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Concerns:

• Trial design
• RR assessment
• Short-term Follow up
• Adjuvant nivolumab
• Role of RT in ADC
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Randomized trial

• SANO trial
• German (stahl) trial
• FFCD trial
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Sano trial
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• RR assessment:
• CRE-1 : endoscopy with bite-on-bite biopsies
• CRE-2 : 18F-FDG PET/CT, followed by endoscopy with bite-on-bite 

biopsies and (EUS) with FNA of suspected lymph nodes.
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AS

• Patients in the active surveillance arm undergo diagnostic evaluations 
similar to CRE-2 every 3 months in the first year, every 4 months in 
the second year, every 6 months in the third year, and yearly in the 
fourth and fifth year.
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SANO result (2years follow up)

• During active surveillance, 69 patients (35%) maintained CCR, 
96 patients (48%) developed locoregional regrowths, and 33 
patients (17%) developed distant metastases.
• . Median DFS for active surveillance was 35 (95% CI 31 – 41) 

versus 49 months (95% CI 38 – NA) for standard surgery (HR 
1.35, 95% CI 0.89 – 2.03, p = 0.15).
• At 30 months after nCRT, 43% of patients with active 

surveillance versus 34% with standard surgery developed 
distant metastases (OR 1.45, 95% CI 0.85 – 2.48, p = 0.18). 

830 January 2025



930 January 2025



1030 January 2025



1130 January 2025



1230 January 2025



1330 January 2025



1430 January 2025



1530 January 2025



1630 January 2025



Old trials

• Stahl trial
• FFCD trial
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Trial design
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• 2year local control:
• 64%vs 40%

2030 January 2025



2130 January 2025



2230 January 2025



Treatment related mortality

• Surgical mortality: 11%
• Surgical morbidity: 70%

• This survival benefit in nCRT may be attributed to the lower 
mortality in the nCRT group than in the nCRT.
• The morbidity and mortality have greatly reduced in the recent 

decade.

2330 January 2025



• In the MD Anderson Cancer Center (UICC), comparison 
between the early (1987–2000) and modern eras (1997–2010) 
showed that the mortality rate decreased from 6 to 3% for 
planned surgery .
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Stahl trial concerns:

• Trial design 
• Short-term F/U
• High surgery-related mortality
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FFCD trial
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Trial design
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Mortality rate

• 3m mortality: 9% vs 1%
• 6m mortality: 16% vs 6%
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• Dysphagia and Palliative Procedures:
• 24% vs 46%
• Loco-regional recurrence: 
• 33% vs 43%
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Surgical pathology result

• No residue: 23%
• Microscopic residue: 16%
• Macroscopic residue: 61%
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• Current response assessment is enough?
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Pre SANO trial
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• First clinical response: endoscopy with biopsies and EUS with 
measurement of maximum tumor thickness.
• Second clinical response evaluation : PET–CT, endoscopy with 

biopsies, EUS with measurement of maximum tumor 
thickness, and FNA of suspicious lymph nodes.
• All patients eventually underwent surgery. The primary 

endpoint of this study was the association of cCR with pCR.
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• In this study, 31% of tumor regression grade (TRG) 3 or TRG4 were 
missed by endoscopy with regular biopsies and FNA. 
• 10% were missed by bite on-bite biopsies plus FNA.
• 28% were missed by EUS plus FNA.
• 15% were missed by PET-CT.
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PCR rate in ADC

• Cross 
• neoAgis
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PCR rate
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Take home message

• AS require careful follow up
• Longer follow up of trials is needed
• Role of RT in ADC 
• Trials based on histology is required
• Accuracy of RR assessment is not enough yet(lead to un-resectable

tumor)
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Ongoing trial
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NEEDS trial 

PRIMARY ENDPOINT
• to demonstrate that dCRT with salvage 

esophagectomy as needed is non-inferior to 
nCRT followed by surgery

R
1:1

nCRT (paclitaxel +carboplatin +41.4 Gy)

Operable oesophageal SCC
T1N+,T2-T4a any N,M0

SECONDARY ENDPOINTS
• To study prespecified HRQOL endpoints relevant to esophageal cancer 

and effects of treatment for this disease, repeatedly during treatment 
and survivorship.

• To determine event free survival, loco-regional and distal relapse rates 
and histological response after chemoradiotherapy in the surgical 
specimen in the control arm

dCRT (Pragmatic 3 Regimens < 55Gy)

Surgery 

Survillance + Surgery 
only if incomplete 

clinical response or 
local recurrence
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