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EPIDEMIOLOGY AND BIOLOGY



Epidemiology

• Esophageal cancer represents the 11th more 
frequent tumour worldwide, 7th cause of 
cancer-death

• In Spain, it ranks the 22th in incidence, the 
20th in mortality

• In high incoming countries, like in Spain, 
oesophageal cancer is mainly 
adenocarcinoma

Globocan 2024; Informe SEOM: Las cifras del Cáncer en España 2025



Molecular biology

• Esophageal cancer should first be divided depending on the histology:
– Esophageal squamous cell carcinoma (ESCC) 
– Esophageal adenocarcinoma (Gastroesophageal adenocarcinoma; GEA)

• GEA should be analysed as the same disease, regardless of tumour location, 
but recognizing a high intrinsic heterogeneity:
– Incidence of middle/distal esophageal adenocarcinoma is increasing (Barret’s disease)
– Gastric cancer incidence is decreasing (H. Pylori eradication, type of food conserves)
– Young-onset GEA is increasing (environmental and behaviour risk factors)

Arnold Gastroenterology 2020; Ben Aharon Cancer Discov 2023



PERIOPERATIVE TREATMENT OF THE 
ESOPHAGEAL ADENOCARCINOMA



Perioperative treatment

• Multidisciplinary Tumor Board
– Diagnosis
– Treatment approach 

• Surgery (+ prehabilitation)
• Systemic treatment
• Nutritional assessment
• Psychologic support



Clinical Guidelines

• FLOT is the SoC for all GEA (FLOT4 & ESOPEC)

F. Lordick et al; Ann Oncol 2022; e-update v1.4 September 2024
R. L. Obermannová & T. Leong; ESMO Open 2025

Al Batran; Lancet 2019; Hoeppner NEJM 2025

CROSS – CM577
NEOAEGIS
ESOPEC



The CROSS Trial

Van Hagen NEJM 2012
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The CROSS Trial (10 year FUP)

Shapiro Lancet Oncol 2015 (5y FUP); Eyck J Clin Oncol 2021 (10y FUP)

Absolute 10-year OS benefit of 13%; HR = 0.60 (95% CI 0.46-0.80



The CROSS Trial (10 year FUP)

Shapiro Lancet Oncol 2015 (5y FUP); Eyck J Clin Oncol 2021 (10y FUP)



Checkmate-577

Kelly ESMO 2020; Kelly NEJM 2021



Checkmate-577

Kelly ESMO 2020; Kelly NEJM 2021; Kelly NEJM-supp 2021



CM577 Final results of OS

Kelly ASCO 2025
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Neo-AEGIS

1ary end point: CROSS > MAGIC? (OS)

After FLOT became an option, it was changed to a non-inferiority design

Lowery ASCO GI 2022; Reynolds Lancet Gastroenterol Hepatol 2023



Neo-AEGIS

Arm A: MAGIC (2013-2018) → FLOT or MAGIC (2018-2020)

Lowery ASCO GI 2022; Reynolds Lancet Gastroenterol Hepatol 2023



Neo-AEGIS

Lowery ASCO GI 2022; Reynolds Lancet Gastroenterol Hepatol 2023



Neo-AEGIS

Differences in pCR did 
not correlate with 

survival

Lowery ASCO GI 2022; Reynolds Lancet Gastroenterol Hepatol 2023



ESOPEC

Hoeppner ASCO 2024; Hoeppner NEJM 2025

221 pts

217 pts
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ESOPEC

Hoeppner ASCO 2024; Hoeppner NEJM 2025



ESOPEC

AEs G≥3
58,0% (FLOT) vs. 50,0% (CROSS)

SAES
47,3% (FLOT) vs. 41,8% (CROSS)

Mortality at 90d after Surgery
3,1% (FLOT) vs. 5,6% (CROSS)

Hoeppner ASCO 2024; Hoeppner NEJM 2025



ESOPEC
3y OS: 57,4% vs. 50,1% (HR 0,70, p 
0,01)

3y PFS: 51,6% vs. 35,0% (HR 0.66, p 0.01)

Hoeppner ASCO 2024; Hoeppner NEJM 2025



ESOPEC: Recurrence Patterns
• FLOT improved survival through better systemic tumor control:

– Reduction in distant tumor recurrences
– Similar locoregional efficacy 

Hoeppner J Clin Oncol 2025



Clinical Guidelines

• FLOT is the SoC for all GEA (FLOT4 & ESOPEC)

F. Lordick et al; Ann Oncol 2022; e-update v1.4 September 2024
R. L. Obermannová & T. Leong; ESMO Open 2025

But, do we have enough with a 5y OS rate of ≈ 45-50%?



MOLECULAR PECULIARITIES



Molecular peculiarities

TCGA Nature 2017; Okazaki, ESMO GI Oncol 2024



HER2-blockade
PETRARCA Trial INNOVATION Trial

Randomized, multicenter, ph3 trial

Hofheinz et al; J Clin Oncol 2022
Wagner et al; ASCO GI 2025

pCR: 12% (FLOT) vs. 35% (FLOT+T+P)

pCR: 12% (CT) vs. 37% (CT + T) vs. 26.4% (CT + T + P)



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

PHERFLOT/IKF-053 (AIO STO 0321)

Tintelnot ESMO 2025; Stein Nat Med 2025 

HER2-blockade



Immunotherapy

Tabernero ESMO 2025; Janjijian NEJM 2025
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Tabernero ESMO 2025; Janjijian NEJM 2025



Immunotherapy in MSI-H
DANTE (Ph 2)

Shitara ESMO 2023; Shitara Lancet Oncol 2023; Shitara ESMO GI 2024; Shitara NEJM 2024
Al Batran ASCO 2022, Lorenzen JCO 2023

KEYNOTE-585 (Ph 3) MATTERHORN (Ph 3)

Tabernero ESMO 2025; Janjijian NEJM 2025



Immunotherapy in MSI-H

INFINITY
• 15 pts
• Neoadjuvant TREME 300mg & DURVA 1500mg 

q4w x3 → Surgery → NIVO 480 q4w x9
• Among evaluable patients, 60% of pCR
• One of the non-responders had an 

heterogeneous pMMR/dMMR status at surgery

GERCOR NEONIPIGA
• 32 pts
• Neoadjuvant NIVO 240 q2w x6 & IPI 1mg/kg 

q6w x2 → Surgery → NIVO 480 q4w x9
• 29 pts underwent surgery

• pCR: 17 (58.6%)
• 3 did not have surgery

• Endoscopic complete response

André J Clin Oncol 2022; Pietrantonio ASCO GI 2023



Immunotherapy in MSI-H

Raimondi J Clin Oncol 2025; Sahwan JCO Prec Oncol 2025

Multiple data supporting ICIs in the neoadjuvant setting of 
MSI-H GEA tumors, with potential organ-preservation 

strategies



CONCLUSIONS



Conclusions

• Esophageal adenocarcinoma (EAC) should be considered a same entity together 
with G/GEJ adenocarcinoma → GEA
– Albeit recognizing molecular heterogeneity

• FLOT4 is the current SoC for GEA, with two specific studies supporting this 
statement in EAC (NEO-AEGIS and ESOPEC)

• But still, the estimated 5y OS remains poor (≈ 45-50%), with stresses a need for 
innovative strategies including biomarkers, risk stratification tools and adaptive 
treatment designs



Conclusions

• Biomarkers: HER2+ve and MSI-H tumors would be better approached with targeted 
agents

• Better assessment procedures: Potential value of the ctDNA and PET/CT FAPI 
imaging

• Adaptive treatment designs: needed in those cases with worse pathological 
response/regression grade



Mateos… Carmona-Bayona Br J Can 2025; Miranda VIII Jornada científica GEECEG-EURECCA 2025

AGAMENON-SEOM registry
• Patients treated with FLOT associate with 

higher cure rates than those treated with 
CROSS, mostly in selected high-risk 
subgroups

cT2 “infradiagnosticado” en ≈ 45% de pacientes
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