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Patient Years of Median OS
enrolled

Study Sample

Year Country Follow-up NOS

style size Non-AC patients | Non-AC times score
Olecki et al. (30) 2021 usa Retrospective 3,897 2,405 1492 2006-2015 B2 2604 o8 NA 7
Kamarajah et al. (26) 201 Usa Retrospective 412 2061 2061 2004-2016 249 294 os NA 8
Ma etal. (28) 2019 USA Retrospective 1737 1247 490 2004-2015 NA NA os Medin ime 8
36 months
Median time,
Sugavara et al. (14) 2023 ca Retrospective 588 44 m 2010-2018 212 266 os podoiy 5
Bolm et al. (24) 2022 usa Retrospective 202 100 102 2000-2018 178 23 os NA 6
Bolm* et al. (24) 2022 Usa Retrospective 4749 4172 577 2004-2018 264 354 os NA 6
Median time,
8 -
Zhang et al. (33) 2022 Usa Retrospective 761 s61 203 2011-2017 289 301 os e 7
van Roessel et al. (15) 2020 EU Retrospective 520 177 313 2012-2018 29 2 0s Mediautime; 7
38 months
Hammad et al. (22) 2023 Usa Prospective a3 199 214 2010-2019 NA NA os/PES NA 6
Barnes et al. (21) 2017 USA Prospective 234 9% 138 2009-2016 39 423 OS/PFS Medao mey 7
252 months
de Geus etal. (25) 2018 Usa Retrospective 1357 533 521 2006-2013 271 275 os NA 6
Maggino et al. (29) 2023 A Retrospective 373 123 250 20132017 35 36 os NA 6
Parri et al. (31) 2020 usa Retrospective 122 6l 61 2010-2017 17 2 os/PES NA 8
Ivey etal. (23) 202 usa Prospective a7 186 21 2015-2019 204 287 Os/PFS NA 6
Puetal. (32) 2023 ca Retrospective 1194 597 597 2006-2019 2 30 os/css NA 8
Median time,
27 v = . ;
Lee etal. (27) 2023 KR Retrospective 114 57 57 2017-2020 235 315 OS/DES i 9

NOS, the Neweastle-Ottawa Scale.
NA, Not Applicable.
*It was worth noting that Bolm et al. study analyzed two sets of data separately.
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Hazard Ratio
log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI
-0.5798185 0.28810815 21.5% 0.56 [0.32, 0.98]
-0.67334455 0.17325534 59.4% 0.51[0.36, 0.72]
-0.597837 0.3053705 19.1% 0.55[0.30, 1.00]

Study or Subgrou

Hammad etal (2023)
Lee etal (2023)
Perri et al ( 2020 )

Total (95% CI)
Heterogeneity: Chi? = 0.10, df = 2 (P = 0.95); I = 0%
Test for overall effect: Z = 4.78 (P < 0.00001)

100.0% 0.53 [0.41, 0.69]

Hazard Ratio
1V, Fixed, 95% CI
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A Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI
1.2.1 Negative lymph nodes

Barnes et al (2017 ) -0.11653382 0.2687726 1.7% 0.89[0.53, 1.51]
Bolm et al * (2022 ) -0.33407511 0.07873308 19.6% 0.72 [0.61, 0.84]
Bolm et al (2022) 0.27687387 0.31119143 1.3% 1.32[0.72, 2.43]
Kamarajah et al ( 2021 ) -0.22314355 0.05692438 37.5% 0.80 [0.72, 0.89]
Lee et al (2023 ) -0.12783337 0.52943906 0.4% 0.88[0.31, 2.48]
Maggino et al ( 2023 ) 0.28517894 0.51752458 0.5% 1.33[0.48, 3.67]
Olecki et al ( 2021 ) -0.20211618 0.06725833 26.8% 0.82[0.72, 0.93]
Puetal (2023) -0.22941316 0.13784909 6.4% 0.80 [0.61, 1.04]
Sugawara et al (2023) -0.38566248 0.15050075 5.4% 0.68 [0.51, 0.91]
van Roessel et al (2020 ) -0.16251893 0.4570815 0.6% 0.85 [0.35, 2.08]
Subtotal (95% CI) 100.0% 0.79 [0.74, 0.84]

Heterogeneity: Tau® = 0.00; Chi? = 6.84, df = 9 (P = 0.65); I = 0%
Test for overall effect: Z = 6.81 (P < 0.00001)

1.2.3 Pathological N1

Bolm et al * (2022 ) -0.15082289 0.16544981 9.1% 0.86 [0.62, 1.19]
Bolm et al (2022) -0.13238919 0.0791923 24.4% 0.88[0.75, 1.02]
Kamarajah et al ( 2021 ) -0.27443685 0.06368742 29.7% 0.76 [0.67, 0.86]
Maggino et al ( 2023 ) -0.5798185 0.35135859 2.4% 0.56 [0.28, 1.11]
Puetal (2023) -0.31334182 0.12679768 13.7% 0.73[0.57, 0.94]
Sugawara et al (2023 ) -0.32850407 0.11208333 16.3% 0.72 [0.58, 0.90]
Zhang et al ( 2022 ) -0.77652879 0.24792362 4.5% 0.46 [0.28, 0.75]
Subtotal (95% CI) 100.0% 0.76 [0.68, 0.85]

Heterogeneity: Tau? = 0.01; Chi? = 8.80, df = 6 (P = 0.19); I = 32%
Test for overall effect: Z = 4.93 (P < 0.00001)

1.2.4 Pathological N2

Kamarajah et al ( 2021 ) 0.00995033 0.10240841 35.7% 1.01[0.83, 1.23]
Maggino et al ( 2023 ) -0.4780358 0.53191512 12.9% 0.62 [0.22, 1.76]
Puetal (2023) -0.21567154 0.18219403 31.1% 0.81 [0.56, 1.15]
Zhang et al ( 2022) -1.2378744 0.35816172 20.2% 0.29 [0.14, 0.59]
Subtotal (95% CI) 100.0% 0.69 [0.43, 1.09]

Heterogeneity: Tau? = 0.14; Chi? = 12.08, df = 3 (P = 0.007); I> = 75%
Test for overall effect: Z = 1.60 (P = 0.11)

Test for subgroup differences: Chi? = 0.59, df = 2 (P = 0.75), I> = 0%

B Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI
1.3.1 Tumor size < 2cm
Maggino et al ( 2023 ) 0.11332869 0.39503295 11.9% 1.12 [0.52, 2.43]
Olecki et al (2021 ) -0.38126042 0.17101924 63.6% 0.68 [0.49, 0.95]
Puetal (2023) -0.42464793 0.27575499 24.5% 0.65 [0.38, 1.12]
Subtotal (95% CI) 100.0% 0.72 [0.55, 0.94]

Heterogeneity: Tau? = 0.00; Chi? = 1.47, df = 2 (P = 0.48); I> = 0%
Test for overall effect: Z = 2.44 (P = 0.01)

1.3.2 Tumor size > 2cm

Maggino et al ( 2023 ) -0.84397007 0.30392705 9.4% 0.43 [0.24, 0.78]
Olecki et al ( 2021) -0.16841865 0.04491259 54.3% 0.85[0.77, 0.92]
Puetal (2023) -0.18995058 0.10620375  36.4% 0.83[0.67, 1.02]
Subtotal (95% CI) 100.0% 0.79 [0.65, 0.96]

Heterogeneity: Tau? = 0.02; Chi? = 4.84, df = 2 (P = 0.09); I> = 59%
Test for overall effect: Z = 2.37 (P = 0.02)

Test for subgroup differences: Chi? = 0.30, df = 1 (P = 0.58), I> = 0%
Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight 1V, Random, 95% CI
C 14a1wo

Kamarajah et al ( 2021 ) -0.19845094 0.04366027 44.9% 0.82 [0.75, 0.89]

Olecki et al ( 2021 ) -0.18272164 0.048636  38.5% 0.83[0.76, 0.92]

Sugawara et al (2023) -0.30110509 0.09921832 11.6% 0.74 [0.61, 0.90]

Zhang et al ( 2022 ) 0.03922071 0.15250944  5.1%  1.04 [0.77, 1.40]

Subtotal (95% CI) 100.0% 0.83 [0.77, 0.88]

Heterogeneity: Tau? = 0.00; Chi® = 3.57, df = 3 (P = 0.31); 1> = 16%
Test for overall effect: Z = 5.46 (P < 0.00001)

142 R1

Kamarajah et al ( 2021 ) -0.26136476 0.10076373 36.3% 0.77 [0.63, 0.94]
Olecki et al ( 2021 ) -0.09982034 0.0964139 37.3% 0.90 [0.75, 1.09]
Sugawara et al (2023) -0.5798185 0.24654095 13.9% 0.56 [0.35, 0.91]
Zhang et al (2022 ) -0.61618614 0.26379433  12.5% 0.54 [0.32, 0.91]
Subtotal (95% CI) 100.0% 0.75 [0.61, 0.92]

Heterogeneity: Tau? = 0.02; Chi® = 6.08, df = 3 (P = 0.11); I> = 51%
Test for overall effect: Z = 2.72 (P = 0.007)

Test for subgroup differences: Chi® = 0.76, df = 1 (P = 0.38), I> = 0%

D Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI
1.5.1 Well/Moderately
Olecki et al ( 2021 ) -0.02839947 0.41722198 22.0% 0.97 [0.43, 2.20]
Pu et al (2023) -0.216913 0.35158604 31.0% 0.81 [0.40, 1.60]
Sugawara et al (2023 ) 0.0861777 0.28568614 47.0% 1.09 [0.62, 1.91]
Subtotal (95% CI) 100.0% 0.97 [0.66, 1.42]

Heterogeneity: Tau? = 0.00; Chi? = 0.45, df = 2 (P = 0.80); I = 0%
Test for overall effect: Z = 0.17 (P = 0.87)

1.5.2 Poorly/Undifferentiated

Olecki et al ( 2021) -0.22439433 0.06306483 68.6% 0.80 [0.71, 0.90]
Puetal (2023) -0.2890163 0.1785087 13.6% 0.75 [0.53, 1.06]
Sugawara et al (2023 ) -0.4780358 0.15361617 17.8% 0.62 [0.46, 0.84]
Subtotal (95% CI) 100.0% 0.76 [0.66, 0.87]

Heterogeneity: Tau? = 0.00; Chi? = 2.36, df = 2 (P = 0.31); I? = 15%
Test for overall effect: Z = 4.05 (P < 0.0001)

Test for subgroup differences: Chi? = 1.40, df = 1 (P = 0.24), I> = 28.5%

Hazard Ratio
1V, Random, 95% CI
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No No. of study HR (95%Cl) P-value Heterogeneity

of stu.dy
AC Non-AC 12 (%) P-value

Study Style

Retrospective 12 12 12 082 <0.00001 41% 02

Prospective 3 3 3 064 0.004 38% <0.06
AJCC 8th
N staging

No 9 9 9 0.79 <0.00001 0% 0.65

N1 6 6 6 0.78 <0.00001 32% 0.19

N2 » 4 4 4 069 011 75% 0.07
Tumor size »

<2em 3 3 3 072 0.01 0% 0.48

<2em 3 3 3 0.79 0.02 59% 0.09

Margin status
RO 4 4 4 0.83 <0.00001 16% 0.31
R1 4 4 4 0.75 0.007 51% 0.11

Histological grade

Low- 3 3 3 0.97 0.87 0% 0.8
grade group
High- 3 8 3 0.76 <0.00001 15% <031

grade group
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Study or Subgroup log[Hazard Ratio]

Barnes et al ( 2017 ) -0.15082289
Bolm et al * ( 2022 ) -0.15082289
Bolm et al (2022) -0.18753512
de Geus et al (2018) -0.02839947
Hammad et al (2023) -0.67334455
Ivey et al ( 2022 ) -0.5798185
Kamarajah et al ( 2021 ) -0.21072103
Lee et al (2023 ) -0.7985077
Ma et al (2019) -0.24846136
Maggino et al ( 2023 ) -0.19845094
Olecki et al ( 2021 ) -0.18152188
Perri et al ( 2020 ) -0.597837
Pu et al ( 2023 ) -0.24846136
Sugawara et al (2023) -0.34249031
van Roessel et al ( 2020) -0.01005034
Zhang et al ( 2022 ) -0.17435339

Total (95% ClI)

Hazard Ratio

SE Weight IV, Random, 95% CI
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100.0%

Heterogeneity: Tau? = 0.01; Chi® = 28.62, df = 15 (P = 0.02); I* = 48%

Test for overall effect: Z = 6.49 (P < 0.00001)
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Country Phase Treatment Arm(s) Patients PFS oS References

(n=) (Months)  (Months)

GuoMing Shi China I Toripalimab+ Lenvatinib+GEMOX 30 80 10.2 22.5 (1)
Zhou Jian China | 11 Toripalimab+ Lenvatinib+GEMOX | 30 80 10 - (36)
Chengpei Zhu China ‘ 11 ICIs+ Lenvatinib+ GEMOX ‘ 57 43.9 9.27 134 (37)
HLi China )i Tislelizumab lenvatinib+GEMOX 25 56 - - (38)
‘Wei Zhang China - Tislelizumab lenvatinib+GP 1 - - - (14)
Zhuochao China - Toripalimab +Pemigatinib 1 - - = (39)
Zhang + GEMOX
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