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Background

. Management of cT2NOMO esophageal cancer remains controversial, this is intrinsically . We searched MEDLINE, EMBASE, and CENTRAL for articles published from inception to 25
linked to challenges with staging the disease.l? November 2024.
o On a global scale the role of neoadjuvant therapy in cT2NO is uncertain, wherein European3 o Inclusion criteria: adults 218y, cT2NOMO adenocarcinoma / squamous cell carcinoma,
and US guidelines support neoadjuvant treatment, but East Asian groups advocate upfront Siewert |-lll, primary disease only, articles written in English.
4
SUrgery. o Exclusion criteria: case series with <7 patients, abstracts only articles

Objectives o The data were presented to a panel of 14 multidisciplinary expert clinicians (Gl surgeons,

thoracic surgeons, gastroenterologists and oncologists) as per the GRADE approach and

o To synthesise existing literature data on treatment outcomes of cT2NOMO esophageal guideline recommendations were formed.
cancer.
. . s o We performed random-effects meta-analyses (restricted maximum likelihood using Stata
o To provide international consensus guidelines for management of cT2NO esophageal v18§ yses | &
cancer. o
Results
5-Years Disease Free Survival 5-Years Overall Survival
—Favours Surgery Favours Neoadjuvant — —Favours Surgery Favours Neoadjuvant —
Case Control Weight
. Study Yes No Yes No with 95% i (%)
Case Contr()l Welght Mixed Neoadjuvant therapy (Chemoradiotherapy + Chemotherapy + Radiotherapy)
Study Yes No Yes No with 95% Cl (%) Speicher, 2014 114 574 241 520 B 0.42[0.25. 0.51] 902
Heterogenety- T =000, 1 = 5% H =, <> 0.42[0.25. 0.51)
Neoadjuvant Chemoradiotherapy Testof @ = 8: Q(0)=0.00,p=.
L ' Testof 8 =0 z2=001, p=0.00
Chen, 2012 22 35 10 4 l 0.54[0.34, 0.86] 15.17
’ ; Mixed Neoadjuvant therapy (Chemoradiotherapy + Chemotherapy)
Zhang, 2012 o . | S 3 . 0.81 058 1.14 20.95 Rhodin, 2021 627 736 530 647 a 1.02[084, 1.11] 10.44
. : ' Wirsik, 2024 121 85 66 80 —- 1.43[1.18. 1.78] 0.78
Lin, 2024 187 129 162 105 _.—‘ 098[0385, 1.11] 32.380 Heterogeneity: 1T’ = 0.05, I’ = 88.47%. H’ = 8.67 - 1.19[0.26, 1.86]
Heterogeneity: T = 0.05, | = 69.65%, H' = 3.29 ~al-  0.80[058, 1.10 etoto0 o8 s
TQSt Of e - eJ; Q(Z) - 629 p - 004 Neoadjuvant Chemoradiotherapy
ParezHolguin, 2021 386 435 251 238 0.60[080. 1.00] 1024
TeSt Ofe = 0 Z= -1'39' p - 017 Lin, 2024 157 158 135 132 " 0680284, 1.16) 10038
Zhang. 2012 20 25 7 7 109 [ 0861, 1.84) 6 47
Hardacker, 2014 17 16 16 12 i 1.13[0608, 1.84) 725
Neoadjuvant Radiotherapy Goense, 2018 180 184 85 115 O 1.33[1.08. 1.88] 067
Capowitia, 2021 21 17 @85 128 —3— 182[1.15 230)] 860
Martin, 2013 124 99 138 129 ——1.08[091, 1.27] 31.08 Malin, 2009 2 56 26 102 179 [ 1.15. 2.78] 7.72
_ 2 3 - Heterogeneity: T = 0.05, 1’ =76.44%. H =424 -~ 1.19[ 0.97. 1.45)
Heterogeneity: 1 =0.00,1 = %, H =. ‘ 1.08[ 091, 1.27] Testof © = 8: Q(8) = 2388, p=0.00
Testof8=02=165.p=0.10
Testof 6: =6, Q(0)=0.00,p =.
Neoadjuvant Radiotherapy
Testof6=0z2=0.87. D= 0.38 Marsn, 2013 04 120 102 164 : 1.00[0.88. 1.238] ©.72
Heterogeneity:T =000, 1'= % . H =, 1.0 [ 0.88. 1.36)
Testof 8 »8: Q0= 000,p™

Ovel’a" 0 88 [ 0 70 1 12] Testof8=0:2=0281.p=0.42

444 articles were identified between 1946 to 25

November 2024 Perioperative Mortality — 30 days

246 EMBASE | /Guideline recommendation:  adult
138 MEDLINE < Favours Neoadjuvant Favours Surgery - ) )

patients with ¢T2NO esophageal cancer

1.08 [ 0.85. 1.36)

11 CENTRAL Case  Control Rf}o‘; wifght . )
0 o - . . ;[::i\; Neoadjuvant therapy (Chemoradiotherapy + Chemotherapy + Radiotherapy) A S - ShO“ld be treated Wlth neoad-] uvant
34 ClinicalTrials.gov & Trials registry searches Crabiree. 2013 10 260 18 464 099046, 212] 2362 thera followed b SUroer over
15 Other (manual Search) SpeichEI.ZOMI 36 652 37 834 2§ 123079, 193] 3447 py y g y
iotna etz aeog LR primary surgical resection based on
Testof6=02=077p=0 ° o o
l e surgeon and patient shared decision-
Mixed Neoadjuvant therapy (Chemoradiotherapy + Chemotherapy) . . o .
, Markar, 2016 6 64 19 266 129[053, 310] 2025 maklng. (COI’ldlthl’lal recommendatlon,
299 Records after dupllcates Heterogeneity: T = 0.00, 1 = %, H' = L 129[053, 3.10] . .
removed Testof 6,28, 0(0)= 0.00.p= low certainty of evidence)
Testof6=0z=056p=058
Neoadjuvant Chemoradiotherapy
Goense, 2018 7 346 11 169 O 032[013, 082) 1899
Chen, 2012 1T % 0 44 - 0.76[0.03, 16.10] 267
154 Records before full-text Test o 6= : Q(1) 07,9 =060
festoigmzn 2. p08 . No significant difference between neoadjuvant
screen
therapy and surgery-alone in survival (5-0S, 3-0S, 5-
l DFS) or undesirable outcomes (mortality,
complications).
18 Studies included in qualitative synthesis: Total Compllcatlons

. Limitations: Clinical staging accuracy was low (6—

« Favours Neoadjuvant Favours Surgery - 42.8%) with frequent upstaging (21.4-63.4%), and
most included studies were retrospective with low-

14 Retrospective Cohort Studies

i . Case  Control RR Weight ] ]
2 Retrospective Cohort (Propensity Matched) Study Yes No Yes No with 95% CI_ (%) to-moderate  methodological quality (75%),
. Mixed Neoadjuvant therapy (Chemoradiotherapy + Chemotherapy + Radiotherapy) . . . . . .
Studies e 5 145 917 26 E NG indicating a high overall risk of bias.
Heterogeneity: 1 = 0.00, I' = %, H' = 1.03[0.87, 1.21]

2 Prospective Cohort Study

Testof 8;,=0; Q(0)=-0.00,p =

e Conclusions

l Mixed Neoadjuvant therapy (Chemoradiotherapy + Chemotherapy) ° Expert recommendation for neoadjuva nt thera PY
Markar, 2016 39 31 164 121 0.97[0.77, 1.22] 23.43 .
Heterogeneity: 1= 0.00, I = %, H: = i 097[0.77. 122) over surgery-alone in cT2NOMO esophageal cancer
10 Neoadjuvant Chemoradiotherapy vs. ?SIOIZ'::: 0(02):2300'%:75 with best available evidence.
eSloIo=V.Z=-0dl, p=0.
Surgery
4 Mixed Neoadjuvant therapy Neoadjuvant Chemoradiotherapy . No clear survival or perioperative benefit of
] Zhang, 2012 7. R 7 S § o 0.76[0.54, 1.08] 10.34 d . h | .
(Chemoradlotherapy+Chemotherapy) VS. Malin, 2009 36 52 56 72 . 0.94[068, 1.29] 1235 neoaajuvant therapy Over surgery-alone In
Surgery Capovila, 2021 14 24 71 120 099[063, 156] 6.05 cT2NOMO esophageal cancer.
. . Heterogeneity: T = 0.00, I = 0.00%, H' = 1.00 4 0.88(0.71, 1.08]
2 Mixed Neoadjuvant therapy Test of 6, = 0; Q(2) = 1.04, p = 0.60 . . . T
(Chemoradiotherapy + Chemotherapy + Testof6=0:2=-120,p=023 . Staging inaccuracy and study quality limitations
Radiotherapy) vs. Surgery Gveral TR restrict the reliability of. current .eV|dence a.nd
2 Neoadjuvant Radiotherapy vs. Surgery highlight the need for higher-quality prospective
trials.
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