young old Odds Ratio 0Odds Ratio
Study or Subarou Events Tofal Fvents Total Weight M.H. Fixed. 95% Cl Year M.H. Fixed. 95% Cl
1.6.1 gastric tumor
He W 2020 700124 387 7O0 206% 1.35(0.82,1.88] 2020 T
Lin@. 2020 52 100 49 87 11.4% 0B4[047,150] 2020 - T
Subtotal (95% Cl) 224 877 320% 117 [0.85,1.60] -
Total avents 122 138

Heteropeneity: Chi®=1.80, df=1 (P =0.18), F= 45%
Testfor overall effect Z= 087 (P =0.33)

1.6.2 breast cancer

Figenschau 8L 2014 2 68 83 226 107% 085[0.47,164] 2015 -
BuisseretL. 2017 20 3 53 ¢ 4.3% 1.30[0.56,3.04] 2017 —
Subtotal (95% Cl) 90 317 150%  0.98 [0.61,1.59] i
Total events 41 142

Heterogeneity, Chi*= 065, df=1 (F=042); F=0%
Testfor overall effect Z=0.08 (P = 0.94)

1.6.3 oral squamous cell carcinoma

Wiirsing AM. 2014 B 29 " a1 29% 085[0.31,280] 2014

Li@. 2020 56 79 67 89 83% 0.80(0.40,1.58) 2020

Subtotal (95% Cly 108 140 11.1%  0.84[0.47,1.50] ~—
Total events 62 78

Heterogeneity: Chi*= 0.07, df=1 (P=0.80), *= 0%
Testfor overall effect £= 0.59 (P = 0.55)

1.6.4 pancreatic ductal carcinoma

Hiraoka N, 2015 18 110 3186 87F% 098[0.52,1.85 2015 I
Kuwahara 5. 2019 2 9 M | 28% 023004126 218 |
Subtotal (95% Cly 119 224 11.5%  0.80[0.44, 1.43] —eeef -
Total events 20 52

Heterogeneity: Chi*=2.44, df=1 (P =0.12); F=53%
Testfor overall effect Z=077 (P =0.44)

1.6.5 other tumors

Calderaro ). 2018 100 295 85 109 303% 0E3(0.48,1.00] 2019 —a—
Subtotal (95% Cl) 295 199 30.3%  0.69 [0.48, 1.00] -
Total events 100 85

Heterogeneity: Mot applicable
Testfor overall effect Z=1.98 (P = 0.05)

Total (95% CI) 836 1757 100.0%  0.91[0.76,1.11] +
Total events 345 743

Heterogeneity. Chi*= .81, df= 8 (P = 0.28); F=18%

Testfor overall effect Z= 082 (P = 0.36)

Testfor subaroun differences: Chi*= 497 df=4 (P=020. F=185%

01 0z 05 2 5 10
young [experimental] old [control]

male female Odds Ratio 0Odds Ratio
Study or Subgroup _ Fvents Total Fvents Total Weight MH,Fixed. 95% Cl Year M-H, Fixed. 95% CI
1.7.1 hepatocellular carcinoma
Calderaro J. 2049 181 415 N 76 26.8% 0.83[0.50,1.37) 2019 —E
LiH. 2020 119 331 19 77 161% 167[0.89,277] 2020 S
Subtotal (95% CI) 746 148 42.8% 1.11[0.76, 1.60] >
Total events 270 60

Heterogeneity. Chi*= 2.70,df=1 (P = 0.10); F=63%
Testfor overall effect 2= 053 (P = 0.60)

1.7.2 oral squamous cell carcinoma

Wiitsing A M. 2014 11 46 B 34 42% 1.47[0.48 4.46] 2014 I —
Li@. 2020 83 120 34 48 101% 1.18[0.56,2.49) 2020 I
Subtotal (95% Cl) 166 82 14.3%  1.27[0.68,234] -
Total events 100 a0

Heterogeneity: Chi*=010,df=1 (P=075), F=0%
Testfor overall effect Z= 076 (P = 0.45)

1.7.3 pancreatic ductal carcinoma

Hiraoka M. 2015 33 186 16 122 128% 143[0.75,273] 2015
Kuwabara 5. 2019 10 23 13 4 58% 0.65(0.21,2.08) 2019
Subtotal (95% CI) 209 146 18.5%  1.19[0.68, 2.07]

Total events 43 29

Heteragensity Chi*=1.36, df=1 (P = 0.24); 1= 27%
Testfor ovetall effect 2= 0.60 (P = 0.55)

1.7.4 other tumors

BehrD.S. 2014 4 n 4 0 21% 0.86[0.15,5.000 2014 I E—
Lin Q. 2020 62 108 39 79 154% 1.38[0.77, 2.48] 2020 I
Yamaguehi K 2020 28 37 30 el B7% 0.05[0.00,0.88] 2020
Subtotal (95% CI) 156 119 24.3% 097 [0.58, 1.61] >
Total events 94 73
Heterogeneity. Chi*= 555, df= 2 (P = 0.06);, F= 64%
Testfor overall effect: 2= 013 (P = 0.89)
Total (95% CI) 1277 495 100.0%  1.11[0.87, 1.41] L
Total events 507 182
Heterogeneity. Chi*= 8,48, df= 8 (P = 0.30), F= 16% i u i Y
0. o1 10 100
Testfor overall effect Z=0.84 (P=0.40) N
Testfor subaroun difierences: Chi*= 0 52 df= 3 (P= 0,813, = 0% OB N e
low ki67 expression  high ki67 expression Odds Ratio Odds Ratio
Study of Subgrou Events Total  Events Total Weight M-H,Random,95%Cl Year -H, Random, 95% CI
BuisseretL. 2017 34 69 3 53 313% 0.35(0.16, 0.75] 20M7 .
Liu X 2017 73 207 17 36 334% 061030, 1.24] 2017 —
Lin 0. 2020 kL) B £l a0 4.3% 164 [0.84,310] 2020 T
Total (95% C1) 340 169 100.0% 0.71[0.29, 1.75] i
Total evenis 148
Heteragenelty. Tau®= 045 Chi*= 9,40, df= 2 (F = 0.009); 1= 79%
0.01 01 10 100
[ethnoenletecz 0 HIEE e low K7 expression high kif7 xpression
D Mo M1 Odds Ratio Odds Ratio
Study or Subgroup _ Fvents Total Fvents Total Weight MH. Fixed, 95% Cl M_H, Fixed, 95% CI
1.9.1 pancreatic ductal carcinoma
Hiraoka N. 2015 224 270 35 38 85.8% 042012142 _.__
Kuwabara 5. 2019 22 45 1 2 80% 096[0.06 16.25
Subtetal (95% CI) 315 40 093.9%  0.46[0.15, 1.40] -~
Total events 246 36
Heterageneity: Chi*= 0.28, df=1 (F = 0.60); F= 0%
Testfor overall effect Z=136(F = 017F)
1.9.2 other tumors
Wirging AM. 2014 17 74 0 1 6.1% 0.91[0.04,23.43
Subtotal (95% Cl) 74 1 6.1% 0.91[0.04,23.43] —— e ——
Total events 17 a
Heterogeneity: Mot applicable
Test far overall effect Z= 005 (F = 0.96)
Total (95% CI) 389 41 100.0%  0.49[0.17,1.38] i
Total events 263 36
Heterogenaity: Chi*= 042 df=2 (P =0.81); F=0% h_m n‘1 1'0 md

Test for overall effect Z=1.35(F =0.18)

MO tal] M1 trol]
Test for subaroun differences: Chit= 0.15. df=1 (P = 0,70y, F= 0% ol



Supplementary Figure 1. The forest plot of OR was assessed for association between TLS

and clinicopathological features: (A) age; (B) gender; (C) ki67 expression; (D) M stage. Each

result was shown by the OR with 95% CI.
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Supplementary Figure 2. Funnel plots of the association between TLS with survival: (A)

0S; (B) DFS; (C) RFS.
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Supplementary Figure 3. Funnel plots of the association between TLS expression with

other clinicopathological characteristics: (A): age; (B): gender; (C): size; (D): T stage; (E):

N stage; (F): grade.



