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To operate or not operate?

Surgery

Chemotherapy

Radiotherapy

Targeted Therapy and IO

1 Patient Assessment

Age, comorbidity, performance status

2 Tumour Characteristics
Tumour size, cTNM

3

Molecular characteristics4

Surgical Technique Selection
Extensiveness of resection and surgical approach

5 Patients preferences

/Endoscopy

Personalized surgical approaches in the curative setting

Early

Locally advanced

Oligometastatic



Current ESMO guidelines: gastric cancer

Lordick et al , Ann Oncol 2022



Current ESMO guidelines: esophageal/OGC cancer

Obermmanova et al , Ann Oncol 2022



++ ESD, en bloc resection

Early tumours



Early tumours

Gotink, Endoscopy 2022



• CONGRESS study

• Rate of LNM was 13.5%

• On ER staging, tumour depth, LVI or signet cells were associated with LNM

• But non ER LN risk (R0, <SM2, no LVI, no indiff): 15.3% of LNM

• Highlights the need for urgent prospective study.

Early tumours

Pucher, Ann Surg 2024



ESMO and ESGE guidelines 

Early tumours

Lordick et al, Ann Oncol 2022

Obermmanova et al , Ann Oncol 2022

Weustein, Endoscopy 2023



• Intensive follow-up

• gastroscopy+EUS every 3-6 months +repeated CT/PET-CT at 12 months

• Interim analysis after a median follow-up duration of 22 months

• Showed LNM in 6/120 patients (5 %)

• All these patients could be treated by rescue therapy

• esophagectomy

• selective surgical resection of the affected lymph nodes

• Predefined follow-up period of 5 years and the final results are awaited

Conservative approach

Early tumours

Chan MW et al, Gastrointest Endosc 2023



• Hybrid tracer of technetium-99m nanocolloid and ICG

• injected endoscopically around the scar 24H before

• Preoperative imaging

• Sentinel nodes identification using

• Thoracolaparoscopic gammaprobe

• Fluorescene

• Feasible 100%, 3 SN (1-6)

• 10% : micrometastasis

Sentinel node

Early tumours

Frederiks et al, Ann Surg Oncol 2021



• Stage IA<3cm, randomized between conventional surgery and SN

• Dual ICG and Technetium- 99m human serum albumin tracers intraoperatively injected

• Conservative surgery if SN negative : success 81%

• Conventional surgery otherwise

• Negative trial on DFS  (5%) but similar DSS/OS

• Improved QOL and nutrition 

Early tumours o
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Laparoscopic Sentinel Node Navigation

Surgery for Stomach Preservation in Patients

With Early Gastric Cancer: A Randomized

Clinical Trial
Young-Woo Kim, MD1; Jae-Seok Min, MD2; Hong Man Yoon, MD1; Ji Yeong An, MD3,4; Bang Wool Eom, MD1; Hoon Hur, MD5;

Young Joon Lee, MD6; Gyu Seok Cho, MD7; Young-Kyu Park, MD8; Mi Ran Jung, MD8; Ji-Ho Park, MD6; Woo Jin Hyung, MD3;

Sang-Ho Jeong, MD6; Myeong-Cherl Kook, MD1; Mira Han, MS9; Byung-Ho Nam, PhD10,11; and Keun Won Ryu, MD, PhD1

ab
stract

PURPOSE To compare postoperative complications, long-term survival, and quality of life (QOL) after laparo-

scopic sentinel node navigation surgery (LSNNS) and laparoscopic standard gastrectomy (LSG).

METHODSFive hundred eightypatientswith preoperatively diagnosed stage IAgastric adenocarcinoma (# 3 cm)

were assigned to undergo either LSG or LSNNS. Observers were not blinded to patient grouping. The primary

outcome was3-year disease-free survival (3y-DFS). Secondary outcomes included postoperative complications,

QOL, 3-year disease-speci c survival (3y-DSS), and 3-year overall survival (3y-OS).

RESULTSIn total, 527 patients were included in the modi ed intention-to-treat analysis population for the primary

outcome (LSG, 269; LSNNS, 258). Stomach-preserving surgery was performed in 210 patients (81%) in the

LSNNSgroup. During the median follow-up duration, the3y-DFSrates in theLSGand LSNNSgroupswere 95.5%

and 91.8%, respectively (difference: 3.7%; 95% CI, –0.6 to 8.1). Three patients with recurrence and ve with

metachronous gastric cancer in the LSNNS group underwent standard surgery. Two patients with distant me-

tastasis in both groups were treated with palliative chemotherapy. The 3y-DSS and 3y-OS rates in the LSG and

LSNNS groups were 99.5% and 99.1% (P 5 .59) and 99.2% and 97.6% (P 5 .17), respectively. Postoperative

complicationsoccurred in 19.0% of theLSGgroup and 15.5% of theLSNNSgroup (P 5 .294). The LSNNSgroup

showed better physical function (P5 .015), lesssymptoms(P, .001), and improved nutrition than theLSGgroup.

CONCLUSIONLSNNSdid not show noninferiority to LSGfor 3y-DFS, with a 5% margin. However, the 3y-DSSand

3y-OS were not different after rescue surgery in cases of recurrence/metachronous gastric cancer, and LSNNS

had better long-term QOL and nutrition than LSG.

J Clin Oncol 40:2342-2351. © 2022 by American Society of Clinical Oncology

Creative Commons Attribution Non-Commercial No Derivatives 4.0 License

INTRODUCTION

Gastric cancer is a common malignancy and a leading

cause of cancer death globally.1 In areas where gastric

cancer incidence is relatively high, the proportion of

early gastric cancer (EGC) is increasing because of

well-organized screening programs.2 Consequently,

gastric cancer survival in these regions is the highest

worldwide.3

Patientswith EGCare generally treated with laparoscopic

standard gastrectomy (LSG), consisting of gastrectomy

with lymph nodedissection (LND) and GI reconstruction.4-6

The survival rate in patients with EGC is . 95%. How-

ever, quality of life (QOL) in these long-term survivors is

impaired because of postgastrectomy symptoms.7

To reduce postgastrectomy symptoms, endoscopic

resection (ER) is becoming popular in patients with

minimal risk of lymph node metastasis (LNM).8

However, the indications for ER are limited. Laparo-

scopic sentinel node navigation surgery (LSNNS) has

been suggested as an option that would allow for the

omission of perigastric LND and the preservation of

much of the stomach, after primary tumor resection, in

cases in which sentinel node biopsy (SNB) shows

negative results.9 Consequently, postgastrectomy

symptoms can be prevented, and QOL can be im-

proved in long-term survivors.10

However, two relatively large-scale multicenter studies

and many single-center studies have reported con-

tradictory results concerning the feasibility of SNB for

EGC.11-13 The high false-negative rate reported by a

Japanese study is an obstacle to the clinical adoption

of SNB.12 However, another Japanese study reported a

high rate of accuracy, which is promising.13 A phase II
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Current ESMO guidelines: gastric cancer

Lordick et al , Ann Oncol 2022



• Recent multicentric international study

• 35% understagged on pT and 36% understagged on pN

• Inacurracy of work-up so NAT for every patients 

• But 49% overstagged

cT2N0

Locally advanced tumours

• Endoscopic reassessment in ct2 patients: 60 % dowstagged
• Among them 80% of success of endoscopic resection

• 40 % restagged and treated with success with endoscopy alone

Obermannova et al, Ann Oncol 2022

NCCN 2023

Markar et al, Eur J Cancer 2016

Wirsik et al, Ann Surg 2024

Van de Ven et al,  Endoscopy 2022



Current ESMO guidelines: esophageal/OGC cancer

Obermmanova et al , Ann Oncol 2022



• Only middle/upper third SCC

• 90% SCC, randomisation of clinical responders

• Non inferiority in terms of  2 years OS

• Better locoregional control in the surgery arm

• at the price of a higher risk of early mortality

2 RCT (GESG and FFCD9102)

Locally advanced tumours

Stahl et al, J Clin Oncol 2005

Bedenne et al, J Clin Oncol 2007 



• Recurrence tumour

Locally advanced tumours

Van der Zijden et al. , Ann Surg Oncol 2024

Vincent Eur J Cancer 2015

Yoo Ann thorac Surg 2012

Takeuchi et al. Int Journal of radiation oncology 2022

• Persistent tumour

phase II

SCC stage II/III (T4 excluded)

5FU-cisplat and 50,4 Gy

59% cCR

Endoscopic salvage 5%

<200µm

Salvage resection 27%

76% R0, 40% at 3 years



• How to predict? 

Concept of response evaluation

Locally advanced tumours

Consensus (%)Definitions

Neoadjuvant chemoradiotherapy plus surgery

89To downstage the tumor and to facilitate R0 resection, with the potential added benefit of treating micrometastases 

at an early stage

Main goal of nCRT

91A combination of platinum along with taxane, platinum in combination with 5-FU derivate, or platinum combined with 

vinorelbine

Chemotherapy regimen

9641.4 GyTotal dose of radiotherapy

76Planned esophagectomySurgery after nCRT

Neoadjuvant chemoradiotherapy followed by a strategy of observation

87Active surveillanceStrategy of observation after nCRT

91To wait and only perform surgery when tumor is detectedMain goal of active surveillance

97Response evaluationEvaluation of response to therapy

786-8 weeks after completion of nCRTFirst moment to start response evaluations

100YesDiagnostic tests required during response evaluations

76Diagnostic CT-scanDiagnostic tests which should be performed during response evaluations

89
18

F-FDG PET/CT scan

96Upper endoscopy with (bite-on-bite) biopsies

91Endoscopic ultrasonography with fine-needle aspiration of suspicious lymph nodes

75PET/CT combined with diagnostic CT-scan

92Esophagectomy after surveillanceSurgery during active surveillance

82Clinically complete responseNo tumor detected during active surveillance

78Residual disease/tumorIf a tumor not (completely) respond to nCRT

96Tumor only located in the esophagusLocal disease

98Only tumor-positive lymph nodes around the esophagusRegional disease

98Tumor in both the esophagus and surrounding lymph nodesLocoregional disease

100Organ metastases or non-locoregional lymph node metastases which occur after nCRT and during active surveillance, 

but outside the normal surgery window

Distant metastases

94Organ metastases or non-locoregional lymph node metastases which occur after nCRT and during active surveillance, 

but within normal time window to surgery (without any delay)

Interval metastases

Definitive chemoradiotherapy (possibly followed by resection)

96To cure esophageal cancer without surgeryMain goal of dCRT

93T4b carcinoma, proximal tumor, patients unfit for surgery and patients who refuse surgeryIndications for treatment with dCRT

82A combination of platinum along with taxane, platinum in combination with 5-FU derivate, or platinum combined with 

vinorelbine

Chemotherapy regimen

9150.4 GyTotal dose of radiotherapy

96Salvage surgerySurgery after dCRT

Van der Zijden et al , Ann Surg Oncol 2024

Noordman, Lancet Oncol 2022

Piessen et al, Ann Surg 2013 

Walker et al, Br J Surg 2024

64% ypT0N0
In other words: 36% residual tumor

Using scRNA sequencing, rare population of  residual
cancer celles withing the scar tissue of ypT0N0 patients



Metaanalysis (7 studies) individual data

OS PFS

Surveillance arm : Local recurrence : 34% at 2 years and  40% at 5 years / 95% R0 salvage surgery

ns
ns

Similar results regardless of histological type 

Van der Wilk, Ann Surg 2022

Locally advanced tumours



Locally advanced tumours

PHRC-K 2023

125 patients

France

Main hypothesis 1:

Overall survival after dCRT with surveillance and salvage 

surgery when needed is non-inferior to OS after nCRT + 

surgery

Main hypothesis 2:

HRQoL is better after dCRT + surveillance and salvage 

surgery only when needed 

Main hypothesis 3:

Eating restrictions are better after dCRT + surveillance 

and salvage surgery only when needed 

Nilsson et al, Frontiers Oncol 2022



PreSANO ans SANO trial 

Locally advanced tumours

phase III multicentric « stepped-wedge cluster » RCT

ADC and SCC

n=300 cCR randomised

H0 non-inferiority (< 15% at 2 years) en OS

Noordman, BMC Cancer 2018



Baseline

Evaluation 1

Evaluation 2

cCR (33%)

6 sem.

12 sem.

33% residual tumor

(3% M+)

33% residual tumor

(8% M+)

Surveillance (n=198)

R

Chir (n=111)

Locally advanced tumours

N=809, 74% ADK

Some cross-over: ITTm

SANO trial: Active surveillance vs. Systematic surgery

Berend J. Van der Wilk et al., ESMO® 2023, Abs # LBA75



35% cCR

48% locoregional recurrence

17% M+

Surveillance (n=198)

R

Chir (n=111)

Berend J. Van der Wilk et al., ESMO® 2023, Abs # LBA75

90-day POM:  5% vs. 4%

R1 resection: 2% vs. 2%

SANO trial: Active surveillance vs. Systematic surgery

Locally advanced tumours

Overall: 12% organ preservation at 2 years



SANO trial: Active surveillance vs. Systematic surgery

Locally advanced tumours

Berend J. Van der Wilk et al., ESMO® 2023, Abs # LBA75

• Median follow-up 38 months

• At 2 years, median OS was not inferior in AS, HR 1.14 (0.74-1.78), p=0.55

• Median DFS : 35 vs. 49 months, HR 1.35, 95% CI 0.89-2.03, p=0.15

• Risk of metastasis at 30 months: 43% vs. 34% (OR 1.45, 95% CI 0.85-2.48, p= 0.18

• HRQOL was statistically significantly better at 6 months (p=0.002) and 9 months (p=0.007)



• Asian vs. European SCC: less histological response after CROSS

• Genetic? Microbiome? 

Perspectives

Locally advanced tumours

Zhang, BMS Cancer 2020

Eyck, Br J Surg 2022



• Phase 2 trial randomized: 1 year survival at least 70%

• 57 patients/arm

• Stopped for slow accrual in 2021

• ITTm

PRODIGE 32 - ESOSTRATE – FFCD1401

Locally advanced tumours

Drouillart et al, JFHOD 2024

Stratification :

• Centre

• Sex

• SCC vs ADK

• Dose RT (< 45 Gy vs ≥45 Gy)

CRT 

‘investigator’s

choice

Arm A : Surgery

R
CCR at 6-7 

weeks

Arm B : Active surveillance

• SCC/ADK de Eso/EGJ 

(Siewert I-II)

• >cT2N0

• Resectable patient

E

31% CCC90% RT>45

60% Foffox
SCC 57%

45% refused surgery



• After a median follow-up of 50,2 months

• 1-year OS: 78% vs. 100% 

• 3 -year OS: 58,5% vs. 69,0%

• 3-year treatable RFS: 47,8 % vs.  51,8 %

• 25% presented a LRC in AS group

• Surgery

• R0 resection rate :86% vs.100% 

• Complications grade 3-4 (Dindo-Clavien) :43% vs. 47%

• no 90 day POM

PRODIGE 32 - ESOSTRATE – FFCD1401 : Active Surveillance vs. S

Locally advanced tumours

Drouillart et al, JFHOD 2024

Promising results but difficult to randomize surgery

Oncogical Safety?



• AFC cohort

• Radiotherapy dose > 55 Gy and volume center

• influenced mortality (x7 and x3) and morbidity

• DICE study 2867 patients

• Risk of POM

• 0-50         (ref.)

• 51-100    HR=1.54, 95%CI 1.04-2.29

• 101-200 HR=2.14, 95%CI 1.37-3.35

• > 200       HR=3.06, 95%CI 1.64-5.69

Potential limits of an organ preservation strategy

Locally advanced tumours

Chidambaram et al, Ann Surg 2023

Markar, J Clin Oncol 2015



• Less histological response with 41 Gy, ++ Adk

• No adjuvant Nivolumab in the Surveillance arm

• In progress: SANO-3 cohort and Skyscraper

Potential limits of an organ preservation strategy

Locally advanced tumours

Chidambaram et al, Ann Surg 2023

Mantziari et al, Ann Surg Oncol 2024

Kelly et al, New England J Med 2021



• NeoRes2: 

Potential limits of an organ preservation strategy

Locally advanced tumours

Nilsson et al, Annals Oncology 2023

→ ypT0N0 rate (ADK) : 26% vs. 21% p=0,429

ADK+SCC

→ +35% risk of death



• Intensification of RCT with induction CT or ICI

• CROC trial (SCC), RACE-trial (ADC)

• CT

• Triplet

• JCOG1109 NeXT) : 16% pCR ypT0(SCC)

• ESOPEC: pCR 16.8%

• CT intensified with IO (Dante, Keynote-585,Matterhorn)

• In PDL1 + and dMMR/MSI high patients

• IO in dMMR/MSI high

• Neonipiga trial 59% (Nivolumab+Ipilimumab)

• Dewi trial in progress (Dostarlimab)

Perspectives

Locally advanced tumours

Clin trial UMIN000008086

Lorenzen et al,  BMC Cancer 2020

Leong et al,  ESMO2024

Lang et al, Oncologist 2022

Li et al, Eur Cancer 2021

Kato et a, Lancet 2024

Lorenzen et al, J Clin oncol 2024

Shitara, Lancet Oncol 2023

Elizabeth Smyth et al., ESMO® 2023, Abs # LBA73

André et al, J Clin Oncol 2022



Current ESMO guidelines: metastatic setting

Lordick et al, Ann Oncol 2022

Obermmanova et al , Ann Oncol 2022



Oligometastatic disease



• >90% T3,N+

• A lower exposition ot CT in the surgery arm

• Cycle 5: 66% vs. 83%
• Cycle 8: 43% vs. 74%

• Cycle 12: 4% vs. 39%

• At progression second line: 52% vs. 82%

• A cross over

• 91% resection in arm A vs. 21% resection in arm B 

• Post operative outcomes

• morbidity 55% including 16% reoperation
• 90-d POM 8%

• Only 50% of patients undergoing surgery had surgery of primary tumour + metastatic site

• R0?

SE. Al Batran et al., ASCO® 2024, Abs #4001

Renaissance trial

Oligometastatic disease

OS 18.5 vs. 23 months



Subgroup analysis : median OS (3 y OS) 

RPLN Liver met
Peritoneal

carcinomatosis

Arm A 

(N=67)
29.6 (45%) 24.9 (39%) 11.9 (7%)

Arm B (N=72) 17 (19%) 25.7 (46%) 18.6 (27%)

SE. Al Batran et al., ASCO® 2024, Abs #4001

Renaissance trial

Oligometastatic disease

RPLNM Liver met PC

3 main cohorts

Liver metastasis: 49 patients (32%)

Peritoneal carcinomatosis:  41 patients (29%)

RPLNM: 28 patients (20%)



• More restricted definition of oligometastatic diseases

• OMEC and Bertinoro projects

• Best available combination (CT +/- IO and/or targeted therapy)

• Increase duration of neoadjuvant treatment

• Under reflection OMEC5

• Better selection: ctDNA?

• Less morbidity

• Radiation, thermal ablation ?

Kroese, Eur J cancer 2023

Morgagni Gastric Cancer 2024

A. Zaanan et al., ASCO® 2024, Abs #4028

Renaissance trial : reflexions

Oligometastatic disease



• ESO-shangai 13

• SCC, mostly metachronous, lung/LN

• Best CT, IO regimen +/- local intervention

• 89% RT

• Median PFS: 15.3 vs. 6.4 mois , HR 0.26 (0.16-0.42)

• Toxicity > grade 2 (47% vs. 41% p=0·538)

Liu, Lancet Gastroenterolhepatol 2024

Renaissance trial : reflexions

Oligometastatic disease

PFS

OS

PFS



• Dedicated trial for peritoneal carcinomatosis

• Periscope II (Pr Van Sandick)

• Convergence trial (Pr Jimmy SO Bok Yan)

• Permits peritoneal directed treatment in addition  

• Restrictive criteria

• Limit of PCI 7

• Response to induction ttt

• Optimal control group

• Best combination available

• Optimal surgery

• Cytoreductive surgery+HIPEC

Renaissance trial : reflexions

Oligometastatic disease

Koemans, BMC Cancer 2019

Van Der Kaiij Br J Surg 2020



• Only curative surgery

• Prehabilitation and enhanced recovery

• In the good place

• volume and adequate multidisciplinary team 

• By a skilled surgeon

• With the optimal surgical technic

• To improve short terms

• And even long terms results

The best quality surgery

Regardless of tumour stage

Birkmeyer et al , New England J Med 2003

Deroyar et al , J Clin Oncol 2013

Pasquier et al,  Ann Surg 2016

Nuytens et al,  JAMA Surg 2022

Markar et al, Ann Surg 2024



• Surgery used to be the corner stone of treatment of oesogastric cancer 

• Consistently challenged by the endoscopists and the oncologists

• Moved to a personalized surgical approach

• Concept of treatment response to tailor the approach : present and futur tools

• Molecular testing to provide personalize treatment but tumour heterogeneity : room for surgery

• Multidisciplinary Team Approach and Shared Decision-Making

To operate or not operate: Personalized surgical approaches in the curative setting

Conclusion
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