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IC,:;?O:;E:EY Methods: The recommendations are graded into three categories (A, B, and C), based on the level of scientific
P evidence published until January 2026.
Immunotherapy

Results: Initial staging and risk assessment should include physical evaluation, endoscopy and computed to-
mography-scan of the thorax, abdomen, and pelvis. For resectable disease, endoscopic ultrasonography can be
used for T and N staging, while laparoscopic exploration may be performed to exclude occult peritoneal me-
tastases, especially for cT3/cT4 and poorly cohesive tumors. Endoscopic or surgical resection alone is appro-
priate for very early cTINO tumors. For locally advanced disease >cT2 and/or cN +, the perioperative FLOT
chemotherapy is recommended as the standard of care. Recently, the addition of durvalumab to perioperative
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FLOT followed by durvalumab for 10 months as maintenance therapy was associated with a significant
improvement of survival. For metastatic disease, the first-line chemotherapy is based on platinum—
fluoropyrimidine combination. The addition of targeted therapy and/or immunotherapy to doublet chemo-
therapy depends on the tumor biomarker profile, including HER2 (trastuzumab), claudin18.2 (zolbetuximab),
PD-L1 and dMMR/MSI phenotype (anti-PD1 monoclonal antibodies). The addition of docetaxel, based on the
triplet TFOX regimen may be considered for selected patients with biomarker-negative tumors. Resection of
primary tumor and metastases cannot be recommended but may be considered on an individual basis in highly
selected patients with oligometastatic disease who respond to systemic treatment. Various drugs are indicated
beyond first-line of treatment, including trastuzumab-deruxtecan for HER2-positive tumors.

Conclusion: These national guidelines on gastric cancer are intended to facilitate decision-making in daily clinical
practice. These recommendations are subject to ongoing review. Each individual case should be discussed within

a multidisciplinary team.

1. Introduction

This guideline is a collaborative work involving most French medical
societies (SNFGE, FFCD, UNICANCER, GERCOR, SFCD, SFED, AFEF,
SFRO, SFP, SFR, ACHBPT, RENAPE, SNFCP) from different specialties
engaged in the management of gastric cancer (gastric surgeons, pa-
thologists, radiation oncologists, medical oncologists and gastroenter-
ologists). The treatment of esophageal adenocarcinomas is addressed in
the esophageal chapter of the French guidelines [1], whereas adeno-
carcinomas of the gastroesophageal junction (GEJ), often included in
gastric cancer studies regardless of Siewert classification, are covered in
the present guidelines. Recommendations were based on previous
guidelines of the French intergroup, and data published in the literature
until January 2026 using the following keywords in PubMed "gastric and
gastroesophageal junction cancer", “incidence", "early cancer', "chemo-
therapy", "surgical treatment”. Results from unpublished studies presented
as oral communication at the “American Society of Clinical Oncology”
(ASCO), “American Society of Clinical Oncology Gastrointestinal Can-
cers Symposium” (ASCO GI), “European Society of Medical Oncology”
(ESMO) or “European Society ofMedical Oncology Gastrointestinal
Cancers Congress” (ESMO GI) meetings were included. These guidelines
reflect a consensus process involving several national scientific societies
representing the different specialties involved in the management of
gastric and GEJ adenocarcinoma. In this context, the recommendations
are not based on a formal voting procedure. Rather, they result from a
process of multidisciplinary discussions and exchanges among experts
designated by the participating societies. The available scientific evi-
dence is reviewed and the proposed statements are discussed collec-
tively until a consensus is reached. Levels of evidence were specified
according to standard definition with grade A (large meta-analyses or
large randomized trial), grade B (small randomized trials), grade C
(prospective non-randomized study), and expert opinion (when no sci-
entific evidence was validated) (Table 1). All the statements in the
current article completely match the original full French guidelines
available on the website of the French Society of Gastroenterology
(SNFGE) (www.tncd.org).

Table 1
Grade of recommendations.

Grade Quality of Definition

evidence

A High Strongly recommended based on highly robust
scientific evidence(large metanalysis or large
randomized trial)

B Moderate Usually recommended based on scientific
presumption(small randomized trials)

C Low Option according to expert opinion based on
weak scientific evidence(prospective non
randomized study)

Expert Very low No scientific evidence validated

agreement

2. Epidemiology

Gastric cancer ranks as the fifth most diagnosed malignancy world-
wide with almost 1 million new cases diagnosed annually, leading to
more than 650,000 deaths worldwide [2]. The incidence of gastric
cancer varies globally, with the highest rates in Asia and South America,
and the disease is more prevalent in males than females [2]. In Europe,
approximately 135,000 incident gastric cancer cases and 95,000 deaths
were estimated in 2022 [2]. Recently, some data suggest an increase in
the incidence of gastric cancer in individuals under 50 years old,
particularly in countries with low incidence where the prevalence of
Helicobacter pylori infection is low [3]. The suggested hypotheses involve
gastric microbiota dysbiosis, possibly linked to contemporary lifestyle
factors, along with increasing rates of obesity and autoimmune disorders
in younger populations [4]. In France, gastric cancer incidence rate has
been decreasing over the past 20 years (—1.8%/year), reaching a plateau
in the last years (6550 and 6557 new cases diagnosed in 2012 and 2019,
respectively) [5]. This decrease is due notably to a better control of the
risk factors, particularly Helicobacter pylori infection. The other risk
factors are pernicious anemia (Biermer disease), smoking, alcohol con-
sumption, Epstein-Barr virus infection, high-salt diet, history of partial
gastrectomy (more than 10 years) and ethnic origins [6]. Gastric cancer
demonstrates familial aggregation in approximately 10% of cases, and
an inherited genetic predisposition is observed in 1-3% of patients.

3. Diagnosis, risk assessment and clinical staging, biomarkers

Algorithms for diagnosis and staging investigations in gastric cancer
patients are summarized in Figure 1. The histological diagnosis is re-
ported according to the “World Health Organization” (WHO) and Lauren
classification (Table 2). TNM stage should be determined according to
the latest edition of the “American Joint Committee on Cancer” (AJCC) —
“Union for International Cancer Control” (UICC) guidelines [7]
(Tables 3 and 4).

3.1. Diagnosis

Upper gastrointestinal endoscopy with biopsies is the most appro-
priate diagnostic method. When superficial (T1) neoplasia is suspected,
biopsies from the lesion should be limited to prevent fibrosis that could
compromise endoscopic treatment, while additional biopsies should be
taken from other gastric areas to evaluate for intestinal metaplasia and
dysplasia. The detection rate is improved by endoscopy with virtual
chromoendoscopy. For endoscopically unresectable lesions, at least 10
biopsies should be performed to evaluate the histological subtypes and
differentiation (Table 2), and to analyze different biomarkers for the
treatment strategy. In linitis plastica, endoscopic biopsies have low
sensitivity (50%) [8]. In case of negative standard biopsies, deep (bite on
bite) biopsies, macrobiopsy or endoscopic ultrasound-guided fine-nee-
dle biopsy may be proposed.
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Diagnostic and staging investigations

for gastric cancer

Clinical and biological evaluation

ECOG PS, nutritional status

Score G8 if over 70 years old

Screening for dihydropyrimidine dehydrogenase deficiency

Upper gastrointestinal endoscopy + biopsies:

-At least 10 tumor biopsies for diagnosis, histological
classification and biomarker analysis :

MMR status (whatever the tumor stage), and

HER2, PD-L1, claudin18.2 for unresectable disease.
-Biopsies in non-tumor areas (HP, dysplasia, métaplasia)

+/- Endoscopic ultrasound
Accurate assessment of T and N stage for resectable tumors

CT-scan thorax , abdomen and pelvis

(fill the stomach with water if possible)
Tumor staging — detection of local/distant
metastatic disease

(not useful in cases of metastatic disease or localized cT3 or
cT4 tumors on CT-scan )

+/- Laparoscopic exploration
For suspected peritoneal carcinomatosis
(particularly in cases of cT3/cT4 and/or diffuse tumors)

+/- PET and/or MRI
Not performed systematically
Need to be discussed on a case-by-case basis

Fig. 1. Diagnostic and staging investigations in gastric cancer. Abbreviation: CT, computed tomography; EUS, endoscopic ultrasound; T, tumor; N, node; PET,
positron emission tomography; MRI, magnetic resonance imaging; HP, Helicobacter pylori.

3.2. Risk assessment and clinical staging

Physical assessment is essential to ensure that patients are correctly
selected for specific treatments (Figure 1). Nutritional status and history
of weight loss should be assessed, as well as comorbidities to identify
those requiring additional support. A geriatric evaluation should be
considered for patients aged 70 years and older before treatment de-
cisions. In clinical practice, the G8 screening tool assesses nutritional
status, mobility, neuropsychological status, medication use, and
comorbidities, with scores ranging from 0 to 17. A score of 14 or below
indicates the need for a full comprehensive geriatric assessment, while
lower scores (e.g., 12 or 10) reflect increasing frailty and higher risk of
treatment-related complications [9]. Patients should be tested for
dihydropyrimidine dehydrogenase (DPD) deficiency before starting
treatment with 5-fluorouracil or capecitabine.

Initial tumor staging should include computed tomography (CT)-
scan + /- endoscopic ultrasonography (EUS) and laparoscopy
(Figure 1). Thoracic, abdominal and pelvis CT-scan is required for

Table 2
Histological classifications of gastric cancer.

Lauren classification
Intestinal
Diffuse
Mixed
World Health Organization “WHO” classification
Adenocarcinoma
Papillary adenocarcinoma
Tubular adenocarcinoma
Mucinous adenocarcinoma
Poorly cohesive adenocarcinoma (including signet ring cell carcinoma and other
variants)
Adenosquamous carcinoma
Mixed adenocarcinoma
Carcinoma with lymphoid stroma (medullary carcinoma)
Hepatoid adenocarcinoma
Squamous cell carcinoma
Undifferenciatied carcinoma
Neuroendocrine neoplasm
Differenciation category
G1 Well differenciated
G2 Moderately differenciated
G3 Poorly differenciated
Gx Not evaluable

staging assessment before treatment and to detect distant metastases
[10,11]. The performance of CT-scan for diagnosis of locoregional
lymph node and parietal gastric extension may be improved by filling
the stomach with water. Endoscopic ultrasonography is more sensitive
than CT-scan for evaluating superficial tumor infiltration and locore-
gional lymph node involvement. Endoscopic ultrasonography is useful
when preoperative treatment is discussed, but not in case of metastatic
disease or localized ¢T3 and cT4 tumors on CT-scan. Laparoscopic
exploration with or without peritoneal cytology could be discussed for
resectable gastric cancer to exclude peritoneal carcinomatosis, espe-
cially for cT3/cT4 tumors or poorly cohesive carcinomas [12] (Figure 1).

Other imaging explorations are optional and should be discussed on
a case-by-case basis depending on the context. Magnetic Resonance
Imaging is not systematically performed but may be complementary to
CT-scan, notably for the diagnosis of hepatic metastases. Positron
emission tomography (FDG-PET) could be used in potential surgical
candidates but its indication is not clearly defined and validated in
gastric cancer and may not be informative for mucinous or diffuse/

Table 3
TNM staging of gastric cancer according to the UICC 9th Edition.

Primary tumor (T)

Tis Carcinoma in situ; intra-epithelial tumor without invasion of the lamina propria,
high-grade dysplasia

T1 Tumor invades lamina propria or muscularis mucosae or submucosa
T1la Tumor invades lamina propria or muscularis mucosae or submucosa
T1b Tumor invades submucosa

T2 Tumor invades muscularis propria

T3 Tumor invades subserosa

T4 Tumor perforates subserosa (visceral peritoneum) or invades adjacent structures
T4a Tumor perforates subserosa (visceral peritoneum)
T4b Tumor invades adjacent structures

Regional lymph nodes (N)

Nx Regional lymph nodes cannot be assessed

NO No regional lymph node metastasis

N1 Metastasis in 1-2 regional lymph nodes

N2 Metastasis in 3-6 regional lymph nodes

N3 Metastasis in 7 or more regional lymph nodes
N3a Metastasis in 7-15 regional lymph nodes
N3b Metastasis in 16 or more regional lymph nodes

Metastasis (M)

MO No distant metastasis
M1 Distant metastasis
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Table 4
Tumor stage group for gastric cancer according to the UICC 9th Edition.
Stage group T stage N stage M stage
Stage 0 Tis NO MO
Stage IA T1 NO MO
Stage IB
T1 N1 MO
T2 NO MO
Stage ITIA
T1 N2 MO
T2 N1 MO
T3 NO MO
Stage IIB
T1 N3a MO
T2 N2 MO
T3 N1 MO
T4a NO MO
Stage IIIA
T2 N3a MO
T3 N2 MO
T4a N1,N2 MO
T4b NO MO
Stage IIIB
T1 N3b MO
T2 N3b MO
T3 N3a MO
T4a N3a MO
T4b N1,N2 MO
Stage IIIC
T3 N3b MO
T4a N3b MO
T4b N3a, N3b MO
Stage IV Any T Any N M1

poorly cohesive carcinomas [13]. Tumor markers (CEA and CA 19-9)
could be useful for the treatment evaluation or detection of recurrence.

3.3. Biomarkers

Several biomarkers are needed to guide the treatment of gastric
cancer: MMR status for both localized and metastatic settings (also
useful for Lynch syndrome screening), and HER2, PD-L1 and clau-
din18.2 expression for metastatic disease. Reflex testing should be per-
formed for MMR, HER2, PD-L1 and claudin18.2 at the time of diagnosis
in order to save tumor tissue and provide faster results than sequential
analysis.

MMR. Diagnosis of dAMMR/MSI or pMMR/MSS status is evaluated
with immunohistochemistry (IHC) by using antibodies against the 4
MMR proteins (MLH1, MSH2, MSH6 and PMS2) to detect the loss of
expression of MMR heterodimers, and/or with molecular biology by
using polymerase chain reaction (PCR) [14,15]. Regarding the tumor
sample for the MMR assessment, IHC can be used even when the tumor
cells content is very low, whereas conventional PCR techniques require
at least 20% of tumor cells [14,15]. Both tests are recommended to
confirm dMMR/MSI status before starting immunotherapy treatment
(https://www.cancer.fr).

HER2. Screening of HER2 overexpression is evaluated by IHC + /- in
situ hybridization (ISH) with the Ruschoff-Hofmann scoring system
[16]. The absence of membrane staining in IHC is scored 0, while weak,
moderate and intense staining are respectively scored 1, 2 and 3. Tumors
with an IHC score of 0 or 1 + are considered HER2 negative. Tumors
with an THC score of 2 + should be analyzed by ISH to determine HER2
status. Tumors with an IHC score of 3 + or 2+4/ISH+ are considered
HER2 positive.

PD-L1. Expression of PD-L1 is assessed by IHC using either the
“Combined Positive Score” (CPS) or the “Tumor Area Positivity” (TAP)
score. These two scoring methods appear concordant, are considered
clinically comparable, and can guide treatment decision for anti-
PDlagents in metastatic disease [17].

The CPS (Combined Positive Score) is a cell-counting-based
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approach that calculates the ratio of the total number of cells PD-L1
positives (including tumor cells, mononuclear lymphocytes, and
tumor-associated macrophages) to the total number of viable tumor cells
(X 100).

The TAP (Tumor Area Positivity) score is an alternate PD-L1 scoring
system based on visual estimation. The TAP score is assessed on IHC
slide as the ratio of the area occupied by PD-L1-positive tumor cells and
all immune cells to the total tumor area, without counting the cells
precisely.

For both CPS and TAP score, a minimum of 100 invasive viable
tumor cells is required for assessment of PD-L1 expression.

Claudin18.2. Screening of claudin18.2 overexpression is evaluated
by IHC [18]. The expected staining pattern is membranous and evalu-
ated semi-quantitatively, taking into account both the intensity of the
staining (weak, moderate, strong) and the percentage of tumor cells
stained at each intensity level. Claudin 18.2 positive is currently defined
by > 2 + intensity in > 75% of tumor cells. A minimum of 50 invasive
viable tumor cells is required for assessment.

3.4. Recommendations

Diagnosis should be made from upper gastrointestinal endoscopy
with multiple biopsies (at least 10), being reviewed according to the
WHO and Lauren classification [expert agreement].

Initial clinical staging should include biological and physical
assessment, CT-scan of the thorax, abdomen and pelvis + /- EUS for
T and N staging in case of resectable disease [recommendation:
grade C].

Magnetic Resonance Imaging and FDG-PET can be performed but
are not routinely recommended [recommendation: grade B].
Laparoscopy + /- peritoneal cytology could be performed for
resectable disease in case of locally advanced (cT3/T4) or poorly
cohesive tumors [expert agreement].

The dMMR/MSI test should be performed routinely regardless of
tumor stage, as it is a predictive marker of response to immune
checkpoint inhibitors and contributes to the screening of Lynch
syndrome [recommendation: grade C].

HER2, PD-L1 (based on CPS and TAP score) and claudin18.2 status
are predictive biomarkers for response to anti-HER2 drugs, immu-
notherapy and zolbetuximab, respectively, and should be assessed in
patients with advanced disease [recommendation: grade A].

4. Therapeutic management of local/locoregional disease

A multidisciplinary board meeting is required before any treatment.
Therapeutic algorithm is summarized in Figure 2.

4.1. Endoscopic resection for early cancer

Despite advances in endoscopic devices, less than 5% of gastric
cancers are diagnosed at an early stage (T1INO) and treated by endo-
scopic resection [19]. Two different techniques can be used for endo-
scopic resection: endoscopic mucosal resection (EMR) and endoscopic
submucosal dissection (ESD). As compared to EMR, ESD is associated
with a higher “en-bloc” resection rate, higher RO resection rate, and a
lower recurrence rate, but with a longer procedure time and a higher
perforation risk [20].

The endoscopic treatment is preferentially proposed in case of in-
testinal adenocarcinoma, and requires an initial endoscopic assessment
of the extension in surface and depth (using virtual chromoendoscopy
+/- EUS). The resection must be “en-bloc” and therefore performed
preferably by ESD. Due to a higher risk of lymph node invasion, endo-
scopic resection is not recommended for (i) poorly differentiated lesions
larger than 2cm or with ulceration, (ii) or for ulcerated well-
differentiated lesions larger than 3 cm [21].

Even after an RO resection of a gastric lesion, additional surgery with



A. Zaanan et al.

Localized
gastric cancer

I |
Early tumor Locally advanced tumor*
(cT1 and cNO) (cT2-T4 or cN+)
| |
Endoscopic or Preoperative

surgical resection FLOT (4 cycles)
+ Durvalumab (2 cycles)

Surgical
resection

Postoperative
FLOT (4 cycles)
+ Durvalumab (2 cycles)
followed by
Durvalumab alone (10 cycles)

Fig. 2. Treatment algorithm for localized gastric cancer. Criteria for endoscopic
instead of surgical resection are specified in the text. *Perioperative chemo-
therapy with FLOT is the standard of care for localized gastric cancer >cT2 or
cN + , with the addition of durvalumab for >cT3 or cN + disease. The CRITICS
and TOPGEAR trials found no survival benefit in adding post- or pre-operative
chemoradiotherapy to perioperative chemotherapy. Consider neoadjuvant or
perioperative immune checkpoint inhibitors (if available) without chemo-
therapy for >cT2 or cN + dMMR/MSI tumors.

lymph node dissection should be considered (taking into account sur-
gical morbidity and mortality) in the presence of lymphovascular in-
vasion, submucosal lesions (pTlsml) that are either ulcerated or
predominantly poorly differentiated, or submucosal invasion > 500 pm
(pT1sm2). In case of deep (vertical) R1 resection margins, surgical
resection with lymph node dissection should be offered as a salvage
treatment. In cases of lateral (horizontal) R1 margins, repeat endoscopic
resection may be considered [20].

After endoscopic resection of early gastric cancer, careful surveil-
lance endoscopies with chromoendoscopy (virtual chromoendoscopy
+/- zoom) should be performed at 3-6 months after resection, and
annually thereafter [20]. Helicobacter pylori infection must be treated
to reduce the metachronous cancer risk.

4.2. Surgery

For the distal gastric cancer, a distal subtotal gastrectomy remains
the standard for non-signet-ring cells [22,23], while a total gastrectomy
should be performed in case of signet-ring cells; however, a distal sub-
total gastrectomy could be proposed in case of signet-ring cells if the
proximal resection RO margin is > 8 cm. For tumors at other locations, a
total gastrectomy should be performed regardless of the histological
subtypes. All resections should be performed in “mono-bloc”, especially
for T4 tumors. The recommended proximal gastric and distal duodenal
macroscopic surgical margins are > 5 cm and > 1 cm, respectively. The
type of reconstruction remains at surgeon’s discretion. D1 lymphade-
nectomy is indicated for early gastric cancers (cT1/N0), while a
spleen-preserving D2 lymphadenectomy removing at least 16 lymph
nodes is the standard approach for locally advanced gastric cancer (>
cT2 or cN+) [24-26]. Extended lymphadenectomies are not recom-
mended and should be considered only in clinical trials [27].

Laparoscopic compared to open surgery has the potential benefit of
decreased postoperative morbidity and reduced recovery with a similar
RO lymphadenectomy and tumor resection rate. For the distal gastrec-
tomy, several Asian studies have shown that laparoscopic was non-
inferior to laparotomy in terms of survival, even for T4a gastric can-
cer, and appeared to offer better postoperative safety [28-30]. For the
total gastrectomy, two randomized trials have been conducted in
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western countries, the STOMACH study (total gastrectomy) [31] and the
LOGICA study (total or subtotal gastrectomy) [32], and showed similar
short-term results, with non-inferior recurrence-free survival for the
laparoscopic versus open surgical approach in expert centers. The main
limitation of these studies is the insufficient hindsight to analyze
long-term results. Laparoscopic total gastrectomy is possible in expert
centers.

Robotic gastrectomy is an evolving minimally invasive technique for
gastric cancer, potentially offering improved surgical precision,
although its oncologic benefit over laparoscopy and cost-effectiveness
remain under investigation [33]. Robotic gastrectomy is currently
being considered as an option in some expert centers.

After curative surgery, histological report should include the
following items:

- Macroscopic data (type of resection, location, and tumor size)

- Histological subtype according to Lauren and/or WHO
classification

- Differentiation grade

- Tumor (T) and lymph node (N) extension (number of invaded/
analyzed lymph nodes)

- Measurement of proximal, distal, and radial resection margins to
qualify the resection as RO, R1 or R2

- Existence of vascular emboli, lymphatic invasion or perineural
invasion

- Response to neoadjuvant therapy, if applicable

4.3. Perioperative treatment

Perioperative chemotherapy is the standard of care for tumors >cT2
and/or N + . Two randomized phase 3 studies of perioperative chemo-
therapy versus surgery alone have shown a significant improvement in
survival with the ECF (Epirubicin-Cisplatin—5-fluorouracil) and 5FU-
cisplatin regimens [34,35]. Thereafter, the FLOT4 study showed a sig-
nificant improvement of survival in the perioperative FLOT arm (4 cy-
cles in pre- and post-operative setting) compared to perioperative ECF
arm in terms of recurrence-free survival (median: 30 versus 18 months)
and overall survival (median: 50 versus 35 months), with a 5-year sur-
vival rate at 45% versus 36%. All subgroups benefited from periopera-
tive FLOT, including GEJ location or diffuse forms. In the FLOT study,
surgery was performed according to current quality standards (D2
lymphadenectomy) [36].

Recently, the MATTERHORN phase III trial has evaluated in patients
with resectable >cT3 and/or N + gastric and GEJ adenocarcinoma, the
perioperative FLOT plus either durvalumab (D-FLOT) or placebo, fol-
lowed by up to 10 months of durvalumab or placebo maintenance
therapy. The event-free survival (HR 0.71, p < 0.001), pCR rates (19.2%
versus 7.2%), and overall survival (HR 0.78, p = 0.021) were signifi-
cantly improved in favor of the durvalumab arm, with a 3-year survival
rate at 68.6% versus 61.9%. Toxicity was comparable between treat-
ment arms [37,38]. In March 2026, durvalumab received EMA approval
for this indication, along with a positive opinion for early access in
France pending reimbursement decision.

4.4. Post-operative treatment

In patients who did not receive preoperative chemotherapy, a
metanalysis showed that fluoropyrimidine-based adjuvant chemo-
therapy was associated with a significant improvement of survival in
3838 patients from 17 clinical trials (HR, 0.82; p < 0.001) [39]. In the
Korean CLASSIC randomized phase III trial, the CAPOX adjuvant
chemotherapy was associated with a significant improvement of sur-
vival compared with surgery alone [40].

Postoperative chemoradiotherapy was shown superior to surgery
alone in the MACDONALD et al phase 3 trial published in 2001 [41].
However, several criticisms of this trial were raised concerning i) lymph
node resection, which was DO in 54% of cases, ii) the toxicity of an
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obsolete chemotherapy regimen (FUFOL) and iii) the 2D radiotherapy
technique. As compared to perioperative chemotherapy, the phase III
CRITICS study did not show a significant improvement of survival by
adding post-operative chemoradiotherapy in patients treated with pre-
operative chemotherapy [42]. In addition, two other studies in Asian
populations did not confirm the benefit of postoperative chemo-
radiotherapy versus adjuvant chemotherapy alone after surgery and D2
lymph node resection [43], even in node-positive diseases [44]. Post--
operative chemoradiotherapy is therefore not recommended in cases of
RO resection after adequate surgery and lymph node resection.

4.5. Special case of AMMR/MSI tumors

Patients with localized dMMR/MSI gastric and GEJ adenocarci-
nomas who undergo surgery have a better prognosis than those with
PMMR/MSS tumor phenotype [45]. Retrospective analyses of random-
ized trials suggest no added survival benefit from adjuvant or periop-
erative chemotherapy in this population [45]. The two phase 2 trials
NEONIPIGA [46] and INFINITY [47] reported in small groups (29 and
15 patients, respectively) of dMMR/MSI resectable tumors (>cT2
and/or c¢N+) high pCR rates (around 60%) with neoadjuvant dual
immunotherapy alone (nivolumab and ipilimumab in NEONIPIGA;
durvalumab and tremelimumab in INFINITY). Furthermore, in the small
subgroups of AMMR/MSI patients included in two randomized trials, the
PCR rate was improved with the addition of anti-PD-L1 monoclonal
antibody to perioperative FLOT chemotherapy from 27% to 63% (ate-
zolizumab) in the DANTE study (n = 23) [48], and from 8.3% to 28.3%
(durvalumab) in the MATTERHORN study (n = 49) [37].

4.6. Recommendations

Endoscopic resection is recommended for very early tumors (T1)
with a low risk of lymph-node invasion [recommendation: grade A].
ESD is the reference technique [recommendation: grade B] and
should be performed in an expert center.

D1 lymphadenectomy is recommended for early gastric cancers
(cT1/cNO), while a spleen-preserving D2 lymphadenectomy
removing at least 16 lymph nodes is the standard approach for
locally advanced gastric cancer (> cT2 or ¢cN+) [recommendation:
grade B].

For locally advanced tumors >cT2 or cN + , perioperative FLOT
chemotherapy is the standard of care [recommendation: grade A].
Based on the Matterhorn trial, the addition of durvalumab to peri-
operative FLOT is recommended for tumors >cT2 or cN + [recom-
mendation: grade A].

For patients with stage pT2 or pN + tumors who underwent surgery
without preoperative treatment, adjuvant fluoropyrimidine-based
chemotherapy for 6 months is recommended [recommendation:
grade B].

For dMMR/MSI tumors, preoperative immunotherapy if available is
recommended for locally advanced tumors >cT2 or cN + [recom-
mendation: grade C].

5. Therapeutic management of metastatic disease

Most pivotal randomized trials evaluating systemic therapies in
metastatic gastric cancer have enrolled patients with both gastric and
GEJ adenocarcinomas. Therefore, the treatment strategies described in
this section for metastatic gastric cancer are also applicable to GEJ
adenocarcinoma. The management of metastatic disease is based on
systemic drug therapy aimed at prolonging survival while maintaining
quality of life. Active management of symptoms is crucial, along with all
nutritional, psychosocial, and comfort support measures. With the
increasing use of immunotherapy and targeted therapies in advanced
gastric cancer, a subset of patients may experience prolonged responses
and long-term survival. In this context, treatment duration, maintenance
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strategies, and the balance between therapeutic efficacy and treatment-
related toxicity are important considerations in clinical practice. In
several trials, immune checkpoint inhibitors were continued as main-
tenance therapy after combination with chemotherapy, highlighting the
potential role of treatment continuation in responders [49]. Although
chemotherapy de-escalation was not assessed in most of randomized
clinical trials, interruption of platinum agent administration can be
considered after 4-6 moths of treatment [expert agreement]. In addi-
tion, quality-of-life outcomes should be considered when selecting sys-
temic treatments, particularly in the metastatic setting where
maintaining symptom control and functional status remains a major
objective of care.

The role of surgery in oligometastatic gastric cancer remains un-
certain. Early retrospective studies and meta-analysis suggested a po-
tential survival benefit in selected patients, and the phase II FLOT3 study
reported encouraging outcomes in patients undergoing resection after
response to chemotherapy [50,51]. However, in the randomized phase
III RENAISSANCE trial presented at the ASCO Meeting in 2024 (not
published yet), the addition of surgery to systemic chemotherapy did not
improve overall survival compared with chemotherapy alone in patients
with limited metastatic disease [52]. The role of surgery is also debated
in the specific setting of peritoneal metastases [53]. In the randomized
GASTRIPEC trial, all patients with peritoneal carcinomatosis underwent
cytoreductive surgery and were randomized to receive hyperthermic
intraperitoneal chemotherapy (HIPEC) or not; the addition of HIPEC did
not significantly improve overall survival [54]. Ongoing randomized
trials are evaluating the role of cytoreductive surgery (with or without
HIPEC) compared with systemic therapy alone in this setting, including
the CONVERGENCE trial (NCT07241715). On the basis of the currently
available evidence, surgical resection of metastases cannot be routinely
recommended, but may be considered in highly selected patients with
oligometastatic disease who achieve a favorable response to systemic
therapy, following discussion in a multidisciplinary tumor board
[expert agreement].

Palliative endoscopic treatments can be discussed with metallic
endoscopic stents for stenosing tumors invading the cardia or gastro-
enterostomy for gastric outlet obstruction. Recent randomized trials
demonstrated the superiority of endoscopic gastrojejunostomies over
surgical approach, regarding to oral intake, need for reinterventions or
supplemental nutrition, length of hospitalization, quality of life and
treatment costs [55,56]. Bleeding tumors can be treated with sclerosis,
argon plasma, radiotherapy or hemostatic powder, with a high risk of
failure or bleeding recurrence [57]. Palliative gastrectomy may be dis-
cussed in cases of occlusion or bleeding symptoms uncontrolled by other
therapeutic approaches [58].

5.1. First-line treatment

The current recommended therapeutic algorithm is summarized in
Figure 3a.

5.1.1. Chemotherapy

Chemotherapy has been the cornerstone of first-line treatment for
metastatic gastric cancer for several decades. Compared with best sup-
portive care alone, systemic chemotherapy has been shown to improve
overall survival and quality of life [59]. In addition, randomized studies
demonstrated that doublet chemotherapy regimens provide superior
survival outcomes compared with single-agent fluoropyrimidine ther-
apy, with a median overall survival of approximately 11 months [59].
Consequently, doublet regimens based on a fluoropyrimidine combined
with a platinum compound have long been considered the standard
first-line treatment backbone in advanced gastric cancer. Several trials
have demonstrated equivalence in terms of efficacy for the fluoropyr-
imidine (5FU and capecitabine), and the platinum salts (cisplatin and
oxaliplatin) [60,61]. In elderly patients (> 65-70 years), oxaliplatin has
a better safety profile than cisplatin and may be associated with better
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Fig. 3. Treatment algorithm for metastatic gastric cancer. Figure 3a. Treatment algorithm for first-line therapy of metastatic gastric cancer. Figure 3b. Treatment
algorithm beyond the first-line therapy of metastatic gastric cancer. Abbreviation: CPS, combined positive score; TAP, tumor area positivity; dMMR, deficient
mismatch repair; MSI, microsatellite instability-high; HER2, human epidermal growth factor receptor 2; ICI, immune checkpoint inhibitor; IHC, immunohisto-
chemistry; PD— 1, programmed cell-death protein 1; PD-L1, programmed death-ligand 1.

survival [60].

Docetaxel-based triplet chemotherapy, combining high dose of
cisplatin, 5FU and docetaxel, administered every 3 weeks (DCF proto-
col), was shown to be better than the doublet 5FU-cisplatin but was
associated with substantial toxicity (particularly hematological and in-
fectious), thus limiting its use in clinical practice [62]. The alternative
docetaxel-based triplet TFOX regimen with a lower dose of drugs
administered every two weeks (5FU, oxaliplatin, docetaxel) significantly
improved survival and objective response rate compared to FOLFOX,
and appeared to have a better hematological safety profile than the DCF
regimen. In subgroup analysis of the GASTFOX trial, the benefit of TFOX
was even greater for young (aged less than 70 years), and fit patients
(ECOG PS 0), or for patients with diffuse histological form [63].

Irinotecan combined with 5FU (FOLFIRI) has also shown efficacy in
first-line treatment in a French phase 3 trial [64], and may be a thera-
peutic option if platinum salts are contraindicated.

5.1.2. HERZ2-negative tumor

5.1.2.1. Anti-PD1 monoclonal antibody. The phase 3 Checkmate 649
study showed that the addition of nivolumab (anti-PD1) to CAPOX or
FOLFOX doublet chemotherapy was associated with a significant
improvement in progression-free survival (HR=0.68) and overall sur-
vival (HR=0.71) in tumors with CPS> 5, leading to EMA approval in
2021 and subsequent reimbursement in France for this subgroup of
patients [65]. The phase 3 Keynote 859 study confirmed the overall
survival benefit of pembrolizumab (anti-PD1) combined with doublet
chemotherapy in the overall population (HR=0.78) [66]. In this study,
the survival benefit was greater in subgroups of patients with tumors
CPS> 1 (HR=0.74) and CPS> 10 (HR=0.65). Based on these results,
pembrolizumab was approved in the EU in 2023 for tumors CPS> 1
although reimbursement in France is limited to tumors CPS> 10. More
recently, the phase 3 RATIONALE 305 trial also demonstrated the
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efficacy of tislelizumab (anti-PD1) in combination with platinum-based
doublet chemotherapy. Median overall survival was improved in the
overall population (HR=0.80), with a greater survival benefit observed
in tumors with TAP> 5% (HR=0.74) [67]. Based on these results,
tislelizumab was approved by the EMA in 2024 for this subgroup, and
reimbursement in France has been granted accordingly.

5.1.2.2. Anti-claudin18.2 monoclonal antibody. Zolbetuximab is a
monoclonal antibody directed against the 18.2 isoform of claudin, a
protein involved in intercellular tight junctions. Two international phase
3 randomized trials demonstrated that the addition of zolbetuximab to
oxaliplatin-based doublet chemotherapy (FOLFOX for the SPOTLIGHT
study, and CAPOX for the GLOW study) significantly improved
progression-free survival and overall survival in patients with tumors
overexpressing claudinl8.2 in moderate to intense IHC for > 75% of
tumor cells [68,69]. Nausea and vomiting frequently occur during the
initial infusions of zolbetuximab. To manage these effects, antiemetic
prophylaxis in line with guidelines for highly emetogenic chemotherapy
should be administered at least during the initial cycles. The infusion
rate of zolbetuximab may be also reduced if such symptoms occur [70].
Following these results, zolbetuximab received EMA approval in 2024,
and early access has been available in France since January 2025 for
patients with HER2-negative tumors and CPS< 5, pending formal
reimbursement.

5.1.3. HERZ2-positive tumor

5.1.3.1. Trastuzumab. Trastuzumab is a monoclonal antibody targeting
one extracellular domain (ECD4) on the HER2 receptor. The ToGA phase
III trial showed that the addition of trastuzumab to platinum-based
doublet chemotherapy was associated with increased overall survival
in patients with HER2-positive tumors (IHC3 + or HIS+) [71]. The
benefit was greater for tumor IHC3 + or IHC2 + / ISH + for which
trastuzumab was approved. As trastuzumab is cardiotoxic, monitoring of
left ventricular ejection fraction every 3 months is recommended.

5.1.3.2. Zanidatamab. Zanidatamab is a bispecific monoclonal anti-
body directed against two extracellular domains (ECD2 and ECD4) on
the HER2 receptor. According to the first interim analysis from the phase
3 HERIZON-GEA—O01 trial presented at the 2026 ASCO-GI meeting, the
doublet chemotherapy plus zanidatamab significantly improved
progression-free survival (median, 12.4 vs 8.1 months, HR=0.65;
p < 0.0001) and delivered an overall survival advantage (median, 24.4
vs 19.2 months, HR=0.80; p = 0.056) over doublet chemotherapy plus
trastuzumab in first-line treatment of HER2-positive metastatic disease.
The most common treatment-related event was diarrhea in the experi-
mental arm (20% of grade >3), generally occurring in the first cycle
[72]. The results of the final overall survival analysis are still pending.

5.1.3.3. Anti-PD1 monoclonal antibody. The phase 3 Keynote—811 trial
evaluated the addition of pembrolizumab to trastuzumab plus doublet
chemotherapy. Final results demonstrated a statistically significant
improvement in survival, with greater benefit in tumors with CPS> 1 for
both progression-free survival (HR=0.70) and overall survival
(HR=0.79) [73,74]. Based on these data, pembrolizumab in combina-
tion with trastuzumab and chemotherapy was approved by the EMA for
HER2-positive/CPS> 1 tumors, and early access has been granted in
France since February 2025 while reimbursement is pending.

In the phase 3 HERIZON-GEA—O01 trial, the combination of chemo-
therapy, zanidatamab, and tislelizumab significantly improved
progression-free survival (median 12.4 vs 8.1 months; HR=0.63;
p < 0.0001) and overall survival (median 26.4 vs 19.2 months;
HR=0.72; p = 0.0043) compared with chemotherapy plus trastuzumab.
The most frequent treatment-related adverse event in the experimental
arm was diarrhea (24% grade >3), typically occurring during the first
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cycle [72]. Results from the comparison of chemotherapy plus zanida-
tamab with or without tislelizumab are still pending. At the time of
writing these guidelines, zanidatamab has not yet received EMA
approval for patients with HER2-positive metastatic disease.

5.1.4. Special case of AMMR/MSI tumors

The dMMR/MSI phenotype represents a major predictive biomarker
of response to immune checkpoint inhibitors. However, there is no
randomized trial dedicated to patients with advanced dMMR/MSI
gastric and GEJ adenocarcinoma. In the first-line treatment of dAMMR/
MSI metastatic disease, subgroup analyses of several randomized phase
3 trials have suggested remarkable efficacy of anti-PD1 in combination
with doublet chemotherapy [65-67]. A recent phase II single arm study
showed an ORR of 62.1% and median PFS of 13.8 months (median OS
was not reached) with a dual immune checkpoint inhibitors combining
nivolumab and ipilimumab in first-line treatment of 29 patients with
dMMR/MSI advanced disease [75]. There is no EMA approval for
immunotherapy in the first-line treatment of dMMR/MSI advanced
gastroesophageal adenocarcinoma; however, these tumors are often
PD-L1 positive, which may support the use of immune checkpoint
inhibitor-based therapies.

5.2. Second-line treatment

The current recommended therapeutic algorithm is summarized in
Figure 3b.

5.2.1. Chemotherapy

Cytotoxic chemotherapy with taxane [76] or irinotecan [77] has
demonstrated its efficacy in phase 3 trials by significantly improving
patient survival compared to best supportive care alone. These two
drugs appear to have equivalent efficacy [78,79]. Irinotecan can be
combined with 5FU (FOLFIRI) based on a randomized phase 3 trial
evaluating the sequence of FOLFIRI in first-line followed by ECX in
second-line, or the inverse strategy with ECX first followed by FOLFIRI
[64].

5.2.2. Ramucirumab

Ramucirumab is a monoclonal antibody targeting VEGF receptor 2,
which has shown its efficacy as monotherapy [80] or combined with
paclitaxel [81]. In these two phase 3 studies, ramucirumab provided a
statistically significant improvement in progression-free survival and
overall survival in second-line treatment. However, although ramucir-
umab received EMA approval, the French « High Authority for Health
» (HAS) estimated that the clinical benefit (‘service médical rendu’) was
insufficient to support reimbursement in France.

5.2.3. Trastuzumab-deruxtecan

Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate
consisting of a humanized anti-HER2 monoclonal antibody covalently
linked to a topoisomerase I inhibitor cytotoxic payload (DXd). Pre-
liminary data from 2 phase II trials (DG—01 and DG—02) showed anti-
tumor activity in second and third/later-line treatment for patients with
pretreated HER2 positive advanced gastric and GEJ adenocarcinoma
[82,83]. Based on these results, T-DXd received EMA approval for sec-
ond-line treatment, while in France reimbursement was initially granted
only for third- and later-line treatment. This efficacy was subsequently
confirmed in second-line treatment with the DG—04 phase 3 trial, which
demonstrated a significant improvement in overall survival and
progression-free survival for the T-DXd arm compared with
ramucirumab-paclitaxel arm. Patients underwent a new biopsy con-
firming HER2 positivity after progression on first-line trastuzu-
mab-based treatment [84]. On the basis of these phase III results, early
access for TDXd in second-line treatment has been granted in France
since February 2026 while reimbursement is under evaluation.
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5.2.4. Pembrolizumab

Several data from non-randomized phase II studies have shown that
anti-PD—1 monoclonal antibody was effective in pretreated patients for
advanced dMMR/MSI adenocarcinoma, regardless of tumor location
[85-87]. Based on these data, pembrolizumab received EMA approval in
2022 for advanced dMMR/MSI tumors (stomach, small intestine, biliary
tract, endometrium) pretreated with at least one line of chemotherapy.
However, in France, immunotherapy is not reimbursed for this
indication.

5.3. Third and later-line treatment

The current recommended therapeutic algorithm is summarized in
Figure 3b.

5.3.1. Trifluridine/tipiracil

Trifluridine/tipiracil is an oral chemotherapy that showed in the
phase 3 TAGS study a significant improvement in overall survival versus
supportive care alone (HR=0.69) in patients pretreated with at least two
lines of chemotherapy [88]. Trifluridine/tipiracil is approved and
reimbursed in France for this indication.

5.3.2. Chemotherapy

Cytotoxic chemotherapy based on taxane or irinotecan, if not pre-
viously used, can be discussed as a therapeutic option despite the
absence of demonstration of its efficacy in third and later-line.

5.3.3. Recommendations
First-line treatment of HER2-negative metastatic disease

e Addition of anti-PD1 to doublet chemotherapy is recommended in
case of PD-L1 positive tumor with nivolumab for CPS> 5, pem-
brolizumab for CPS> 10 (EMA approval for CPS>1), and tislelizu-
mab for TAP> 5% [recommendation: grade A].

e Addition of zolbetuximab to doublet chemotherapy is recommended
for tumors with moderate to strong expression of claudin18.2 in
> 75% of positive tumor cells [recommendation: grade A].

e Immune checkpoint inhibitors alone or combined with chemo-

therapy are recommended for dAMMR/MSI tumors [recommendation:

grade C].

Docetaxel-triplet first-line chemotherapy based on TFOX regimen is

recommended for selected patients (age <70 years and/or ECOG PS

0) with biomarker-negative tumors [recommendation: grade A].

First-line treatment of HER2-positive metastatic disease

First-line doublet chemotherapy with trastuzumab is recommended
[recommendation: grade A].

e Addition of pembrolizumab to trastuzumab plus doublet chemo-
therapy is recommended for PD-L1 positive CPS> 1 [recommenda-
tion: grade A].

Second-line treatment

e Ramucirumab plus paclitaxel is recommended [recommendation:
grade A], while ramucirumab monotherapy is an alternative option
for patients with contraindications to paclitaxel [recommendation:
grade B].

e Chemotherapy based on taxane (paclitaxel or docetaxel) or irinote-

can monotherapy [recommendation: grade A] or FOLFIRI [expert

agreement] is recommended.

Trastuzumab-deruxtecan is recommended for patients with HER2

positive tumors who have received previous trastuzumab-based

chemotherapy [recommendation: grade A]. A new biopsy is rec-
ommended to verify HER2 positivity status before trastuzumab-
deruxtecan [expert agreement].
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e Pembrolizumab is recommended for patients with dMMR/MSI tu-
mors not pre-treated with anti-PD1 [recommendation: grade C].

Third and later-line treatment

e Trifluridine-tipiracil is recommended [recommendation: grade A].

e Alternative options include taxane or irinotecan or FOLFIRI, if not
previously administered [expert agreement].

e Trastuzumab-deruxtecan if not received previously is recommended
for patients with HER2 positive tumors who have received previous
trastuzumab-based chemotherapy [recommendation: grade B]. A
new biopsy is recommended to verify HER2 positivity status before
trastuzumab-deruxtecan [expert agreement].

6. Follow-up

To date, no data published in the literature have shown that sys-
tematic follow-up improves patient survival. Nevertheless, follow-up
allows for early detection of recurrences, management of symptoms,
and prevention of nutritional deficiencies [89,90]. Follow-up should
primarily concern patients who may be able to receive a local and/or
systemic chemotherapy.

Recommendations

Dietary support with deficiencies in vitamin B12, iron and minerals
should be monitored and supplemented if needed [expert
agreement].
e An initial follow-up endoscopy should be performed 3-6 months
after endoscopic resection of an early gastric cancer [expert
agreement].
Physical assessment and blood tests every 3-6 months for 5 years
after surgical resection can be recommended [expert agreement].
¢ Imaging assessment (CT-scan of thorax, abdomen and pelvis or other
appropriate assessments such as MRI) twice a year for 5 years after
surgical resection can be recommended [expert agreement].
e In metastatic disease, imaging assessment (CT-scan of thorax,
abdomen and pelvis or other appropriate assessments such as MRI)
every 6-12 weeks can be recommended to monitor efficacy of
treatment and adapt therapeutic changes [expert agreement].

7. Conclusion

These French intergroup guidelines provide an updated framework
for the management of gastric and GEJ adenocarcinoma, covering
diagnosis, risk assessment, staging, and therapeutic strategies. They
emphasize a multidisciplinary approach, including endoscopic evalua-
tion, imaging, surgical resection with adequate lymphadenectomy, and
perioperative chemotherapy as standard of care for locally advanced
disease. Radiotherapy has a limited role in gastric cancer since adjuvant
or neoadjuvant radiotherapy is generally not recommended after
adequate surgery, while palliative radiotherapy may be used in selected
cases for symptom control, such as bleeding.

A key recent advance is the addition of durvalumab to perioperative
FLOT, which improves clinical outcomes irrespective of PD-L1 expres-
sion. In metastatic disease, molecular profiling enables personalized
medicine through the use of HER2-directed therapies, claudin18.2-
targeted agents, and immune checkpoint inhibitors for biomarker-
selected populations, all of which have demonstrated significant im-
provements in survival. Molecular overlap exists among these bio-
markers, and ongoing clinical trials are exploring the potential of
combining immunotherapy with targeted therapies to further optimize
patient selection and clinical outcomes.

These recommendations can serve as a practical guide beyond France
and are broadly applicable across Europe, although national healthcare
systems and regulatory approvals may influence accessibility. Notably,
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differences exist across European countries regarding PD-L1 thresholds
for immunotherapy. Ongoing clinical trials and novel drug development
are expected to further refine treatment paradigms, particularly in
advanced and biomarker-defined populations. By integrating current
evidence and emerging therapies, these guidelines aim to support cli-
nicians in delivering personalized, evidence-based care while antici-
pating future innovations in gastric cancer management.
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