A. Follow-up

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Follow-up less than 48 months
Dongetal 2019 04187 0.526 16.2% 1.52 [0.54, 4.26] -
Harimoto etal 2019 27134 06546 14.0% 1508 [4.18 54.40] -
Lopez-Aguiar 2019 1.0647 0.2725 20.3% 2.901[1.70, 4.85] —_—
Fouetal 2020 2.HB38 05019 166% 1464 [5.47 3915 —
Subtotal (95% CI) 67.1%  5.28[1.86, 14.97] ~en -
Heterogeneity: Tau*=0.89; Chi*=15.56, df=3 (F=0001), F=81%
Testfar overall effect: Z= 313 (P =0002)
1.4.2 Follow-up greater than or equal to 48 months
hao etal 2020 1.0784 07329 12.8% 294 [0.70,12.36] -
Pulvirenti et al 2019 24248 02845 01% 11.30[6.47, 19.74] —
Subtotal (95% CI) 329%  6.83[1.90, 24.48] ~eE i
Heterogeneity: Tau®= 0.60;, Chi*=2.93, df=1 (P = 0.09);, F= 66%
Testfor overall effect: = 2.95 (P = 0.003)
Total (95% CI) 100.0%  5.67 [2.59, 12.43] i
Heterogeneity: Tau®= 0.71; Chif= 24.80, df= 5 (P = 0.0002); = 80% Iu v n=1 ) 150 muI
Testfor overall effect: Z=4.34 (P = 0.0001} ' ' o1 G2
Testfor subaroup differences: Chi*=0.09. df=1(P=0.76). F=0%

B. Region

Hazard Ratio Hazard Ratio
Study or Subaroup lon[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Asia
Harimoto etal 2019 27134 0.6546 9.4% 15.08[4.18, 54.40] e —
lao etal 2020 1.0784 0.73249 5.4% 2.94 [0.70, 12.36] -1
Huetal 2018 1. 7064 04459 1238% .61 [2.30,13.20] - -
Zou etal 2020 26838 05019 11.8% 1464 [5.47, 3919 -
Subtotal (95% CI) 42.4%  8.05[3.95, 16.43] il
Heterogeneity: Tau®= 0.21; Chi*= 48945 df=3(FP=018); = 39%
Test far overall effect: £=5.73 (P = 0.00001)
1.2.2 Europe or USA
Dong et al 20148 04187 0526 11.4% 1.2 [0.54, 4.26] N
Geng etal 2018 1.4279 0.3428 14.7% 417 [2.13,8.16] -
Lopez-Aguiar 2019 1.0647 0.2725 15.49% 2.90 [1.70, 4.95] -
Pulvirenti et al 2019 24248 02845 1587% 11.30[6.47, 19.74] —
Subtotal (95% CI) 57.6% 4.02 [1.81, 8.93] et
Heterogeneity: Tau®= 0.53; Chi®=17.36, df= 3 (P = 0.0006);, F= 83%
Testfar overall effect £= 3.42 (F = 0.000&)
Total (95% CIy 100.0% 5.40 [3.09, 9.46]
Heterageneity: Tau®= 0.44; Chi®= 25.41, df = 7 (P = 0.000B); F= 72% I I I |
Test far owverall effect: £= 591 (P = 0.00001) 0.0 01 G1 ! G2 1 100
Testfor subaroun differences: Chi*=1.62. df=1 {P =020 "= 38.3%

C. Sample size

Hazard Ratio Hazard Ratio
Study or Subaroup log[Hazard Ratio] SE Weight IV, Random, 95% CI V. Random, 95% CI
1.3.1 sample size less than or equal to 150
Harirmoto etal 2019 27134 D.6546 9.4% 15.08[4.18, 54.40] -
hao etal 2020 1.0784 07329 8.4% 2.94 [0.70, 12.36] -
Huetal 2018 1.7064 04459 12.8% .81 [2.30,13.20] -
Subtotal (95% CI) 30.5%  6.32[2.79, 14.29] i
Heterogeneity: Tau®= 017, Chi*=2.95, df= 2 (P=0.23, F=32%
Testfor owverall effect: Z=4.43 (P = 0.00001)
1.3.2 sample size more than 150
Dong et al 2019 04187 0526 11.4% 1.562 [0.54, 4.26] -
Geng etal 2018 14379 0.3428 14.7% 417 [2.13,8.16] -
Lopez-Aguiar 2019 1.0647 02725 15.9% 2.90[1.70, 4.99] —
Pulvirenti et al 2019 24248 02845 187% 11.30[6.47, 19.74] -
Fouetal 2020 2EHB38 05019 11.8% 1464 [5.47 3915 —
Subtotal (95% CI) 69.5%  5.03[2.38, 10.62] -
Heterogeneity: Tau®= 0.58, ChiF= 2217, df=4 (P =0.0002);, F= 82%
Testfor overall effect: Z=4.24 (P = 0.0001}
Total (95% CI) 100.0% 5.40 [3.09, 9.46] -
Heterogeneity: Tau®= 0.44; Chi®= 25.41, df= 7 (P = 0.000B); F=72% In.m 0?1 150 mni

Test far overall effect: £= 591 (P = 0.00001)
Test for subaroun differences: Chi*=016. df=1 (P = 06D F=0%
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Supplementary Figure 2 Forest plot of subgroup analysis for grade



