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Esophagus, gastric and GOJ | 2023 highlights

1. What are the SOCs for locally advanced GOJ: perioperative CT vs NAD CRT? 

• FLOT regimen (perioperative 4 cycles FLOT NAD and 4 cycles AD) for both gastric and GOJ cancers
• CROSS regimen (concomitant NAD RT 41.4 Gy with paclitaxel/carboplatin) for GOJ
• MAGIC regimen (3 cycles NAD [m]MAGIC and 3 cycles AD) for both gastric and GOJ cancers

2. Which is more effective ?
We do not know. Waiting for ESOPEC trial results in 2024.

3. Is there any role for immunocheck point inhibitors (IO)?
No (or not yet)



Esophagus, gastric and GOJ | 2023 highlights: Neo-AEGIS

Primary endpoints OS
Secondary endpoints cCR, pCR, TRG, N+, pTNM

DFS, toxicity, complic., QoL

Reynolds JV et al. Lancet Gastroenterol Hepatol. (2023)



Esophagus, gastric and GOJ | 2023 highlights: Neo-AEGIS

“We believe that the 
ESMO Guidelines should 
consider addressing a 
preference for pRTCT
over periCT, similar to 
the NCCN Guidelines”

Reynolds JV et al. Lancet Gastroenterol Hepatol. (2023) | Cellini F et al. Annal Oncol. (2023)



Esophagus, gastric and GOJ | 2023 highlights: ESOPEC

Primary endpoint OS 36 m
Secondary endpoint PFS, RFS, site of failure, 

morbidity and mortality, 
hospitalization and QoL

Hoeppner J et al. BMC Cancer (2016)



4) Are there any trials studying IO in locally advanced, resectable gastric or GOJ ?

Two interim results released in 2023

DANTE trial compared two arms
Arm A 4+4 FLOT with additional Atezolizumab at 840 mg, q3w, followed by Atezolizumab

monotherapy for 8 cycles q3w
Arm B 4+4 perioperative FLOT chemotherapy

KEYNOTE 585 compared two arms
Arm A     neoadjuvant pembrolizumab 200 mg intravenously or placebo (saline) plus cisplatin-based 

doublet chemotherapy (main cohort) q3w for 3 cycles, followed by surgery, adjuvant              
pembrolizumab

Arm B placebo plus chemotherapy for 3 cycles, then adjuvant pembrolizumab or placebo for 11 
cycles

Esophagus, gastric and GOJ | 2023 highlights



Esophagus, gastric and GOJ | 2023 highlights: DANTE trial

Downsizing favored arm A vs B 
(pT0, 23% vs 15%; pN0, 68% vs 54%). 
Increases in pathological regression rates were 
seen, particularly with higher PD-L1 expression.

Primary endpoint PFS
Secondary endpoint pTNM, R0 rate, periop. 

morbidity/mortality), pathological 
regression and safety

Lorenzen S et al. J Clin Oncol (2023)



Esophagus and GOJ | 2023 highlights: KEYNOTE 585

Primary endpoints OS, event-free survival (EFS) and 
pCR

Secondary endpoints safety and tolerability and DFS

Aim
Global, multicenter, randomized, double-blind, Phase III 
KEYNOTE-585 study to evaluate the efficacy and safety of 

pembrolizumab plus chemotherapy 
compared with 
placebo plus chemotherapy 

as neoadjuvant/adjuvant treatment for localized gastric or 
gastroesophageal junction adenocarcinoma.

Shitara K et al. Lancet Oncol. (2023)



Esophagus and GOJ | 2023 highlights: KEYNOTE 585

1254 patients

• Higher pCR with pembro
• No difference in 2 years 

EFS or OS 

Comments
• pCR not surrogate for 

survival
• Cisplatin rather than FLOT

Shitara K et al. Lancet Oncol. (2023)



Esophagus and GOJ | 2023 highlights: future studies

5) What we are waiting for IO in the immediate future?

MATTERHORN trial
Phase III study investigating the efficacy and safety of neoadjuvant-adjuvant durvalumab and FLOT 
chemotherapy followed by adjuvant durvalumab monotherapy in patients with resectable
gastric/gastroesophageal junction cancer

Interim analysis @ ESMO 2023

Janjigian Y et al. Future Oncol. (2022)



Esophagus and GOJ | 2023 highlights: future studies

KEYNOTE-975
Phase III study of definitive chemoradiotherapy plus pembrolizumab in patients with esophageal
carcinoma

Primary endpoints OS, EFS
Secondary endpoints safety and tolerability

Shah MA et al. Future Oncol. (2021)



Esophagus and GOJ | 2023 highlights: KEYNOTE 859

6) What about advanced disease?

Aim
To compare the efficacy and safety of pembrolizumab plus chemotherapy with placebo plus 
chemotherapy in participants with locally advanced or metastatic HER2-negative gastric or gastro-
esophageal junction adenocarcinoma.

Primary endpoint OS
Secondary endpoints safety and tolerability

Rha SY et al. Lancet Oncol. (2023)



Participants in the pembrolizumab plus chemotherapy group 
had a significant and clinically meaningful improvement in 
overall survival with manageable toxicity compared with 
participants in the placebo plus chemotherapy group. 

Therefore, pembrolizumab with chemotherapy might be a first-
line treatment option for patients with locally advanced or 
metastatic HER2-negative gastric or gastro-esophageal junction 
adenocarcinoma.

Esophagus and GOJ | 2023 highlights: KEYNOTE 859

Rha SY et al. Lancet Oncol. (2023)



Esophagus and GOJ | 2023 highlights: Oligometastatic



Esophagus and GOJ | 2023 highlights: ESO-Shanghai 13

PFS

OS 

LC

Primary aim To assess the efficacy of local plus systemic 
therapy compared with systemic therapy alone in patients 
with oligometastatic oesophageal squamous cell carcinoma.

104 pts enrolled (1-4 M), no ≥ G3 tox

The addition of local treatment for metastases could 
significantly improve progression-free survival (+8/9m) 
among patients with oligometastatic oesophageal squamous 
cell carcinoma being treated with systemic therapy

Liu Q et al. Lancet Gastroenterol Hepatol. (2024)



Esophagus and GOJ | 2023 highlights: selected guidelines



ESMO2023, courtesy of K. Jethwa

resection rates
77% with FFX arm
75% with CRT arm 

1) Any news from ongoing NAD trials?

PREOPANC-2

FOLFIRINOX vs Gem CRT (36 Gy – 2.4 Gy)

FFX did not improved OS compared to 
nCRT

Pancreas| 2023 highlights: which neoadjuvant therapy?
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Immediate surgery compared with short-course 
neoadjuvant gemcitabine plus capecitabine, FOLFIRINOX, 
or chemoradiotherapy in patients with borderline resectable 
pancreatic cancer (ESPAC5): a four-arm, multicentre, 
randomised, phase 2 trial
Paula Ghaneh, Daniel Palmer, Silvia Cicconi, Richard Jackson, Christopher Michael Halloran, Charlotte Rawcliffe, Rajaram Sripadam, 
Somnath Mukherjee, Zahir Soonawalla, Jonathan Wadsley, Ahmed Al-Mukhtar, Euan Dickson, Janet Graham, Long Jiao, Harpreet S Wasan, 
Iain S Tait, Andreas Prachalias, Paul Ross, Juan W Valle, Derek A O’Reilly, Bilal Al-Sarireh, Sarah Gwynne, Irfan Ahmed, Kate Connolly, 
Kein-Long Yim, David Cunningham, Thomas Armstrong, Caroline Archer, Keith Roberts, Yuk Ting Ma, Christoph Springfeld, Christine Tjaden, 
Thilo Hackert, Markus W Büchler, John P Neoptolemos, for the European Study Group for Pancreatic Cancer

Summary
Background Patients with borderline resectable pancreatic ductal adenocarcinoma have relatively low resection rates 
and poor survival despite the use of adjuvant chemotherapy. The aim of our study was to establish the feasibility and 
efficacy of three different types of short-course neoadjuvant therapy compared with immediate surgery.

Methods ESPAC5 (formerly known as ESPAC-5f) was a multicentre, open label, randomised controlled trial done in 
16 pancreatic centres in two countries (UK and Germany). Eligible patients were aged 18 years or older, with a WHO 
performance status of 0 or 1, biopsy proven pancreatic ductal adenocarcinoma in the pancreatic head, and were staged 
as having a borderline resectable tumour by contrast-enhanced CT criteria following central review. Participants were 
randomly assigned by means of minimisation to one of four groups: immediate surgery; neoadjuvant gemcitabine 
and capecitabine (gemcitabine 1000 mg/m² on days 1, 8, and 15, and oral capecitabine 830 mg/m² twice a day on 
days 1–21 of a 28-day cycle for two cycles); neoadjuvant FOLFIRINOX (oxaliplatin 85 mg/m², irinotecan 180 mg/m², 
folinic acid given according to local practice, and fluorouracil 400 mg/m² bolus injection on days 1 and 15 followed by 
2400 mg/m² 46 h intravenous infusion given on days 1 and 15, repeated every 2 weeks for four cycles); or neoadjuvant 
capecitabine-based chemoradiation (total dose 50·4 Gy in 28 daily fractions over 5·5 weeks [1·8 Gy per fraction, 
Monday to Friday] with capecitabine 830 mg/m² twice daily [Monday to Friday] throughout radiotherapy). Patients 
underwent restaging contrast-enhanced CT at 4–6 weeks after neoadjuvant therapy and underwent surgical 
exploration if the tumour was still at least borderline resectable. All patients who had their tumour resected received 
adjuvant therapy at the oncologist’s discretion. Primary endpoints were recruitment rate and resection rate. Analyses 
were done on an intention-to-treat basis. This trial is registered with ISRCTN, 89500674, and is complete.

Findings Between Sept 3, 2014, and Dec 20, 2018, from 478 patients screened, 90 were randomly assigned to a group 
(33 to immediate surgery, 20 to gemcitabine plus capecitabine, 20 to FOLFIRINOX, and 17 to capecitabine-based 
chemoradiation); four patients were excluded from the intention-to-treat analysis (one in the capecitabine-based 
chemoradiotherapy withdrew consent before starting therapy and three [two in the immediate surgery group and one in 
the gemcitabine plus capecitabine group] were found to be ineligible after randomisation). 44 (80%) of 55 patients 
completed neoadjuvant therapy. The recruitment rate was 25·92 patients per year from 16 sites; 21 (68%) of 31 patients 
in the immediate surgery and 30 (55%) of 55 patients in the combined neoadjuvant therapy groups underwent resection 
(p=0·33). R0 resection was achieved in three (14%) of 21 patients in the immediate surgery group and seven (23%) of 
30 in the neoadjuvant therapy groups combined (p=0·49). Surgical complications were observed in 29 (43%) of 68 patients 
who underwent surgery; no patients died within 30 days. 46 (84%) of 55 patients receiving neoadjuvant therapy were 
available for restaging. Six (13%) of 46 had a partial response. Median follow-up time was 12·2 months (95% CI 
12·0–12·4). 1-year overall survival was 39% (95% CI 24–61) for immediate surgery, 78% (60–100) for gemcitabine plus 
capecitabine, 84% (70–100) for FOLFIRINOX, and 60% (37–97) for capecitabine-based chemoradiotherapy (p=0·0028). 
1-year disease-free survival from surgery was 33% (95% CI 19–58) for immediate surgery and 59% (46–74) for the 
combined neoadjuvant therapies (hazard ratio 0·53 [95% CI 0·28–0·98], p=0·016). Three patients reported local disease 
recurrence (two in the immediate surgery group and one in the FOLFIRINOX group). 78 (91%) patients were included 
in the safety set and assessed for toxicity events. 19 (24%) of 78 patients reported a grade 3 or worse adverse event 
(two [7%] of 28 patients in the immediate surgery group and 17 [34%] of 50 patients in the neoadjuvant therapy groups 
combined), the most common of which were neutropenia, infection, and hyperglycaemia.

Ghaneh p et al. Lancet Gatrol Hepatol 2023

Pancreas| 2023 highlights: surgery vs NAD therapy

Primary aim 
To establish the feasibility and efficacy of three different types of short-course NAD therapy compared 
with immediate surgery in borderline resectable PC.

Secondary aims 
R0, toxicity, complication rate, p.o. mortality, response rate, DFS, LR, OS, QoL

Ghaneh P et al. Lancet Gastroenterol Hepatol. (2023)



Pancreas| 2023 highlights: surgery vs NAD therapy

Capecitabine based nCRT (50 Gy@1.8 Gy)

1 ys OS
FOLFIRINOX 84%
GEM-CAP 78% (p=0.0028)
CAP-CRT 60%

These findings support the use of short-course 
neoadjuvant chemotherapy in patients with 
borderline resectable pancreatic ductal 
adenocarcinoma.

Ghaneh P et al. Lancet Gastroenterol Hepatol. (2023)



Pre-op SBRT increases R0 resections

ESTRO2023, courtesy of K. Goodman 

Pancreas| 2023 highlights: seen at ESTRO 2023

ESTRO2023, courtesy of K. Goodman 

2) Any news about fractionation choice?



Pancreas| 2023 highlights: new technologies. SMART Trial

Primary aim 
To determine ≥ G3 gastrointestinal toxicity at 90 days for pts with boderline resectable or inoperable 
LAPC treated with MR-guided on-table adaptive RT and soft tissue tracking with radiation beam gating 
to 50 Gy in 5 fractions  (BED 100 Gy) 

Secondary aims 
OS at 12 months; dPFS at 6 months; QoL 3 and 12 months post-RT

3) Any news from new technologies?

Parikh PJ et al Int J Radiat Oncol Biol Phys. (2023)



Pancreas| 2023 highlights: new technologies. SMART Trial 
Results 
13 centers
136 enrolled patients
median FUP 8.8 months from SMART
no ≥ G3 tox

From SMART 
OS 65%
dPFS 50.6%
LC 82.9%

From diagnosis 
OS 93.9%
dPFS 80.1%
LC 90%

32.4% pts got surgery after RT

Parikh PJ et al Int J Radiat Oncol Biol Phys. (2023)



Pancreas| 2023 highlights: new technologies

Primary aim 
To evaluate safety and efficacy of ablative stereotactic magnetic resonance (MR)-guided adaptive 
radiation therapy (SMART) for borderline resectable (BRPC) and locally advanced pancreas cancer 
(LAPC) on SMART trial patients

Secondary aims
2y OS after PDAC diagnosis; 6m DPFS after SMART; QoL at 3 and 12 months after SMART.

Chuong MD et al Radiother Oncol (2023)



Pancreas| 2023 highlights: new technologies

LAPC 56.6%
BRPC 43.4%
Median FUP 14.9 months from SMART
22.9 months from diagnosis

From SMART 
2yOS 40.5% (67% resected)

From diagnosis 
2yOS 53.6%

Late G3 toxicities
0% definitely
4.6% probably
11.5% possibly

34.6% pts got surgery after RT

Chuong MD et al Radiother Oncol (2023)



Pancreas| 2023 highlights: new drugs

Avasopasem (AVA)     superoxide dismutase mimetic

Primary endpoints optimal dose of SBRT with 
Avasopasem or placebo: efficacy and >G3 tox

Secondary endpoints PFS, OS, toxicity 1y

3) Any news from pharma?

Taniguchi CM et al. Lancet Oncol. (2023)



Pancreas| 2023 highlights: new drugs

SBRT that uses at least 50 Gy in five fractions can be 
considered for patients with BR e LAPC.

The addition of Avasopasem might further enhance 
disease outcomes. 

Taniguchi CM et al. Lancet Oncol. (2023)
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