Appendix 4. Progression free survival (PFS) outcome: Sensitivity analysis and meta-analyses (continuous, 6, 12 and 18-months)
PFS sensitivity analysis (excluding studies considering gastric cancer) 
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PFS as continuous outcome
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PFS follow-up 6 months
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PFS follow-up 12 months
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PFS follow-up 18 months
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Experimental  Control Risk Ratio Risk Ratio
Study or Subgroup Events _Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
2.5.1 Targeted therapy

Dutton 2014 (COG) 8 222 3 222 296% 2.67[0.72,9.92) T
Fuchs 2014 2 238 117 8% 0.98[0.09, 10.73]

Huang 2021 (ALTER1102) 2 109 0 55 56% 2555[0.12, 52.12] —————
Ohtsu 2013 (GRANITE-1) 6 439 2 217 202% 1.48 [0.30, 7.29] —_
Subtotal (95% CI) 1008 611  64.3% 1.92[0.79, 4.69] -

Total events 18 6

Heterogeneity: Tau? = 0.00; Chi? = 0.68, df = 3 (P = 0.88); I = 0%

Test for overall effect: Z = 1.44 (P = 0.15)

2.5.2 Immunotherapy

Kang 2017 (ONO-4538-12, ATTRACTION-2) 24 330 2 163 250% 5.93[1.42, 24.77) —
Subtotal (95% CI) 330 163 25.0% 5.93[1.42,24.77] e
Total events 24 2

Heterogeneity: Not applicable

Test for overall effect: Z = 2.44 (P = 0.01)

2.5.3 Chemotherapy

Shitara 2018 (TAGS) 4 337 1170 10.7% 2.02[0.23, 17.91] B - a—
Subtotal (95% CI) 337 170 10.7% 2.02[0.23,17.91] o=
Total events 4 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.63 (P = 0.53)

Total (95% Cl) 1675 944 100.0% 2.56 [1.25, 5.23] -

Total events 46 9

Heterogeneity: Tau? = 0.00; Chiz = 2.54, df = 5 (P = 0.77); I = 0% ‘D = o : Y 3 000‘

Test for overall effect: Z = 2.58 (P
Test for subaroup differences: Chi?
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Experimental  Control
Study or Subgroup Events _Total Events Total Weight
2.6.1 Targeted therapy
Dutton 2014 (COG) 3 222 0 222 207%
Huang 2021 (ALTER1102) 2 109 0 55 201%
Ohtsu 2013 (GRANITE-1) 1 439 2 217 269%
Subtotal (95% CI) 770 494 67.8%
Total events 6 2
Heterogeneity: Tau? = 1.35; Chi = 3.35, df = 2 (P = 0.19); I = 40%
Test for overall effect: Z = 0.31 (P = 0.75)
2.6.2 Immunotherapy
Kang 2017 (ONO-4538-12, ATTRACTION-2) 13 330 1163 322%
Subtotal (95% CI) 330 163 322%
Total events 13 1
Heterogeneity: Not applicable
Test for overall effect: Z = 1.80 (P = 0.07)
Total (95% CI) 1100 657 100.0%
Total events 19 3

Heterogeneity: Tau? = 1.10; Chi = 4.96, df = 3 (P = 0.17); I = 40%
Test for overall effect: Z = 0.97 (P = 0.33)
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Experimental Control Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] __SE Total _ Total Weight IV, Random, 95% CI 1V, Random, 95% C
214 Targeted therapy

Dutton 2014 (COG) -0.2231 00982 22 222 540%  0.80[0.66,0.97] L
Fuchs 2014 -0.7277 01278 238 117 00%  048[0.38,0.62]

Huang 2021 (ALTER1102) -0.7765 0.1852 109 55 46.0%  0.46[0.32,0.66] -
Kang 2019 (ANGEL) -0.5621 0.1094 308 152 00%  0.57[0.46,0.71]

Li2016 -0.8119 0.1499 176 91 00%  0.44[033,060]

Ohtsu 2013 (GRANITE-1) 04155 0.0838 439 217 00%  066[0.56,078]

Paviakis 2016 (INTEGRATE) 09163 0.182 o7 50 00%  040[0.28,057]

Subtotal (95% CI) 331 277 1000%  0.62[0.36,1.07] -
Heterogeneity: Tau? = 0.13; Chi* = 6.97, df = 1 (P = 0.008); I = 86%

Test for overall effect: Z = 1.73 (P = 0.08)

2.2 Immunotherapy
Kang 2017 (ONO-4538-12, ATTRACTION-2) 05108 0.1033 330 163 00%  060[0.49,0.73]
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

21.3 Chemotherapy
Shitara 2018 (TAGS) 05621 0.0984 337 170 00%  0.57[0.47,069]
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 331 277 100.0% 0.62 [0.36, 1.07] ’[
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Study or Subgroup Mean _ SD Total Mean  SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

2.3.1 Targeted therapy

Dutton 2014 (COG) 157 25705 222 147 0756 222 124% 0.40(0.05, 0.75] —%—

Fuchs 2014 21 3915 238 13 135 117 98% 0.80[0.25, 1.35] —
Huang 2021 (ALTER1102) 302 20542 109 141 0411 55 12.0% 1.61[1.22, 2.00] —_—
Kang 2019 (ANGEL) 283 67784 308 177 03744 152  7.4% 1.06 [0.30, 1.82] —
Li 2016 26 40332 176 18 19207 91 7.9% 0.80[0.09, 151] e
Ohtsu 2013 (GRANITE-1) 17 24321 439 14 07474 217 13.9% 0.30[0.08, 0.52] S

Pavlakis 2016 (INTEGRATE) 26 39693 97 09 01759 50 7.1% 1.70[0.91, 2.49] —
Subtotal (95% CI) 1589 904 70.5%  0.92[0.45,1.38] R
Heterogeneity: Tau? = 0.31; Chi? = 43.38, df = 6 (P < 0.00001); I = 86%

Test for overall effect: Z = 3.87 (P = 0.0001)

2.3.2 Immunotherapy

Kang 2017 (ONO-4538-12, ATTRACTION-2)  1.61 06464 330 145 05819 163 14.9% 0.16 [0.05, 0.27]

Subtotal (95% CI) 330 163 149%  0.16[0.05,0.27]

Heterogeneity: Not applicable

Test for overall effect: Z = 2.7 (P = 0.006)

2.3.3 Chemotherapy

Shitara 2018 (TAGS) 2 00333 337 18 06605 170 14.7% 0.20 [0.06, 0.34] =

Subtotal (95% CI) 337 170 147%  0.20[0.06,0.34] *

Heterogeneity: Not applicable

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

Total (95% CI) 2256 1237 100.0%  0.68[0.39,0.97] >
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Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2.4.1 Targeted therapy

Dutton 2014 (COG) 25 222 20 222 21.6% 1.25[0.72, 2.18) -

Fuchs 2014 30 238 2 M7 75% 7.37 [1.79, 30.33] ——
Huang 2021 (ALTER1102) 14 109 6 55 13.9% 1.18[0.48, 2.90] —

Ohtsu 2013 (GRANITE-1) 44 439 8 217 17.2% 2.72[1.30, 5.67) ——

Pavlakis 2016 (INTEGRATE) 13 97 150 42% 6.70 [0.90, 49.77] T
Subtotal (95% CI) 1105 661 64.5% 2.23[1.14, 4.38] -

Total events 126 37

Heterogeneity: Tau? = 0.32; Chi = 9.93, df = 4 (P = 0.04); I* = 60%

Test for overall effect: Z = 2.34 (P = 0.02)

2.4.2 Immunotherapy

Kang 2017 (ONO-4538-12, ATTRACTION-2) 54 330 9 163 185% 2.96 [1.50, 5.85] =
Subtotal (95% CI) 330 163 18.5% 2.96 [1.50, 5.85] -

Total events 54 9

Heterogeneity: Not applicable

Test for overall effect: Z = 3.13 (P = 0.002)

2.4.3 Chemotherapy

Shitara 2018 (TAGS) 37 337 8 170 17.1% 2.33[1.11, 4.90] ——

Subtotal (95% CI) 337 170 17.4% 2.33[1.11, 4.90] -

Total events 37 8

Heterogeneity: Not applicable

Test for overall effect: Z = 2.24 (P = 0.03)

Total (95% Cl) 1772 994 100.0% 2.27[1.46, 3.53] >

Total events 217 54 ) ) )

Heterogeneity: Tau? = 0.15; Chi? = 11.28, df = 6 (P = 0.08); I = 47%
Test for overall effect: Z = 3.63 (P = 0.0003)
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