots for OS in the subgroup of EC with respect to (A) age group, (B) gender, (C) PS
score, (D) smoking status, (E) histological type, (F) number of organs with metastases, (G) liver
metastatic status, (H) PD-L1 expression on TPS, (1) PD-L1 expression on CPS, (J) race, (K) number of
prior therapies. Statistical analyses were performed by using Review Manager 5.3 software; funnel
plots were used to assess publication bias.
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Figure S10: Funnel plots for OS in the subgroup of GC/GEJC with respect to (A) age group, (B)
gender,(C) PS score, (D) primary tumour sites, (E) PD-L1expression on TPS, (F) PD-L1 expression
on CPS,(G) number of prior therapies. Statistical analyses were performed by using Review
Manager 5.3 software; funnel plots were used to assess publication bias.
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