
Updates in perioperative management of 
localized esophageal cancer



ESOPEC Trial
Perioperative Chemotherapy (FLOT) vs Neoadjuvant Chemoradiation 

(CROSS) for Resectable Esophageal Adenocarcinoma

Trial Conduct

• Phase 3 randomized trial
• Locally advanced esophageal/GEJ adeno
• Enrolled Feb 2016 to April 2020
• Total of 438 patients (25 sites in Germany)
• Randomly assigned (221 FLOT; 217 Cross)
• Follow-up carried out to Nov 2023

Inclusion Criteria
• Histology: Adenocarcinoma
• Esophageal cancer UICC (TNM7)
• Clinical stage cT1N+ or cT2-4a, cN0/+, 

cM0

Exclusion Criteria
• Squamous or non-adenocarcinoma 

histology
• Gastric cancer
• Clinical stage cT1cN0 and cT4b
• Metastatic disease
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ESOPEC - Trial Scheme

Preoperative
FLOT

5-FU, Leucovorin
Oxaliplatin, Docetaxel

4 cycles in 8 weeks

Neoadjuvant ChemoXRT
CROSS

41.4 Gy in 23 fractions
Carbotaxol/Paclitaxel
5 cycles in 5 weeks

SURGERY

SURGERY

4-6 
weeks

Postoperative
FLOT

5-FU, Leucovorin
Oxaliplatin, Docetaxel

4 cycles in 8 weeks

4-6 
weeks

4-6 
weeks
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ESOPEC - Trial Patient Characteristics
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Overall Survival - ITT Population

ESOPEC - OS

• After a median follow-up of 55 months mOS was 66 months for FLOT patients  vs. 37 months for CROSS patients
• Perioperative FLOT improved median OS by 29 months compared to neoadjuvant CROSS



• Perioperative chemotherapy (FLOT) plus surgery improves OS compared 
to chemoradiation (CROSS) for patients with cT1cN+ and cT2-4a, cN-/+ 
M0 esophageal adenocarcinoma by 29 months

• 3 year OS was 57% for FLOT and 51% for CROSS
• New approaches were developed during the conduct of ESOPEC 

including adjuvant immunotherapy (CheckMate 577)
• Prior studies (including Neo-AEGIS) compared CROSS with perioperative 

treatment consisting of either FLOT, epirubicin plus cisplatin, or 
oxaliplatin plus fluorouracil or capecitabine. No OS different leading to 
conclusion of clinical equipose

• FLOT is reserved for medically fit patients
• More patients completed FLOT 87.3% vs. CROSS 67.7%
• pCR was 16.8% in the FLOT arm vs. 10% in the CROSS arm
• pCR was lower than expected in the CROSS arm (radiation dose?)
• Preoperative RT: 41.4–50.4 Gy (1.8–2.0 Gy/day) (total 23–28 fractions)
• CROSS could offer an organ sparing approach to treatment for complete 

responders 
• Future possibility of combined modality chemo and chemoradiation as 

per CALBG 80803 
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Emerging therapeutic targets in 
gastroesophageal cancer treatment



• CLDN18.2 is a tight junction protein normally 
expressed in gastric mucosa cells

• CLDN18.2 may become expose on the surface of 
G/GEJ adeno cells, making it a potential target

• Zolbetuximab is a chimeric IgG1 monoclonal 
antibody that targets CLDN18.2 and induces 
ADCC/CDC

• It is estimated that 35% of gastric/GEJ tumor 
express CLDN18.2

EMERGING THERAPEUTIC TARGET IN GASTRIC and GEJ ADENOCARCINOMA – CLDN18.2

Antibody-dependent cellular cytotoxicity (ADCC)

Complement-dependent cytotoxicity (CDC)



SPOTLIGHT GLOW
Key Eligibility Criteria

• Previously untreated LA
• Unresectable mG/GEJ adeno
• CLDN18.2+ (>/= 75% of tumor 

cells with moderate to strong 
membranous CLD18.2 staining

• HER2-
• ECOG PS 0-1

Zolbetuximab + mFOLFOX6
vs.

Placebo + mFOLFOX 6

Zolbetuximab + CAPOX
vs.

Placebo + CAPOX

EMERGING THERAPEUTIC TARGET IN GASTRIC and GEJ ADENOCARCINOMA – CLDN18.2
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SPOTLIGHT - PFS



SPOTLIGHT - OS



GLOW - PFS
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SPOLIGHT - AEs GLOW - AEs







• Zolbetuximab + CAPOX
• Significant improvement survival benefit
• mPFS: 8.21 vs 6.80 months (HR=0.687, P=0.0007)
• mOS: 14.39 vs 12.16 months (HR=0.771, P=0.0118)
• Nausea and vomiting were the most common AE
• Typically occurred in the first and second cycle

• Zolbetuximab + mFOLFOX6
• Significant improvement survival benefit
• mPFS: 10.61 vs 8.67 months (HR=0.751, P=0.0066)
• mOS: 18.23 vs 15.54 months (HR=0.750, P=0.0053)
• Nausea and vomiting were the most common AE
• Typically occurred in the first cycle

SPOTLIGHT GLOW

CONCLUSIONS
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