Table S1. Studies

Characteristics.

Author

Neoadjuvant Regimen

Adjuvant Chemotherapy(Male /Female)

Gender Age *

. 5 FU + Cisplatin + RT None NAT: 65 (39-81)
Barbier et al. (2011) Upfront Surgery 5FU or Gem NR US: 64 (37-79)
Birrer et al. (2021) Gem + Oxaliplatin Gem NR NR

Upfront Surgery Gem
Gem 6 weeks + (Gem+RT) 6 ] NAT: 71.5 (51-
Casadei et al. (2015) weeks Gem NAT:8/10 78)
Upfront Surgery Gem US:14/6  US: 67.5 (48-79)
5 FU + Oteracil and Gimeracil + .
Fujii et al. (2017) S1RT Gem or Capecitabine ~ NAT:21/19 NAT: 65 (36-79)
Upfront Surgery Gem + Capecitabine US: 146/87  US: 67 (35-88)
. . NAT: 62.5 (33-
RT AT:17/1
Golcher et al. (2015) Gem + Cispatin + Gem N /16 76)
Upfront Surgery Gem US:18/15  US: 65.1 (46-73)
NAT: 18-55: 340,
Chemotherapy (NR) - NAT: 1044/96155-64: 650; 65-74:
729;>75: 286;
Mokdad et al. (2017) US: 18-55: 985;
55-64: 1972; 65-
Upfront Surgery - US: 3150/2865 74:2202.> 75:
836
5-FU + RT Gem NAT:75/69 NAT:64+12
Papal 1. (2012
apalezova etal. (2012) Upfront Surgery 5FU US:49/43  US:65+12

Capecitabine + Gem + Cisplatin = Capecitabine + Gem +

NAT: 25/7 NAT: 64 (39-75)

Reni tal. 2018 o Capoctabine  Com +
Upfront Surgery Cisplatin + Epirubicin Us: 13/17 US: 68 (49-75)
Gem of 5 FU + RT Gem (10%) NAT: 126/96 NAT: 64 (35-86)
Roland et al. (201
oland etal. (2015) Upfront Surgery Gem = RT US: 43/42  US: 64 (40-85)
. Gem + Abraxane NAT: 34/25 NAT: 65 (48-82);
fferl 1. (202
Seufferlein et al. (2023) Upfront Surgery Gem US:37/22  US: 68 (41-88)
o WHEF + Gem or Gem
Sho et al. (2015) Gem + RT or Capecitabine alone NAT: 24/20 NAT:66.4+85
Upfront Surgery WHEF + Gem US: 32/24 US:69.7+9.1
. ] NAT: 65.5 (38-
Tzeng et al. (2014) Gem + Cis + RT - NAT: 61/54 79)
Upfront Surgery Gem US: 30/22  US: 61.9 (25-79)
.. Gem + RT Gem NAT: 64/55 NAT: 66 (59.71)
1. (2022
Verstaijne et al. (2022) Upfront Surgery Gem US: 74/53  US: 67 (60-73)
. Chemotherapy (NR) NR NAT: 600/518; NAT: 63.4 (10.0);
Vidri et al. (2021
idri et al. (2021) Upfront surgery US: 1304/1502  US: 69.0 (10.9)
Gem + 5-FU + Leucovorin, Gem +5-FU + NAT: 67.0 (58-
i . Leucovorin, Irinotecan + NAT: 21/14;
Irinotecan + Oxaplatin . 73);
Yoon et al. (2022) Oxaplatin
' Gem +5-FU +
Upfront Surgery Leucovorin, Irinotecan +  US: 73/94 US: 60 (56-70)
Oxaplatin

* Age is reported as median (range) or mean + standard deviation — Gem: gemcitabine; 5-FU: 5-fluorouracil; NAT:
Neoadjuvant Therapy; US: US — NR: Not reported
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Figure S1. Overall Survival: Galbraith Plot.



Hazard Ratio = Weight

Study with 95% CI (%)
Not Reported

Fuijii et al. (2017) — 0.84[0.55, 1.28] 5.41
Mokdad et al. (2017) o 0.72[0.68, 0.76] 26.08
Heterogeneity: 2 = 0.00, I? = 0.00%, H?>=1.00 . 0.72]0.68, 0.76]

Testof 6, = ei: Q(1)=0.51,p=047
Testof 8=0:z =-11.58, p =0.00

RCT
Birrer et al. (2021) = 0.93[0.46, 1.88] 2.19
Casadei et al. (2015) = 0.56[0.28, 1.12] 2.25
Golcher et al. (2015) = 0.77[0.45, 1.32] 3.54
Reni et al. (2018) ——— 0.54[0.32, 0.91] 3.73
Seufferlein et al. (2023) —_— 0.80[ 057, 1.12] 7.53
Versteijne et al. (2022) —a— 0.79[0.54, 1.16]  6.24
Heterogeneity: 12 = 0.00, I? = 0.00%, H? = 1.00 i 0.74 [ 0.61, 0.90]

Testof 6, = ei: Q(5) =2.76,p=0.74
Testof 8 =0:z=-3.06, p =0.00

Retrospective Study

Barbier et al. (2011) ——#— 125[091, 1.72] 8.20
Papalezova et al. (2012) —— 0.90[0.69, 1.18] 10.11
Roland et al. (2015) —— 0.94[0.72, 1.22] 10.54
Sho et al. (2015) S S— 0.62[0.37, 1.04] 3.80
Tzeng et al. (2014) —— 0.73[0.51, 1.04] 7.10
Vidri et al. (2021) = 0.92[0.43, 1.95] 1.93
Yoon et al. (2022) = 0.75[0.30, 1.85] 1.37
Heterogeneity: 12 = 0.01, I = 21.98%, H? = 1.28 ‘ 0.90[0.76, 1.06]

Testof 8, = 6: Q(6) =7.69, p = 0.26
Testof 6=0:z=-1.24, p =0.21

Overall G 0.80 [ 0.72, 0.90]
Heterogeneity: T2 = 0.01, 1> = 31.09%, H2 = 1.45
Test of 8, = 8: Q(14) = 20.32, p = 0.12

Testof 8 =0:z=-3.95, p=0.00

Test of group differences: Q,(2) = 6.28, p = 0.04

12 1
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Figure S2. Overall Survival: Subgroup analysis related to study design—(RCT =6,
retrospective studies = 7, Study design Not Reported = 2).
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p-value year
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Figure S3. Overall Survival: Cumulative analysis per year.




Hazard Ratio

Random-effects DerSimonian—Laird model

Omitted study with 95% CI p-value
Barbier et al. (2011) S 0.74[0.70, 0.77] 0.000
Birrer et al. (2021) 0.80[0.72, 0.90] 0.000
Casadei et al. (2015) . 0.81[0.73, 0.91] 0.000
Fuijii et al. (2017) 0.80[0.72, 0.90] 0.000
Golcher et al. (2015) 0.81[0.72, 0.90] 0.000
Mokdad et al. (2017) 0.85[0.76, 0.95] 0.003
Papalezova et al. (2012) * 0.79[0.71, 0.89] 0.000
Reni et al. (2018) . 0.82[0.73, 0.91] 0.000
Roland et al. (2015) . 0.79[0.71, 0.88] 0.000
Seufferlein et al. (2023) 0.81[0.72, 0.91] 0.000
Sho et al. (2015) * 0.81[0.73, 0.91] 0.000
Tzeng et al. (2014) . 0.81[0.72, 0.91] 0.001
Versteijne et al. (2022) 0.81[0.72, 0.91] 0.000
Vidri et al. (2021) 0.80[0.72, 0.90] 0.000
Yoon et al. (2022) 0.81[0.72, 0.90] 0.000
0.70 0.95

Figure S4. Overall Survival: Leave-one-out analysis.
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Figure S5. Overall Survival: Funnel plot for publication bias.
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Figure S6. Disease Free-Survival: Galbraith Plot.




Hazard Ratio = Weight

Study with 95% CI (%)
Mixed

Yoon et al. (2022) o 0.50[0.28, 0.89] 8.91
Heterogeneity: 12 = 0.00, I = .%, H? = . e — 0.50 [ 0.28, 0.89]

Test of 6,=6,: Q(0) =0.00, p=.
Testof 6 =0:z=-2.37, p=0.02

Neoadjuvant Chemoradiotherapy

Casadei et al. (2015) = 0.42[0.21, 0.84] 5.98
Golcher et al. (2015) ———®———  0.68[0.39, 1.18] 9.53
Versteijne et al. (2022) —— 0.69 [ 0.53, 0.90] 39.99
Heterogeneity: T2 = 0.00, I? = 0.00%, H2 = 1.00 i 0.65 [ 0.52, 0.82]

Testof 8, = 6;: Q(2)=1.71,p=0.43
Testof 8 =0: z=-3.65, p=0.00

Neoadjuvant Chemotherapy

Birrer et al. (2021) o 0.78[0.39, 1.56] 6.08
Reni et al. (2018) —— 0.61[0.38, 0.98] 13.02
Seufferlein et al. (2023) —— 0.81[0.53, 1.23] 16.49
Heterogeneity: T2 = 0.00, I? = 0.00%, H2 = 1.00 i 0.73[0.54, 0.97]

Test of 6, = 6,: Q(2) =0.82, p=0.66
Test of 8 =0: z=-2.20, p = 0.03

Overall - 0.66 [ 0.56, 0.79]
Heterogeneity: T2 = 0.00, I> = 0.00%, H? = 1.00
Test of 6, = 6,: Q(6) =3.86, p=0.70

Testof 8 =0:z=-4.74, p =0.00

Test of group differences: Q,(2) = 1.33, p = 0.51

1/4 1/2 1

Random-effects DerSimonian—Laird model

Figure S7. Disease Free Survival (n =7): Forest plot—Subgroup analysis related to use
of neoadjuvant chemotherapy or neoadjuvant chemoradiotherapy.



Hazard Ratio  Weight

Study with 95% CI (%)
RCT

Birrer et al. (2021) = 0.78[ 0.39, 1.56] 6.08
Casadei et al. (2015) = 0.42[0.21, 0.84] 5.98
Golcher et al. (2015) L 0.68[0.39, 1.18] 9.53
Reni et al. (2018) —— 0.61[0.38, 0.98] 13.02
Seufferlein et al. (2023) —#@—  0.81[0.53, 1.23] 16.49
Versteijne et al. (2022) —— 0.69[ 0.53, 0.90] 39.99
Heterogeneity: T2 = 0.00, I2 = 0.00%, H? = 1.00 - 0.68[0.57, 0.81]

Test of 8, = 6: Q(5) =2.85, p=0.72
Testof 6 =0:z=-4.22, p= 0.00

Retrospective Study
Yoon et al. (2022) = 0.50[0.28, 0.89] 8.91
Heterogeneity: T2 = 0.00, I = .%, H2 = . —— T 0.50[0.28, 0.89]

Testof 6,=6; Q(0)=0.00,p=.
Testof 8 =0:z=-2.37, p=0.02

Overall - 0.66 [ 0.56, 0.79]
Heterogeneity: t = 0.00, I> = 0.00%, H? =1.00
Test of 6, = 6;: Q(6) = 3.86, p = 0.70

Testof 8 =0:z=-4.74, p =0.00

Test of group differences: Q (1) = 1.01, p=0.31
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Figure S8. Disease Free Survival —Subgroup analysis related to study design (RCT =
6, retrospective studies = 1).



Hazard Ratio

Study with 95% ClI p-value year
Casadei et al. (2015) . 0.42[0.21, 0.84] 0.015 2015
Golcher et al. (2015) - 0.56[0.35, 0.89] 0.014 2015
Reni et al. (2018) ——— 0.58[0.42, 0.81] 0.001 2018
Birrer et al. (2021) ————e—— 0.62[0.46, 0.82] 0.001 2021
Seufferlein et al. (2023) ——— 0.67[0.53, 0.85] 0.001 2021
Versteijne et al. (2022) —es— 0.68[0.57, 0.81] 0.000 2022
Yoon et al. (2022) ——— 0.66[0.56, 0.79] 0.000 2022
1/4 112
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Figure S9. Disease Free Survival: Cumulative Meta-Analysis.
Hazard Ratio
Omitted study with 95% Cl p-value
Birrer et al. (2021) . 0.65[0.55, 0.78] 0.000
Casadei et al. (2015) * 0.68 [ 0.57, 0.81] 0.000
Golcher et al. (2015) 0.66 [ 0.55, 0.79] 0.000
Reni et al. (2018) . 0.67 [ 0.56, 0.80] 0.000
Seufferlein et al. (2023) - 0.64[0.53, 0.77] 0.000
Versteijne et al. (2022) . 0.64 [ 0.52, 0.80] 0.000
Yoon et al. (2022) . 0.68 [ 0.57, 0.81] 0.000
0.52 0.81

Randome-effects DerSimonian—Laird model

Figure S10. Disease Free Survival: Leave-one-out analysis.
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Figure S11. RO Rate: L”Abbe Plot for RO Rate Studies.




Random-effects DerSimonian—Laird model

NAT us Hazard Ratio Weight
Study Yes No Yes No with 95% CI (%)
Not Reported
Fuijii et al. (2017) 31 5 142 62 —— 271[1.01, 7.29] 7.23
Mokdad et al. (2017) 1670 335 4598 1417 [ | 1.54[1.35, 1.75] 20.96
Heterogeneity: 12 = 0.03, I = 19.00%, H? = 1.23 B 1.63[1.16, 2.31]
Testof 6,=6;:Q(1) =1.23, p=0.27
Testof 8 =0:2=2.78, p=0.01
RCT
Casadei et al. (2015) 7 4 5 10 3.50[0.68, 17.89] 3.38
Golcher et al. (2015) 17 2 16 7 3.72[0.67, 20.63] 3.1
Reni et al. (2018) 17 10 16 1" —— 1.17[0.39, 3.49] 6.30
Seufferlein et al. (2023) 36 5 3 15 —— 3.48[1.14, 10.68] 6.10
Versteijne et al. (2022) 29 36 32 22 —— 0.55[0.27, 1.15] 10.39
Heterogeneity: 12 = 0.61, I = 63.91%, H2 = 2.77 T 1.70[0.70, 4.08]
Test of 6, = 6;: Q(4) = 11.08, p = 0.03
Testof 6 =0:2=1.18,p=0.24
Retrospective Study
Barbier et al. (2011) 35 3 46 22 —— 5.568[1.55, 20.15] 4.98
Papalezova et al. (2012) 59 17 53 15 + 0.98[0.45, 2.16] 9.59
Roland et al. (2015) 85 15 72 13 —i— 1.02[0.46, 2.29] 9.33
Sho et al. (2015) 43 1 50 - 5.16 [ 0.60, 44.56] 2.07
Tzeng et al. (2014) 85 10 39 9 —— 1.96[0.74, 5.21] 7.37
Yoon et al. (2022) 26 9 86 81 —i— 2.72[1.20, 6.16] 9.20
Heterogeneity: T2 = 0.20, I2 = 44.71%, H? = 1.81 Enes 1.89[1.09, 3.29]
Test of 6, = 6;: Q(5) =9.04, p = 0.11
Testof 8 =0:z=2.27, p=0.02
Overall A 1.70[1.23, 2.36]
Heterogeneity: 12 = 0.13, I2 = 46.56%, H? = 1.87
Test of 8, = 6;: Q(12) = 22.46, p = 0.03
Testof 8 =0:2=3.19, p = 0.00
Test of group differences: Q,(2) = 0.20, p = 0.91

12 2 8 32

Figure S12. RO Rate—Subgroup analysis related to study design (RCT =

retrospective studies = 6, Study design Not Reported = 2).
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Odds ratio

Study with 95% ClI p-value vyear
Barbier et al. (2011) 5.58[1.55, 20.15] 0.009 2011
Papalezova et al. (2012) * 2.17[0.40, 11.81] 0.371 2012
Tzeng et al. (2014) = ——= 1.98[0.77, 5.10] 0.155 2014
Casadei et al. (2015) s 2.14[0.97, 4.71] 0.059 2015
Golcher et al. (2015) —— 2.26[1.12, 4.58] 0.023 2015
Roland et al. (2015) —— 1.86[1.03, 3.38] 0.040 2015
Sho et al. (2015) ——— 1.99[1.11, 3.57] 0.021 2015
Fuijii et al. (2017) —— 2.05[1.23, 3.40] 0.006 2017
Mokdad et al. (2017) - 1.56[1.38, 1.77] 0.000 2017
Reni et al. (2018) e = 1.56[1.38, 1.76] 0.000 2018
Seufferlein et al. (2023) S 1.71[1.32, 2.23] 0.000 2021
Versteijne et al. (2022) —— 1.68[1.14, 2.49] 0.009 2022
Yoon et al. (2022) —— 1.75[1.21, 2.54] 0.003 2022
12 1 2 4 8 16
Random-effects REML model
Figure S13. RO Rate (n = 13): Cumulative Meta-Analysis.
Odds ratio

Omitted study with 95% CI p-value

Barbier et al. (2011) . 1.58[1.16, 2.16] 0.004

Casadei et al. (2015) . 1.66[1.19, 2.32] 0.003

Fujii et al. (2017) o 1.65[1.17, 2.32] 0.004

Golcher et al. (2015) . 1.66[1.19, 2.32] 0.003

Mokdad et al. (2017) . 1.84[1.19, 2.85] 0.006
Papalezova et al. (2012) . 1.82[1.28, 2.58] 0.001

Reni et al. (2018) . 1.76 [ 1.24, 2.50] 0.001

Roland et al. (2015) i 1.81[1.27, 2.57] 0.001
Seufferlein et al. (2023) ° 1.62[1.16, 2.26] 0.005

Sho et al. (2015) . 1.66 [ 1.20, 2.31] 0.003

Tzeng et al. (2014) 1.70[1.19, 2.42] 0.003
Versteijne et al. (2022) . 1.83[1.38, 2.42] 0.000

Yoon et al. (2022) * 1.63[1.15, 2.30] 0.006

1.15

Random-effects DerSimonian—Laird model

2.85

Figure S14. RO Rate (n = 13): Leave-one-out Analysis.
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Figure S16. N+ Rate (n = 8): L’ Abbé Plot—N+ Rate. Note: for Verstejine et al. 2022 data
were extracted from the Verstejine et al. 2020.



Odds ratio

Omitted study with 95% CI p-value

Barbier et al. (2011)

Tzeng et al. (2014)

Yoon et al. (2022)

f
0.28 0.73

Random-effects DerSimonian—Laird model

0.40[0.30, 0.53] 0.000

Golcher et al. (2015) 0.46[0.32, 0.66] 0.000
Mokdad et al. (2017) . 0.49[0.32, 0.73] 0.001
Reni et al. (2018) I: 0.46[0.32, 0.66] 0.000
Roland et al. (2015) 0.46[ 0.31, 0.67] 0.000

0.48[0.33, 0.70] 0.000
Vidri et al. (2021) : 0.42[0.28, 0.63] 0.000
0.46[0.32, 0.67] 0.000

Figure S17. N+ Rate (n = 8): Sensitive Analysis.

1}8 1}4 1}2 1 2 4
Random-effects REML model

Odds ratio
Study with 95% CI p-value year
Barbier et al. (2011) ——— 2.04[0.78, 5.29] 0.144 2011
Tzeng et al. (2014) . 0.70[0.09, 5.54] 0.734 2014
Golcher et al. (2015) ° 0.57[0.15, 2.11] 0.397 2015
Roland et al. (2015) ——— 0.52[0.21, 1.29] 0.156 2015
Mokdad et al. (2017) —— 0.46[0.24, 0.90] 0.023 2017
Reni et al. (2018) — 0.44[0.26, 0.77] 0.004 2018
Vidri et al. (2021) — 0.46[0.30, 0.71] 0.000 2021
Yoon et al. (2022) —— 0.45[0.31, 0.65] 0.000 2022

Figure S18. N+ Rate (n = 8): Cumulative meta-analysis.




NAT us Hazard Ratio = Weight
Study Yes No Yes No with 95% CI (%)
Not Reported
Mokdad et al. (2017) 932 1010 4306 1593 ] 0.34[0.31, 0.38] 23.53
Heterogeneity: 12 = 0.00, P = .%, H?=. L 0.34[ 0.31, 0.38]
Testof §, = ei: Q(0)=0.00,p =.
Testof 8 =0:z=-19.88, p =0.00
RCT
Golcher et al. (2015) 6 13 13 10 o 0.36[0.10, 1.27] 5.63
Reni et al. (2018) 14 13 20 7 —a— 0.38[0.12, 1.18] 6.58
Heterogeneity: 12 = 0.00, I> = 0.00%, H? = 1.00 —sE e 0.37[0.16, 0.86]
Test of 6, =6,: Q(1) =0.00, p = 0.95
Testof 8 =0:z=-2.31, p=0.02
Retrospective Study
Barbier et al. (2011) 11 27 " 55 ——#—2.04[0.78, 5.29] 8.45
Roland et al. (2015) 61 51 63 22 —il— 0.42[0.23, 0.77] 13.68
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Figure S19. N+ Rate—Subgroup analysis related to study design (RCT = 2, retrospective
studies = 5, Study design Not Reported = 1).



