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The European Society for Medical Oncology (ESMO) Clinical Practice Guidelines for the diagnosis, treatment and follow-
up of patients with gastric cancer (GC), published in late 2022 and the updated ESMO Gastric Cancer Living Guideline
published in July 2023, were adapted in August 2023, according to previously established standard methodology, to
produce the Pan-Asian adapted (PAGA) ESMO consensus guidelines for the management of Asian patients with GC.
The adapted guidelines presented in this manuscript represent the consensus opinions reached by a panel of Asian
experts in the treatment of patients with GC representing the oncological societies of China (CSCO), Indonesia
(ISHMO), India (ISMPQ), Japan (JSMO), Korea (KSMOQO), Malaysia (MOS), the Philippines (PSMO), Singapore (SSO),
Taiwan (TOS) and Thailand (TSCO), coordinated by ESMO and the Japanese Society of Medical Oncology (JSMO).
The voting was based on scientific evidence and was independent of the current treatment practices, drug access
restrictions and reimbursement decisions in the different Asian regions represented by the 10 oncological societies.
The latter are discussed separately in the manuscript. The aim is to provide guidance for the optimisation and
harmonisation of the management of patients with GC across the different regions of Asia, drawing on the evidence
provided by both Western and Asian trials, whilst respecting the differences in screening practices, molecular
profiling and age and stage at presentation. Attention is drawn to the disparity in the drug approvals and
reimbursement strategies, between the different regions of Asia.
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INTRODUCTION

With over a million estimated new cases globally in 2020,
gastric cancer (GC) is the sixth most common cancer (5.6%
of all new cases) and the third highest cause of cancer death
(7.7% of all cancer deaths)." Both the incidence of and
deaths from GC were almost twice as high for men as for
women,” and East Asia accounts for over half of all GC cases
worldwide."?

Based on the site/location of the tumour, GC is classified
as either proximal GC [including the cardia and oesopha-
gogastric junction (OGJ)] or distal GC (of the antrum/pylo-
rus), which have different aetiologies. Proximal GC is
associated with oesophageal reflux and obesity and is more
common in Western countries; Epstein-Barr virus-positive
GC is more common in the upper part and body of the
stomach and has a similar prevalence in Asia to elsewhere.
Distal GC is principally associated with chronic Helicobacter
pylori infection. Globally, the incidence of distal gastric
adenocarcinoma is twice that of proximal gastric adeno-
carcinoma,’ although this ratio does vary between and
within countries. Also, an increase in the incidence of
proximal OGJ cancers has been reported in Japan.”

As for GC as a whole, the highest rates for both subtypes
are seen in Eastern/Southeastern Asia.> Helicobacter pylori
infection, dietary and lifestyle factors® as well as genetics®’
are all thought to play a role in GC development. Heli-
cobacter pylori infection is a major factor in distal GC
development.® In China, a case-cohort study showed that
78.5% of distal and 62.1% of proximal GC cases could be
attributed to H. pylori infection.® Also, a meta-analysis
revealed that the prevalence of H. pylori in distal GC
cases in China was 66.5% (ranging from 53.1% in Northern
China to 78.9% in Northwest China), based on the pooled
data from 55 studies.’® Meanwhile, in Malaysia, ~70% of
GC cases were shown to be distal GC,** except for one small
study,"* which showed proximal GC to be the prevalent
subtype, seen in 14/23 (61%) patients, from a region of
northeastern Malaysia reported to have one of the lowest
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rates of H. pylori infection in the world and an exceptionally
low incidence of GC. A systematic review and meta-analysis
also found an association between proximal GC and
H. pylori infection for East Asia with a population attribut-
able fraction of 60.7%."° The role played by H. pylori
infection is further highlighted by a Taiwanese study where
a population-based eradication of H. pylori resulted in a
reduction in the incidence of GC by 53% between 2004 and
2016.* Also, a meta-analysis of data from six randomised
trials, five of which were conducted in Asian populations, of
healthy and asymptomatic individuals who tested positive
for H. pylori, found that H. pylori eradication therapy
reduced the risk of developing GC by a third.* For regions
with a high incidence of GC, a recent global consensus
meeting in Taipei agreed that a screen-and-treat strategy
for H. pylori infection in young adults should be
recommended.*®

The most recent European Society for Medical Oncology
(ESMO) Clinical Practice Guidelines for the diagnosis, treat-
ment and follow-up of patients with GC were published in
2022° with the ESMO Gastric Cancer Living Guideline, v1.1
published in July 2023 (https://www.esmo.org/living-guide
lines/esmo-gastric-cancer-living-guideline).’” Therefore, a
decision was taken by ESMO and the Japanese Society of
Medical Oncology (JSMO) that these latest ESMO guidelines
should be adapted to provide updated Pan-Asian guidelines
for the management and treatment of GC in patients of Asian
ethnicity. This manuscript summarises the Pan-Asian adapted
guidelines developed and agreed at a face-to-face working
meeting that took place in Tokyo on 26 August 2023, hosted
by JSMO. Each recommendation is accompanied by the level
of evidence, grade of recommendation (Supplementary
Table S1, available at https://doi.org/10.1016/j.esmoop.202
3.102226) and the percentage consensus reached, together
with the ESMO-Magnitude of Clinical Benefit Scale (ESMO-
MCBS) and ESMO Scale for Clinical Actionability of molecular
Targets (ESCAT) scores as appropriate.

METHODOLOGY

This Pan-Asian adaptation of the current ESMO Clinical
Practice Guidelines,” and associated updates,’’ was pre-
pared in accordance with the principles of ESMO standard
operating procedures (https://www.esmo.org/Guidelines/
ESMO-Guidelines-Methodology) and was a JSMO-ESMO
initiative endorsed by the Chinese Society of Clinical
Oncology (CSCO), the Indonesian Society of Hematology
and Medical Oncology (ISHMO), the Indian Society of
Medical and Paediatric Oncology (ISMPO), the Korean So-
ciety of Medical Oncology (KSMO), the Malaysian Onco-
logical Society (MOS), the Philippine Society of Medical
Oncology (PSMO), the Singapore Society of Oncology (SSO),
the Taiwan Oncology Society (TOS) and the Thai Society of
Clinical Oncology (TSCO). An international panel of experts
was selected from the JSMO (n = 7), the ESMO (n = 5)
and two experts from each of the nine other oncological
societies. Only two of the seven expert members from
the JSMO (HK and YN) were allowed to vote on the
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Table 1. Summary of Asian consensus recommendations for the treatment of patients with gastric cancer

Recommendations

Acceptability

consensus
1: Epidemiology
la. If a familial cancer syndrome is suspected, referral to a geneticist for assessment is recommended [V, A]. 100%
1b. Population-based endoscopic screening of asymptomatic individuals is only recommended in regions with a very high incidence of gastric 100%
cancer [V, B].
2: Diagnosis, pathology and molecular biology
2a. Diagnosis should be made from multiple (5-8) endoscopic biopsies to guarantee an adequate representation of the tumour [IV, B]. 100%
2b. The histological diagnosis should be reported according to WHO criteria [V, B]. 100%
2c. HER2 expression by IHC and/or amplification by in situ hybridisation [I, A; ESCAT score: I-A], PD-L1 by IHC according to CPS [I, A] and 100%
MSI-H/dMMR [Il, A; ESCAT score: I-B] are validated predictive biomarkers. Claudin 18.2 expression by IHC [I, A; ESCAT score: I-A] may be
examined, if available.
3: Staging
3a. Initial staging and risk assessment should include physical examination, full and differential blood count, liver and renal function tests, 100%
upper gastrointestinal endoscopy and a contrast-enhanced CT scan of the thorax and whole abdomen including the pelvis [V, A].
3b. FDG—PET—CT is not routinely recommended [lll, C]. 100%
3c.
3c-i. Upfront surgery: Diagnostic laparoscopy and peritoneal washings for cytology should be considered for selected patients with resectable 100%
gastric cancer [lll, B].
3c-ii. Perioperative ChT: Diagnostic laparoscopy and peritoneal washings for cytology are recommended for patients with resectable gastric 100%
cancer who are candidates for perioperative ChT [lll, B].
3d. The TNM stage should be recorded according to the 8th edition of the AJCC/UICC staging manual [ref] [IV, A]. 100%
4: Localised gastric cancer
4a. Multidisciplinary treatment planning before any treatment decision is mandatory [IV, B]. 100%
4b. Endoscopic or surgical resection alone is appropriate for selected very early tumours (stage 1A) [lll, B]. 100%
4c. Patients should undergo D2 resection in a high-volume surgical centre [Il, B]. 100%
5: Perioperative chemotherapy
Sa. Peri-operative (pre- and post-operative) chemotherapy should be considered for selected patients with stage >IB resectable gastric cancer 100%
[1, Al
5b. Doublet/triplet ChT regimens are recommended [lI, A]. 100%
Sc. For patients who are candidates for a triplet ChT regimen, FLOT [ESMO-Magnitude of Clinical Benefit Scale (ESMO-MCBS) v1.1 score: A] 100%
or DOS [ESMO-MCBS v1.1 score: A] are recommended [ll, A].
5d. For patients who are candidates for doublet perioperative chemotherapy, a combination of a fluoropyrimidine with oxaliplatin or cisplatin 100%
is recommended [II, B].
6: Adjuvant treatment
6a. For patients with stage Il gastric cancer who have undergone surgery without administration of preoperative chemotherapy, adjuvant 100%
chemotherapy is recommended [I, A].
6b. For patients who have undergone surgery with clear margins (RO), post-operative RT has no added benefit and should not be given [I, D]. 100%
6¢c. For patients undergoing peri- or post-operative chemotherapy, the addition of post-operative RT has no added benefit and should not be 100%
given [l, E].
6d. For patients who have not received preoperative chemotherapy and have not undergone an appropriate D2 lymphadenectomy, adjuvant 100%
CRT can be considered [I, C].
6e. For patients who have undergone surgery with involved margins (R1), adjuvant RT or CRT might be considered as an individual recommen- 100%
dation, but is not standard [IV, C].
6f. For patients with MSI-H gastric cancer who have undergone curative surgery, adjuvant ChT should be carefully considered [IV, C]. 100%
7: First-line therapy
7a. First-line chemotherapy with a platinum and fluoropyrimidine is recommended. Oxaliplatin is preferred, especially for older patients [I, A]. 100%
S-1 is commonly used in Asian patients [I, A].
7b. Due to higher levels of toxicity and uncertain survival benefit over recommended doublet regimens, first-line taxane-based triplet 100%
chemotherapy is not recommended as a standard approach [I, C].
7c. Fluoropyrimidine monotherapy or in combination with irinotecan or a taxane can be considered an alternative option for patients who do 100%
not tolerate platinum compounds [lI, B].
7d. If available, the addition of zolbetuximab to ChT can also be considered for patients with claudin-18.2-positive, HER2-negative tumours in 100%
the first-line metastatic disease setting.”’*® (At time of writing, this combination has not been approved by the regulatory authorities).
8: First-line therapy in patients with PD-L1-positive disease
8a. Nivolumab—chemotherapy is recommended for advanced, untreated gastric, OGJ and oesophageal cancer with a PD-L1 CPS >5 [, A; 100%
ESMO-MCBS v1.1 score: 4].
8b. If available, the addition of pembrolizumab to chemotherapy can also be considered for patients with HER2-negative OGJ and gastric 100%
tumours in the first-line metastatic disease setting especially for those with higher levels of tumour PD-L1 expression.’®
9: First-line therapy in patients with HER2-positive diseases
9a. Trastuzumab—chemotherapy is recommended in patients with HER2-positive tumours [I, A; ESMO-MCBS v1.1 score: 3; ESCAT score: I-A]. 100%
10: Surgery for metastatic gastric cancer
10a. Gastrectomy is not recommended in metastatic gastric cancer unless required for palliation of symptoms [, D].** 100%
10b. Resection of metastases cannot be recommended in general but might be considered as an individual approach in highly selected cases 100%
with oligometastatic disease and response to chemotherapy [V, C].
11: Second- and later-line treatment
11a. Ramucirumab—paclitaxel is recommended for second-line treatment of gastric cancer [I, A; ESMO-MCBS v1.1 score: 2]. Ramucirumab 100%
monotherapy is also an option [I, B; ESMO-MCBS v1.1 score: 1].
11b. Where ramucirumab is not available, paclitaxel, docetaxel or irinotecan monotherapy [l, A] or FOLFIRI [Il, B] are recommended. 100%
12: Second- and later-line treatment in patients with MSI-H disease
12a. Pembrolizumab is recommended for second-line treatment of patients with MSI-H/dMMR gastric cancer [lI, A; ESMO-MCBS v1.1 score: 3; 100%
ESCAT score: I-B].
Continued
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Table 1. Continued

Recommendations

Acceptability
consensus

considered when possible.
14: Chemotherapy for third- and later-line treatment

Alternative treatments include a taxane or irinotecan [ll, B].
15: Supportive care and nutrition

deterioration [IV, B].

candidates for further cancer specific therapies [IV, B].

13: Second- or further-line treatment in patients with HER2-positive disease

13a. Treatment with trastuzumab is not recommended after first-line therapy in HER2-positive advanced gastric cancer [l, D]. 100%

13b. Trastuzumab deruxtecan (T-DXd) is recommended as third- or later-line therapy for patients with HER2-positive advanced gastric cancer 100%
who have received a prior trastuzumab-based regimen [I, A; ESMO-MCBS v1.1 score: 4;]. Re-biopsy before T-DXd treatment may be

14a. For patients previously treated with two lines of therapy, trifluridine—tipiracil is recommended [I, A; ESMO-MCBS v1.1 score: 3]. 100%

15a. Care for patients with gastric cancer should include an early palliative care referral and nutritional support [I, A]. 100%
15b. Supportive care including low-dose olanzapine with dietary support may be considered to improve appetite and weight gain [, B]. 100%
16: Follow-up, long-term implications and survivorship

16a. Regular follow-up is recommended for investigation and treatment of symptoms, psychological support and early detection of recurrence 100%

[, B].

16b. Follow-up should be tailored to the individual patient and stage of disease [V, B]. 100%
16c. Dietary support is recommended with attention to vitamin and mineral deficiencies [V, B]. 100%
16d. In the advanced disease setting, regular follow-up is recommended to detect symptoms of disease progression before significant clinical 100%

16e. Radiological investigations, specifically CT of the thorax and abdomen, should be carried out every 6-12 weeks in patients who are 100%

5-FU, 5-fluorouracil; AJCC, American Joint Committee on Cancer; ChT, chemotherapy; CPS, combined positive score; CRT, chemoradiotherapy; CT, computed tomography; CY+,
positive peritoneal cytology; dMMR, defective mismatch repair; DOS, docetaxel, oxaliplatin and S-1; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; ESMO-MCBS,
ESMO-Magnitude of Clinical Benefit Scale; FDG—PET, [**F]2-fluoro-2-deoxy-D-glucose—positron emission tomography; FOLFIRI, folinic acid, 5-FU and irinotecan; FLOT, fluo-
ropyrimidine, oxaliplatin and docetaxel; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; MSI, microsatellite instability; MSI-H, microsatellite
instability-high; OGJ, oesophagogastric junction; PD-L1, programmed death-ligand 1; PET, positron emission tomography; R1, microscopic tumour at the margin; RT, radiotherapy;
S-1, tegafur—gimeracil—oteracil; T-DXd, trastuzumab deruxtecan; TNM, tumour—node—metastasis; UICC, Union for International Cancer Control; WHO, World Health

Organization.

recommendations together with the experts from each of
the nine other Asian oncology societies (n = 20). All 20
Asian experts provided comments on the pre-meeting sur-
vey and one consensus response per society (see
Supplementary Table S2, available at https://doi.org/10.
1016/j.esmoop.2023.102226). Only one voting member
per Asian society was present at the face-to-face meeting.
None of the additional JSSMO members and none of the
ESMO experts were allowed to vote and were present in an
advisory role only (see Methodology in the Supplementary
Material, available at https://doi.org/10.1016/j.esmoop.
2023.102226). All the Asian experts (n = 20) approved
the revised recommendations.

RESULTS

A. Scientific adaptations of the ESMO recommendations

In the initial pre-meeting survey, the 20 voting Asian
experts reported on the ‘acceptability’ of the 38 recom-
mendations for the diagnosis, treatment and follow-up of
patients with GC from the most recent ESMO Clinical
Practice Guidelines (Supplementary Table S2, available at
https://doi.org/10.1016/j.esmo0p.2023.102226), in the 16
categories outlined in the text below and in Table 1. A lack
of agreement in the pre-meeting survey was established for
23 recommendations (Supplementary Table S2, available at
https://doi.org/10.1016/j.esmo0p.2023.102226), 16 of
which were discussed at the face-to-face working meeting
in Tokyo to adapt the recently published ESMO Clinical
Practice Guidelines® and associated ESMO Gastric Cancer
Living Guideline v1.1."” The remaining seven incidences of

4 https://doi.org/10.1016/j.esmoop.2023.102226

discrepancy related to the ‘applicability’ of the proposed
recommendations in certain of the Asian countries/regions
and not their ‘scientific acceptability’ (see Results in the
Supplementary Material, available at https://doi.org/10.
1016/j.esmo00p.2023.102226).

1. Epidemiology—recommendations 1a-b

The Pan-Asian panel of experts agreed with and accepted
completely (100% consensus) the original ESMO recom-
mendations, ‘recommendations 1a and b’ (Table 1), without
change.

In relation to ‘recommendation 1b’, and as outlined
above in the introduction, there is clear evidence that
eradication of H. pylori is associated with a reduction in the
incidence of GC.*>*¥2° As a consequence, population- and
endoscopy-based screening programmes have been intro-
duced in high-risk regions such as China, Taiwan, Japan and
South Korea, resulting in higher detection rates for early-
stage GC and improved mortality.”*** Population-based
endoscopic screening of asymptomatic individuals is not
recommended for countries with a low incidence of GC.>*’

2. Diagnosis, pathology and molecular biology—

recommendations 2a-c

The Pan-Asian panel of experts agreed with and accepted
completely (100% consensus) the original ESMO recom-
mendations, ‘recommendations 2a-c’ (Table 1), without any
change to ‘recommendation 2b’ (see Supplementary
Table S2, available at https://doi.org/10.1016/j.esmoop.
2023.102226), following discussion of the use of the
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World Health Organization (WHO) criteria for the histolog-
ical diagnosis of patients in Japan. Currently, it is usual for
the histopathological findings for patients in Japan to be
reported according to the Japanese Gastric Cancer Associ-
ation classification,”® with the WHO classification’® used
only for those entered into global clinical trials. Going for-
ward the intention is to recommend that both classification
systems are used together in Japan.

The molecular profiles of each tumour should be deter-
mined where possible for metastatic or unresectable GC
including human epidermal growth factor receptor 2 (HER2)
expression, programmed death-ligand 1 (PD-L1) and mi-
crosatellite instability/deficiency in mismatch repair (MSI/
dMMR) status validated as predictive biomarkers.>"’
Knowledge of MSI/dMMR status is important for patients
with resectable disease (see ‘recommendation 6f' below).
Claudin 18.2 [claudin-18 isoform 2 (CLDN18.2)] expression
may also be examined using immunohistochemistry (IHC), if
the test is available. The therapeutic monoclonal antibody
zolbetuximab binds CLDN18.2-positive GC cells and has
recently been shown to improve clinical outcomes when
combined with chemotherapy (ChT) in the treatment of
patients with GC*”*® (see ‘recommendation 7d’ Table 1 and
Section 8 below).

3. Staging—recommendations 3a-d

The Pan-Asian panel of experts agreed with and accepted
completely (100% consensus) the original ESMO recom-
mendations, ‘recommendations 3a-d’ (Table 1), following
discussion and revision of ‘recommendations 3a and 3c’.

The original ‘recommendation 3a’ was revised to be more
precise, particularly in relation to the inclusion of a
computed tomography (CT) scan of the pelvis. Thus, the
original ESMO recommendation was reworded as per the
additions made in bold text, below and in Table 1.
3a. Initial staging and risk assessment should include phys-

ical examination, full and differential blood count, liver
and renal function tests, upper gastrointestinal endos-
copy and a contrast-enhanced CT scan of the thorax
and whole abdomen including the pelvis
(Supplementary Table S3, available at https://doi.org/
10.1016/j.esmo0p.2023.102226) [V, A, consensus =
100%].

In relation to ‘recommendation 3¢, there was considerable
discussion regarding the use of diagnostic laparoscopy. The
Japanese experts did not consider routine diagnostic laparos-
copy essential for all patients due to the fact that perioperative
ChT is not the standard of care for all patients in Japan. Typi-
cally, the peritoneal cavity is inspected at the time of surgery
with diagnostic laparoscopy part of the procedure before
resection. However, the Japanese experts did recommend
diagnostic laparoscopy for selected patients with a relatively
high risk of peritoneal dissemination such as those with
macroscopic type 4 or large type 3 disease as per the Japanese
GC treatment guidelines.””> The Korean experts said that
consideration should be given to the feasibility of diagnostic
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laparoscopy and peritoneal washings in the real-world setting.
The proposal was that laparoscopy should only be undertaken
if peritoneal seeding was suspected based on CT scans or a
physical examination, and positron emission tomography (PET)
used if needed to ensure no distant metastases are present, as
recommended for the Korean phase Ill PRODIGY trial.”® The
Chinese experts held the view that diagnostic laparoscopy
could improve the diagnostic rates of occult metastasis within
the abdominal cavity. Before neoadjuvant therapy (for T3-4 or
N-+ cases), explorative laparoscopic staging and cytological
examination of intraperitoneal washings are recommended in
the CSCO guidelines. The representatives of the other onco-
logical societies present thought that the ESMO recommen-
dation would be challenging for some treatment centres.
Thus, the original ESMO recommendation 3c below:
3c. Diagnostic laparoscopy and peritoneal washings for
cytology are recommended for patients with resectable
gastric cancer who are also candidates for perioperative
ChT [lll, B]. Patients with CY+ are uncertain candidates
for curatively-intended surgical resection, was revised by
dividing it into two recommendations (i) for patients
with resectable GC recommended for upfront surgery
and (ii) those patients with resectable GC recommen-
ded for perioperative ChT (see below and Table 1).
3c-i. Diagnostic laparoscopy and peritoneal washings
for cytology should be considered for selected
patients with resectable gastric cancer and a
risk of peritoneal metastasis [lll, B; consensus =
100%].
3c-ii. Diagnostic laparoscopy and peritoneal washings
for cytology are recommended for patients with
resectable gastric cancer who are candidates for
perioperative ChT [lll, B; consensus = 100%].

It should be noted that patients with positive peritoneal
cytology (CY+ disease) are uncertain candidates for surgery
with curative intent, although some CY+ Asian patients
achieve long survival,®® and the benefits of diagnostic
staging laparoscopy and peritoneal washings are uncertain
for patients with early cT1-cT2, and cNO disease.**>*

4. Localised gastric cancer—recommendations 4a-d

The Pan-Asian panel of experts agreed with and accepted
completely (100% consensus) the original ESMO recom-
mendations, ‘recommendations 4a, b and d’ (Table 1).
However, following discussion at the face-to-face meeting,
the original ‘recommendation 4c¢’ below was deleted (100%
consensus) and the original ‘recommendation 4d’ renum-
bered as 4c in Table 1.
4c. For stage IB-lll gastric cancer, peri-operative therapy

and radical gastrectomy is recommended [l, A].

This was because in Eastern Asia, upfront D2 gastrectomy
followed by adjuvant ChT is still the standard of care for
most GC cases due to the fact that GCs are detected at an
earlier stage and patients have a more favourable prognosis
than most non-Asian GC patient populations.
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Localised gastric cancer

Stage IA
T1 NO MO

Stage IB-III
>T1 and/or >NO MO

Endoscopic? or surgical
resection®
[1IT, B]

Multimodality treatment

Preoperative ChT€

1 e
L Al No preoperative ChT

Radical gastrectomyd
D2 lymphadenectomy
(L, Al

Radical gastrectomyd
D2 lymphadenectomy
(L, Al

Postoperative ChTf9h
[, A] for pStage II-III

Postoperative ChT¢
I A]

Figure 1. Algorithm for the treatment of localised gastric cancer.

Burgundy boxes: general categories or stratification; orange boxes: surgery; white boxes: other aspects of management; blue boxes: systemic anticancer therapy.
ChT, chemotherapy; MSI-H, microsatellite instability-high; N, node; R1, microscopic tumour at the margin; RT, radiotherapy.

®Endoscopic resection indicated if: (i) confined to mucosa; (i) well-differentiated G1-2; (i) <2 cm; (iv) non-ulcerated. Endoscopic resection to be considered if no more
than two expanded criteria are met according to Pimentel-Nunes et al.””

bLymph node dissection for T1 tumours may be confined to perigastric lymph nodes and include local N2 nodes (D1+ lymphadenectomy, with variation in nodal groups
dissected according to site of tumour).

“Peri-operative (pre- and post-operative) chemotherapy should be considered for selected patients with stage >IB resectable gastric cancer [I, A]. Doublet/triplet ChT
regimens are recommended [II, A].

9Subtotal gastrectomy may be carried out if a macroscopic proximal margin of >3 cm can be achieved. For cancers of the poorly cohesive/diffuse subtype, a margin of
>5 c¢m is advocated.

€For patients with stage >Il gastric cancer who have undergone surgery without administration of preoperative ChT. A perioperative approach may be considered as
adjuvant ChT is less well tolerated than neoadjuvant ChT and neoadjuvant therapy leads to tumour downsizing, allowing for more curative resections.

‘Doublet ChT containing a fluoropyrimidine plus oxaliplatin or docetaxel for a total duration of 6 months is recommended. S-1 monotherapy for 1 year is also accepted in
East Asia as standard adjuvant ChT after D2 gastrectomy. However, S-1 monotherapy has been shown to have limited survival benefits in patients with stage Ill GC, and
doublet regimens are recommended for the adjuvant treatment of these patients.

8For patients with an R1 resection, adjuvant RT or ChT might be considered as an individual recommendation but is not standard.

"For patients with MSI-H gastric cancers who have undergone surgery, adjuvant ChT should be carefully considered.

A proposed algorithm for the treatment of localised
gastric cancer is presented in Figure 1.

5. Perioperative chemotherapy—recommendations 5a-d

The Pan-Asian panel of experts failed to agree with the
original ESMO recommendations, ‘recommendations 5a-d’
(see Supplementary Table S2, available at https://doi.org/
10.1016/j.esmoop.2023.102226).

The original ESMO recommendation, ‘recommendation
5a’ (Supplementary Table S2, available at https://doi.org/
10.1016/j.esmoop.2023.102226), proposing perioperative

6 https://doi.org/10.1016/j.esmoop.2023.102226

ChT (which is the standard of care in Europe and other
Western countries) for patients with stage >IB resectable
GC based on two European phase IlI trials,**® was not
accepted by 5 of the 10 Asian oncology societies.

This was because, as stated in Section 4 above, patients
in Asia generally present with earlier-stage GC and upfront
surgery followed by adjuvant ChT is still the standard of
care. The Asian phase Il PRODIGY* and RESOLVE®"® trials
of perioperative ChT in patients with cT2-3N-+ or cT4Nany
and cT4aN+ or cT4bNany patients, respectively, reported a
benefit for perioperative ChT with the survival benefit
greatest in those patients with cTAN+ disease, as suggested
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by the updated analysis of overall survival (0OS) from the
PRODIGY trial.*® Of note, the phase Il Japanese JCOG 0501
trial failed to show an improvement in OS from the addition
of neoadjuvant tegafur—gimeracil—oteracil (S-1) plus
cisplatin compared with surgery followed by adjuvant S-1,
for patients with type 4 or large type 3 GC.*° In the Japa-
nese GC treatment guidelines,*’ preoperative ChT is rec-
ommended in selected patients with large lymph nodes,
and generally in everyday clinical practice in Japan periop-
erative ChT is only used to treat patients with either bulky
lymph node metastases or cT4b disease. Similarly, in Korea
and Singapore, perioperative ChT is only considered for the
treatment of patients with cT4 or bulky lymph node-
positive disease.

Thus, ‘recommendation 5a’ was revised as per the bold
text below and in Table 1, to read as follows:

5a. Peri-operative (pre- and post-operative) ChT should be
considered for selected patients with stage >IB resect-
able gastric cancer [I, A; consensus = 100%].

The original ‘recommendation 5b’ recommending the use
of a triplet ChT regimen, comprising a fluoropyrimidine, a
platinum compound and docetaxel perioperatively when
possible, was not accepted by 4 of the 10 Asian oncology
societies (see Supplementary Table S2, available at https://
doi.org/10.1016/j.esmo0p.2023.102226). The data for
triplet regimens in Asia are limited.

As a consequence, ‘recommendation 5b’ was revised to
read as follows below and in Table 1:

5b. Doublet/triplet ChT regimens are recommended [lI,
A; consensus = 100%].

A triplet ChT regimen comprising a fluoropyrimidine,
oxaliplatin and docetaxel (FLOT) has been shown to
demonstrate high efficacy in fit patients with GC in a phase
lI-ll European trial.** For patients unable to tolerate a
triplet regimen, a combination of a fluoropyrimidine and
oxaliplatin may be an alternative.

The original ‘recommendation 5¢’ recommending the
triplet FLOT regimen (see Supplementary Table S2, available
at https://doi.org/10.1016/j.esmo0p.2023.102226) was not
accepted by four of the Asian oncology societies.

The experts from both China and Japan support the use
of doublet ChT regimens, and whether triplet FLOT ChT is
suitable for use in Asian patients in this setting remains to
be established. However, data from the Korean phase llI
PRODIGY trial suggest that the addition of preoperative
docetaxel, oxaliplatin and S-1 (DOS) to D2 gastrectomy and
adjuvant S-1 leads to significant tumour downstaging and
improved progression-free survival (PFS) and OS, with an
acceptable safety profile, in patients with locally advanced
gastric or OGJ adenocarcinomas and should be considered
as a treatment option for resectable advanced GC.>**° Of
note, the recently reported results of the phase Il MAT-
TERHORN study comparing FLOT plus durvalumab versus
FLOT plus placebo, which included around 20% of patients
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from Asian countries, raised no major safety concerns
resulting from the addition of durvalumab.*®

As a consequence, the original ‘recommendation 5¢” was
reworded to read as follows, below and in Table 1.

5c. For patients who are candidates for a triplet ChT
regimen, FLOT [ESMO-Magnitude of Clinical Benefit
Scale (ESMO-MCBS) v1.1 score: A] or DOS [ESMO-
MCBS v1.1 score: A] are recommended [ll, A;
consensus = 100%)].

The original ‘recommendation 5d’ (see Supplementary
Table S2, available at https://doi.org/10.1016/j.esmoop.
2023.102226) was also not accepted by four of the Asian
oncology societies and as a consequence was reworded as
per the bold text below and in Table 1 to read as follows:

5d. For patients who are candidates for doublet perioper-
ative ChT, a combination of a fluoropyrimidine with
oxaliplatin or cisplatin is recommended [ll, B;
consensus = 100%)].

It should be noted that many of the Asian experts did not
favour the use of perioperative ChT at this time, and even
for stage Il disease adjuvant doublet ChT is generally the
preferred treatment strategy. The results of trials that have
recruited patients with earlier-stage gastric and OGJ cancers
than the Korean PRODIGY trial”® and the Chinese
RESOLVE®’ trial of perioperative S-1 plus oxaliplatin (SOX),
which showed a clinically meaningful improvement
compared with adjuvant therapy, are eagerly awaited.

6. Adjuvant treatment—recommendations 6a-f

The Pan-Asian panel of experts failed to agree with the
original ESMO recommendations, ‘recommendations 6a and
6f’" (see Supplementary Table S2, available at https://doi.
org/10.1016/j.esmo0p.2023.102226).  The comments
relating to ‘recommendations 6b, d and e’ were unrelated
to their acceptability from a scientific point of view, and
‘recommendations 6b-e’ were accepted at the face-to-face
meeting without change (100% consensus).

There was considerable discussion around the original
ESMO recommendation, ‘recommendation 6a’ (see
Supplementary Table S2, available at https://doi.org/10.
1016/j.esmoop.2023.102226), with regard to the statement
that patients with resected stage >IB GC should receive
adjuvant ChT. As a consequence, it was agreed that adjuvant
ChT should be recommended only for those patients with
stage >IlI GC based on data from the randomised phase IlI
ACTS-GC trial of S-1, the phase Il CLASSIC trial of capecita-
bine-oxaliplatin (CAPOX) and the phase Ill JACCRO GC-07
trial of S-1 plus docetaxel.***’

Both S-1 for 1 year and CAPOX for 6 months are currently
accepted in East Asia as standard adjuvant ChT regimens for
the treatment of stage Il or Ill GC, after D2 gastrectomy.***°
S-1 monotherapy, however, has been shown to have limited
survival benefits in patients with stage 1l GC, and the
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doublet regimens CAPOX, SOX or S-1 plus docetaxel are
recommended for the adjuvant treatment of these pa-
tients.*”*%°° The optimal number of cycles of CAPOX or
SOX adjuvant ChT for patients with stage Ill GC after D2
resection is being investigated.””

Thus, the wording of ‘recommendation 6a’ was revised as
per the bold text below and in Table 1 to read as follows.

6a. For patients with stage 2Il gastric cancer who have un-
dergone surgery without administration of preopera-
tive ChT, adjuvant ChT is recommended [I, A;
consensus = 100%].

In the case of the original ESMO recommendation,
‘recommendation 6f’ (see Supplementary Table S2, avail-
able at https://doi.org/10.1016/j.esmoop.2023.102226),
regarding patients with MSI-high (MSI-H) GC who have
undergone potentially curative surgery, the representatives
of 6 of the 10 Asian oncology societies did not accept the
part of the recommendation relating to adjuvant therapy.
The general opinion was that there were insufficient data
and that the role of adjuvant ChT in patients with dMMR/
MSI-H GC was not clear,” although some Asian clinicians
still consider adjuvant ChT for this group of patients. There
was some agreement regarding the role of ChT if down-
staging of the tumour was required before surgery.

Thus, ‘recommendation 6f" was revised to read as follows
and in Table 1, with 100% consensus.

6f. For patients with MSI-H gastric cancer who have under-
gone curative surgery, adjuvant ChT should be carefully
considered [V, C; consensus = 100%].

7. First-line therapy—recommendations 7a-d

An algorithm for the proposed first-line treatment of
Asian patients with unresectable advanced and metastatic
GC is presented in Figure 2.

‘Recommendations 7a, b and d’ were accepted at the
face-to-face meeting without change (100% consensus). The
Pan-Asian panel of experts failed to agree with the original
ESMO recommendation ‘recommendation 7c¢’ (see
Supplementary Table S2, available at https://doi.org/10.
1016/j.esmoop.2023.102226). In Japan, docetaxel plus S-1,
S-1 monotherapy, 5-fluorouracil (5-FU) plus paclitaxel and 5
FU/I-leucovorin (LV) are all used in the first-line setting for
patients for whom fluoropyrimidine plus platinum therapy
is not feasible.** Thus, recommendation 7c was revised as
per the bold text below and in Table 1 to read as follows:

7c. Fluoropyrimidine monotherapy or in combination
with irinotecan or a taxane can be considered an alter-
native option for patients who do not tolerate plat-
inum compounds [ll, B; consensus = 100%].

It should be noted that recent results from the French
phase Il GASTFOX-PRODIGE 51 study have reported a
significantly superior 0OS with modified FLOT when
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compared with FOLFOX,? suggesting that a triplet regimen
may be an option in this setting. In contrast, the Japanese
JCOG1013 failed to demonstrate an improvement in OS for
S-1 plus cisplatin plus docetaxel when compared with S-1
plus cisplatin.>®> However, when the low rate of use of
subsequent ChT in the GASTFOX study, compared with
Asian trials, is taken into account, the results are currently
not applicable to the treatment of Asian patients.

In relation to ‘recommendation 7d’, the global phase Il
SPOTLIGHT trial has recently shown the monoclonal anti-
body zolbetuximab, which targets the transmembrane
protein CLDN18.2, to have efficacy in patients with
CLDN18.2-positive, HER2-negative, locally advanced unre-
sectable or metastatic gastric or OGJ adenocarcinomas,
when combined with FOLFOX6.%” Zolbetuximab treatment
showed a significant reduction in the risk of disease pro-
gression or death compared with placebo [hazard ratio (HR)
0.75, 95% confidence interval (Cl) 0.60-0.94, P = 0.0066]. In
the phase Ill GLOW trial, zolbetuximab was combined with
CAPOX in patients with HER2-negative, locally advanced
unresectable or metastatic gastric and OGJ cancers, and met
its primary endpoint of PFS (HR 0.687, 95% CI 0.544-0.866,
P = 0.0007) and key secondary endpoint of OS (median
14.39 months versus 12.16 months, HR 0.771, 95% CI 0.615-
0.965, P = 0.0118), with the benefits greater in Asian than
in non-Asian patients.”® As a consequence, the zolbetux-
imab licence application has been granted priority review
by the Food and Drug Administration (FDA), based on data
from both the SPOTLIGHT and GLOW trials.””** Zolbetux-
imab in combination with an oxaliplatin-based ChT regimen
may represent a new first-line treatment option in these
patients (see ‘recommendation 7d’, Table 1).

At this stage, it is difficult to select either ChT plus zol-
betuximab or ChT plus programmed cell death protein 1
(PD-1) inhibitor because of the absence of direct compari-
sons. Nevertheless, zolbetuximab might be the preferred
choice for patients with PD-L1-negative or low expression
[i.e. combined positive score (CPS) <5] and CLDN18.2-
positive tumours. When dealing with patients who have
overlapping characteristics, such as CPS >5 and CLDN18.2
positivity, choosing between these two regimens becomes
less clear-cut, and either approach could be a reasonable
treatment option.

8. First-line therapy in patients with PD-L1-positive
disease—recommendations 8a-c

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendation,
‘recommendation 8a’ for the addition of the PD-1 inhibitor
nivolumab to ChT in the treatment of patients with
advanced, untreated gastric, OGJ and oesophageal cancer
with a PD-L1 CPS >5 (see Supplementary Table S2, available
at https://doi.org/10.1016/j.esmo0p.2023.102226) based
on data from the phase Ill CheckMate 649 study.””

However, in relation to the original ‘recommendation 8b’
(Supplementary Table S2, available at https://doi.org/10.
1016/j.esmoop.2023.102226), which was actually a
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Advanced/metastatic unresectable oesophagogastric
junction and gastric adenocarcinoma

First-line treatment

e Platinum—fluoropyrimidine doublet ChT? 1, A]

HER2+P

I
l i
PD-L1 CLDN18.2+
CPs 210
1
1

Addition of Addition of

pembrolizumab—
trastuzumab®
[IA; MCBS 2; ESCAT I-A]%d

Addition of
pembrolizumab
[IA; MCBS 3]°

Addition of
nivolumab [IA]"9
or
pembrolizumab [IA]9

pembrolizumab?
[, C; MCBS 4]
or nivolumab’
[IA; MCBS 4]¢

Radical resection to be

considered in highly
selected cases”

Figure 2. Algorithm for the first-line treatment of unresectable advanced or metastatic oesophagogastric junction and gastric cancers.

Burgundy boxes: general categories or stratification; orange boxes: surgery; white boxes: other aspects of management; blue boxes: systemic anticancer therapy; and
grey boxes for agents that are not yet approved.

5-FU, 5-fluorouracil; CHMP, Committee for Medicinal Products for Human Use; ChT, chemotherapy; CPS, combined positive score; EMA, European Medicines Agency;
ESMO, European Society for Medical Oncology; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; FDA, Food and Drug Administration; FISH, fluorescence
in situ hybridisation; HER2, human epidermal growth factor receptor 2; ICl, immune checkpoint inhibitor; IHC, immunohistochemistry; MCBS, ESMO-Magnitude of
Clinical Benefit Scale; OGJ, oesophagogastric junction; PD-L1, programmed death-ligand 1; S-1, tegafur—gimeracil—oteracil.

?Recommended platinum compounds are oxaliplatin or cisplatin. Oxaliplatin is preferred, especially for older patients. Recommended fluoropyrimidines are intravenous
5-FU, oral capecitabine or oral S-1. Fluoropyrimidine monotherapy or a fluoropyrimidine in combination with irinotecan or a taxane can be considered as an alternative
option for patients who do not tolerate platinum compounds.

PHER2 IHC 3+ or IHC 2+ and FISH >2.

“ESMO-MCBS v1.1%° was used to calculate scores for therapies/indications approved by the EMA or FDA. The scores have been calculated by the ESMO-MCBS Working
Group and validated by the ESMO Guidelines Committee (https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-evaluation-forms).

9ESCAT scores apply to genomic alterations only. These scores have been defined by the guideline authors and validated by the ESMO Translational Research and
Precision Medicine Working Group.®*

®Nivolumab—ChT is recommended for advanced, untreated gastric and OGJ cancer with a PD-L1 CPS score >5 (FDA approved without PD-L1 CPS restriction, EMA
approved for PD-L1 CPS >5). Higher PD-L1 expression levels are associated with higher efficacy. CPS 1-4 is associated with borderline efficacy (e.g. HR 0.95 in
CheckMate-649%%).

fPembrolizumab—ChT is recommended for advanced, untreated gastric, OGJ and oesophageal adenocarcinoma with a PD-L1 CPS score >1 (FDA approved without PD-L1
CPS restriction, EMA-CHMP recommended for gastric and OGJ cancer with a PD-L1 CPS >1 [for oesophageal adenocarcinoma with a CPS >10]). Higher PD-L1 expression
levels are associated with higher efficacy. CPS 1-9 is associated with borderline efficacy. Based on positive phase Ill study outcomes, some other PD-1 ICls are available in
China, e.g. tislelizumab, sintilimab, sugemalimab, toripalimab.

8Subgroup analyses from first-line randomised trials such as CheckMate-649, KEYNOTE-062 and KEYNOTE-859, amongst others, consistently demonstrate a large benefit
if PD-1 ICIs are used first line for dMMR/MSI-high gastric cancer, including OGJ adenocarcinomas. This was also demonstrated in pooled data analyses from different
immunotherapy studies.””** Whether chemotherapy should be combined with PD-1 ICls or if PD-1 ICls should be given alone is an open question. If a fast response is
needed due to high symptom burden, involvement of vital organs, etc., an initial phase of combination therapy should be considered. PFS but not OS data tended to be
better with chemotherapy combination therapy compared with PD-1 ICI.>’

NGastrectomy is not recommended for metastatic gastric cancer unless required for palliation of symptoms. Resection of metastases cannot be recommended in general
but might be considered as an individual approach in highly selected cases with oligometastatic disease and response to ChT.

'ESCAT I-A.

INot approved.

statement of approval, it was considered to be based on
data from a trial that was too oesophageal cancer
focussed,”® and the recommendation was that it should be
removed (100% consensus).

In relation to ‘recommendation 8c’ (Supplementary
Table S2, available at https://doi.org/10.1016/j.esmoop.
2023.102226), four of the Asian oncology societies did not
accept the use of the addition of the PD-1 inhibitor pem-
brolizumab to ChT, and currently it is not approved by either
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the European Medicines Agency (EMA) or FDA in this clin-
ical setting. However, an interim analysis of the phase IlI
KEYNOTE-859 trial has established a clinical benefit from
the addition of pembrolizumab to platinum-based ChT for
patients with locally advanced or metastatic HER2-negative
gastric or OGJ cancer.”® The benefit was seen in the
intention-to-treat (ITT) population (all comers) but was
more marked in those patients with higher tumour PD-L1
expression.”® For the ITT population, the median OS was
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12.9 months for patients receiving the pembrolizumab—ChT
regimen versus 11.5 months for those receiving ChT alone
(HR 0.78, 95% Cl 0.70-0.87, P < 0.0001).°° In patients with a
PD-L1 CPS of >1 it was 13.0 months versus 11.4 months
(HR 0.74, 95% Cl 0.65-0.84, P < 0.0001) and in patients with
a PD-L1 CPS of >10 it was 15.7 months versus 11.8 months
(HR 0.65, 95% Cl 0.53-0.79, P < 0.0001).°° Significantly,
patients with MSI-H GC have already demonstrated high
response rates and excellent long-term outcomes when
treated with anti-PD-1 monotherapy,”””® and it has been
proposed that MSI-H status may be a biomarker for pem-
brolizumab therapy among patients with advanced gastric/
OGIJ cancer irrespective of the line of therapy in which it is
used (see Section 12 below). However, it remains unclear
whether anti-PD-1 therapy alone or in combination with
ChT is the preferred treatment for MSI-H patients. Of note,
the benefit of anti-PD-1 therapy for MSI-H patients is
observed regardless of CPS status.

Since there is no direct comparison of anti-PD-1—ChT
versus zolbetuximab—ChT for patients with claudin 18.2-
positive disease and a high CPS (CPS 5 or 10), either
treatment would be a treatment option for biomarker
overlapping patients.

‘Recommendation 8c’ was therefore modified as per the
bold text below and Table 1, and renumbered as 8b, to read
as follows:

8hb. If available, the addition of pembrolizumab to ChT can
also be considered for patients with HER2-negative
OGIJ and gastric tumours in the first-line metastatic dis-
ease setting especially for those with higher levels of
tumour PD-L1 expression [ll, A; consensus = 100%].

Going forward it was proposed that an appropriate PD-L1
CPS cut-off should be determined and the level of recom-
mendation for pembrolizumab use should be refined to take
into account the PD-L1 CPS levels.

9. First-line therapy in patients with HER2-positive
disease—recommendation 9a

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendation,
‘recommendation 9a’, without change (Table 1) based on
the results of the phase Il ToGA trial.>®

However, it should be noted that the addition of pem-
brolizumab to trastuzumab—ChT in the KEYNOTE-811 trial,
in patients with previously untreated unresectable or met-
astatic HER2-positive gastric or OGJ adenocarcinomas, has
been shown to significantly improve PFS (median 10.0
versus 8.1 months, HR 0.72, 95% ClI 0.60-0.87, P = 0.0002)
in all patients at a median follow-up of 28.4 months. In
patients with a PD-L1 CPS >1, the median PFS was 10.9
versus 7.3 months (HR 0.71, 95% Cl 0.59-0.86).°° However,
the median OS data for the addition of pembrolizumab to
trastuzumab—ChT failed to meet the criteria for superiority
over trastuzumab—ChT plus placebo.?® The objective
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response rates also favoured those patients receiving
pembrolizumab [72.6% (95% Cl 67.6% to 77.2%) versus
59.8% (95% Cl 54.4% to 65.0%)] when compared with
trastuzumab—ChT plus placebo. The addition of pem-
brolizumab to trastuzumab—ChT has been approved by the
FDA. The final OS outcomes from this trial®® are required to
establish the long-term clinical benefits of this combination.
Thus, as the EMA approval is limited to patients with CPS
>1 supported by an exploratory subgroup analysis, it is not
eligible for ESMO-MCBS scoring. However, if available,
trastuzumab—ChT plus pembrolizumab can be considered
for patients with HER2-positive gastric cancer and a CPS >1
(see Figure 2).

10. Surgery for metastatic gastric cancer—recommenda-
tions 10a-b

The Pan-Asian panel of experts accepted completely (100%
consensus) the original ESMO recommendations, ‘recom-
mendations 10a and b’, without change (Table 1), based on
the results of the phase Ill REGATTA trial (in patients from
Japan, South Korea and Singapore with advanced gastric
cancer and a single non-curable factor), which showed that
gastrectomy followed by ChT (S-1 plus cisplatin) did not show
any survival advantage over ChT alone.®*

Resection or ablation of metastases may be considered
on an individual basis for patients with oligometastatic
disease and a response to ChT, based on expert opinion, but
the data to support this are limited.®>%*

The addition of hyperthermic intraperitoneal chemo-
therapy following surgery has also been explored®®® but
confirmation from larger trials is required.

Radiotherapy can be considered for patients with
metastatic disease for symptom control or improving
quality of life, but was not discussed at the face-to-face
meeting.

11. Second- and later-line treatment—recommendations
11a-b

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendations,
‘recommendations 11a and b’, without change (Table 1)
based on well-established trial data.®’*®

An algorithm for the proposed second-line treatment of
Asian patients with unresectable advanced and metastatic
GC is presented in Figure 3.

12. Second- and later-line treatment in patients with MSI-H
disease—recommendation 12a

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendation,
‘recommendation 12a’, without change (Table 1) based on
the results of the phase Il KEYNOTE-158 trial of pem-
brolizumab monotherapy in patients with previously
treated advanced MSI-H GC.*°
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Advanced/metastatic unresectable oesophagogastric
junction and gastric adenocarcinoma

Second-line treatment

A 4 A 4

A 4 A 4

Contraindications
for ChT

No contraindications for
ChT or antiangiogenic tx

Contraindications for

o . MSI-H/dMMR
antiangiogenic tx

Ramucirumab—paclitaxel

Ramucirumab monotherapy

[, A; MCBS 2]° [, B; MCBS 1]2

Taxane or irinotecan
[ Al

Pembrolizumab monotherapy

[1I, A; MCBS 3; ESCAT I-BJ2P

Figure 3. Algorithm for the second-line treatment of unresectable advanced or metastatic oesophagogastric junction and gastric cancers.

Burgundy boxes: general categories or stratification; white boxes: other aspects of management; blue boxes: systemic anticancer therapy.

ChT, chemotherapy; dMMR, mismatch repair deficient; EMA, European Medicines Agency; ESCAT, ESMO Scale for Clinical Actionability of molecular Targets; FDA, Food
and Drug Administration; HER2, human epidermal growth factor receptor 2; MCBS, ESMO-Magnitude of Clinical Benefit Scale; MSI-H, microsatellite instability-high; tx,

treatment.

2ESMO-MCBS v1.1%° was used to calculate scores for therapies/indications approved by the EMA or FDA. The scores have been calculated by the ESMO-MCBS Working
Group and validated by the ESMO Guidelines Committee (https://www.esmo.org/guidelines/esmo-mchs/esmo-mcbs-evaluation-forms).
PESCAT scores apply to genomic alterations only. These scores have been defined by the guideline authors and validated by the ESMO Translational Research and

Precision Medicine Working Group.®*

13. Second or further lines of treatment in patients with
HER2-positive disease—recommendations 13a-b

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendation,
‘recommendation 13a’, without change (Table 1).

However, the Asian experts did not accept that there was
evidence in Asian patients to support the use of trastuzumab-
deruxtecan (T-DXd) in the second-line setting (‘recommen-
dation 13b’). T-DXd is approved only for use as third- or later-
line therapy in Asia based on the results of the phase Il
DESTINY-GastricO1 trial in which T-DXd was compared with
ChT in HER2-positive Asian GC patients who had received at
least two previous regimens, including a fluoropyrimidine, a
platinum agent and trastuzumab, and which reported a sur-
vival benefit for the T-DXd-treated patients.”” Comparable
data have been reported for a single-arm study in non-Asian
GC patients.”* The single-arm, phase I, DESTINY-Gastric02
trial demonstrated the efficacy of T-DXd in Western pa-
tients after first-line therapy, with a median OS of 12.1
months (95% Cl 9.4-15.4 months), median duration of
response of 8.1 months (95% Cl 5.9 months-not estimable)
and median PFS of 5.6 months (95% C| 4.2-8.3 months).”?

The original ‘recommendation 13b’ was therefore
reworded as per the bold text below and in Table 1, to read
as follows:

Volume 9 m Issue 2 m 2024

13b. Trastuzumab deruxtecan (T-DXd) is recommended as
third- or later-line therapy for patients with HER2-
positive advanced gastric cancer who have received a
prior trastuzumab-based regimen [I, A; ESMO-MCBS
v1.1 score: 4; consensus = 100%]. Re-biopsy before
T-DXd treatment may be considered when possible.
14. Chemotherapy for third- and later-line treat-
ment—recommendation 14a

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendation,
‘recommendation 14a’, without change (Table 1).

Trifluridine—tipiracil”® or irinotecan or taxane therapy (if
not used until third line)®” could be a treatment option.
Nivolumab is also an option if not already used first line,
based on the results of the ATTRACTION-2 trial.”* Nivolu-
mab is currently approved in Japan, South Korea, Singapore
and Taiwan, for use as third- or later-line therapy in heavily
pretreated patients with unresectable advanced or recur-
rent GC/OGJ cancer. However, the prioritisation of these
regimens is difficult to decide in the absence of a compar-
ison in randomised controlled trials. Apatinib is an option in
China based on the results of a randomised phase Il trial.””
However, after the global ANGEL trial failed to show a
survival advantage,’® apatinib is not available for use in any
other country.
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Advanced/metastatic unresectable oesophagogastric junction
and gastric adenocarcinoma

Third-line treatment

Trastuzumab deruxtecan

! !

[I, A; MCBS 4]°

Oral therapy possible

i.v. therapy preferred

Trifluridine-tipiracil

[, A; MCBS 3]2

Taxane or irinotecan
[IL, B]
Nivolumab [I, B]

b

Figure 4. Algorithm for the third-line treatment of unresectable advanced or metastatic oesophagogastric junction and gastric cancers.

Burgundy boxes: general categories or stratification; white boxes: other aspects of management; blue boxes: systemic anticancer therapy.

ChT, chemotherapy; i.v., intravenous; MCBS, ESMO-Magnitude of Clinical Benefit Scale.

®ESMO-MCBS v1.1 (112) was used to calculate scores for therapies/indications approved by the European Medicines Agency or Food and Drug Administration. The
scores have been calculated by the ESMO-MCBS Working Group and validated by the ESMO Guidelines Committee (https://www.esmo.org/guidelines/esmo-mcbs/

esmo-mcbs-evaluation-forms).
BIf not given previously for advanced/metastatic disease.
“HER2 IHC 3+ or IHC 2+ and FISH >2.

An algorithm for the proposed third-line treatment of
Asian patients with unresectable advanced and metastatic
GC is presented in Figure 4.

15. Supportive care and nutrition—recommendations
15a-b

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendation,
‘recommendation 153’ (Supplementary Table S2, available
at https://doi.org/10.1016/j.esmoop.2023.102226), without
change (Table 1), with a recent randomised phase Il trial
demonstrating a 3-month survival benefit for patients who
received ChT.”’

However, the Asian experts thought that the original
‘recommendation 15b’ was too strong based on one trial’®
and the recommendation was revised as per the bold text
below and in Table 1, to read as follows:

15b. Supportive care including low-dose olanzapine with

dietary support may be considered to improve appe-
tite and weight gain [I, B; consensus = 100%].

12 https://doi.org/10.1016/j.esmoop.2023.102226

16. Follow-up, long-term implications and survivorship
—recommendations 16a-e

The Pan-Asian panel of experts accepted completely
(100% consensus) the original ESMO recommendations,
‘recommendations 16a-e’ (Supplementary Table S2, avail-
able at https://doi.org/10.1016/j.esmoop.2023.102226),
without change (Table 1).

Follow-up should be tailored to the needs of the indi-
vidual patient with dietary support as outlined in the ESMO
guidelines.>*’

B. Applicability of the recommendations

Following the face-to-face meeting in Tokyo, the Pan-
Asian panel of experts agreed and accepted completely
(100% consensus) the revised ESMO recommendations for
the treatment of GC in patients of Asian ethnicity (Table 1).
However, the applicability of each of the guideline recom-
mendations is impacted by the individual drug and testing
approvals and reimbursement policies for each Asian
country. The drug and treatment availability for the regions
represented by each of the 10 participating Asian
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oncological societies is summarised in Supplementary
Table S4, available at https://doi.org/10.1016/j.esmoop.
2023.102226, and individually for each region in
Supplementary Tables S5-514, available at https://doi.org/
10.1016/j.esmoop.2023.102226.

There are striking differences between the regions repre-
sented in terms of their approval of the newer agents and in
their treatment and testing reimbursement policies. For
example, Japanese GC patients (Supplementary Table S5,
available at https://doi.org/10.1016/j.esmoop.2023.102226)
have access to all the recommended cancer therapies and
testing services and all patients receive public assistance so
that their out-of-pocket medical expenses are no more than
30% of the total costs (see paragraph on Japan below).
Indonesia (Supplementary Table S6, available at https://doi.
org/10.1016/j.esmoop.2023.102226), Korea (Supplementary
Table S7, available at https://doi.org/10.1016/j.esmoop.
2023.102226) and Malaysia (Supplementary Table S8, avail-
able at https://doi.org/10.1016/j.esmoop.2023.102226) have
access to nearly all the recommended cancer therapies and
testing services but without the generous reimbursement
policy of Japan. Similarly, Singapore has approval for nearly all
the diagnostic tests and new drugs (Supplementary Table S9,
available at https://doi.org/10.1016/j.esmoop.2023.102226)
but everyone is required to pay for their treatment, using a
complicated system whereby patients can pay out of their
national savings scheme or private health insurance, with a
means-tested ‘safety net’ for those who cannot afford to pay.
In India, although there are fewer approvals and for the most
part only [IHC testing is reimbursed (Supplementary
Table S10, available at https://doi.org/10.1016/j.esmoop.
2023.102226), most of the ChT agents and some of the
newer agents are available in government hospitals with
cancer services and are accessible to most patients at modest
or no cost (see paragraph on India below). However, ~65%
of patients pay personally, in full, for the newer treatments
and tests. In the Philippines, treatment is concentrated in
urban centres such as Manila, and although most treatments
and tests are available (Supplementary Table S11, available at
https://doi.org/10.1016/j.esmoop.2023.102226), nhone are
reimbursed. Also, treatments and tests can be approved by
the Philippine FDA (PFDA) but not be approved by the Phil-
ippine National Drug Formulary and therefore cannot be
accessed by government centres. The patterns of approvals
are similar for Taiwan and Thailand (Supplementary
Tables S12 and S13, available at https://doi.org/10.1016/].
esmoo0p.2023.102226) with limited reimbursement for
testing and generally no reimbursement for the newer
treatments. In China (Supplementary Table S14, available at
https://doi.org/10.1016/j.esmoop.2023.102226) most of the
tests are approved and patients only have to meet 20% of the
approved testing costs. There would appear to be more
limited approvals for the newer therapies in China with only
trastuzumab for the treatment of HER2-positive advanced GC
in the first-line setting being subsidised (patient out-of-pocket
cost capped at 30%). China also has agents that are manu-
factured and uniquely approved for use in China
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(Supplementary Table S14, available at https://doi.org/10.
1016/j.esmo0p.2023.102226).

The health care systems of the more uniformly affluent
countries such as Japan, Korea and Singapore offer a higher
proportion of their populations access to all levels of cancer
care not only due to these countries having the highest
rates of drug approvals and/or better public reimbursement
policies, but also due to a higher percentage of their pop-
ulations being able to purchase or obtain cancer care
through their employment or private medical cover. In
mainland China, India and the Philippines, the treatment is
more polarised, with patients in the poorer rural and more
remote communities having limited access to specialist
treatment centres, with the best cancer care being associ-
ated with the centres of urbanisation within these coun-
tries. The individual statements, from the experts
representing each Asian oncological society, describing the
availability and access to optimal diagnostic and molecular
testing and the latest drug therapies for the individual re-
gions they represent are presented in the paragraphs below.

csco

Mainland China (China) has a universal medical insurance
system, which aims to cover all residents and provide them
with basic medical security and operates in conjunction
with private health care providers. Public health care is
delivered through a tiered system, including national hos-
pitals, regional hospitals and community health centres. In
China, over 90% of GC patients will qualify for varying de-
grees of reimbursement through the universal medical in-
surance system, but reimbursement does not cover all of a
patient’s medical expenses. The drugs available for the
treatment of GC include the following ChT drugs: 5-FU,
capecitabine, S-1, cisplatin, oxaliplatin and the taxanes
docetaxel and paclitaxel, and 80% of the costs for all of the
diagnostic tests except next-generation sequencing (NGS)
are covered by the national medical insurance system.
However, of the newer drugs, only trastuzumab for the
treatment of HER2-positive GC is subsidised (70% of the
cost), and disitamab vedotin and apatinib which are
uniquely approved in China for use in the third-line setting
for the treatment of patients with recurrent or metastatic
GC. T-DXd is not approved for use in either second- or third-
line settings. The reimbursement of targeted drugs depends
on whether they are included under the universal medical
insurance in China. If a drug is not included under the
universal medical insurance scheme, patients may need to
pay 100% of its cost. Typically, only 10% of patients pay in
full (out of pocket) for treatment, with maybe 30% of pa-
tients having additional private insurance, and the
remainder covered under the universal medical insurance
scheme and then reimbursed by their private insurance.
The average approval time for new drugs is around 6-12
months. However, after a new drug is approved, additional
steps are involved before it becomes readily available for
use by the clinicians and patients. The time it takes for a
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drug to become available after approval varies, depending
on the complexity of the manufacturing process and other
logistical considerations, with imported drugs taking longer
due to transportation and customs inspection. The biggest
limiting factors to accessing new treatments and diagnostics
are pricing and policy. Reimbursement and pricing policies
can impact access to new treatments and diagnostics, with
cost sometimes being a significant barrier to access. Finally,
the availability and accessibility of new treatments can vary
across different health care facilities and regions in China. In
rural areas, under-resourced health care settings can
restrict patient access to certain treatments.

ISHMO

In Indonesia, the universal health care system (UHC) covers
most of the health services. However, although almost 80%
of Indonesians are covered by the UHC, there are in-
dividuals who also have their own private medical insurance
or whose health care is covered by their employer. The use
of 5-FU-based ChT (including oxaliplatin or irinotecan regi-
mens) as first-line or second-line therapy is reimbursed.
Biomarker testing is available but not all tests are reim-
bursed. New technology-based tests (e.g. NGS) are not
reimbursed. In Indonesia, new drugs/agents firstly have to
receive approval from the Indonesian Food and Drug Au-
thority (Indonesian FDA). Then after 2 years an application
can be made for the drug to be included in the national
formulary which is a list of medications that are eligible to
be given to patients under the UHC scheme. However, due
to the high burden of health care costs, especially for cancer
treatment, it can sometimes take years, multiple scientific
evaluations and cost-effectiveness analyses/health tech-
nology assessment, for a new drug to be listed under the
national formulary for UHC. Thus, most of the drugs are not
available or reimbursed for patients with GC. Drugs are
approved for very specific indications and currently nivo-
lumab and zolbetuximab are excluded for the treatment of
GC. The biggest limiting factor for the treatment of GC
patients in Indonesia is access to treatment.

ISMPO

Most of the ChT drugs and many of the newer drugs for the
treatment of GC are available to patients in India
(Supplementary Table S10, available at https://doi.org/10.
1016/j.esmoop.2023.102226). However, there is a public
health care system with a scheme based on patient income
that covers ~35% of patients with the remaining 65% of
patients treated privately. Typically, patients in the private
sector pay 100% of their treatment costs, 65% of patients
paying in full (out of pocket) for their treatment, and the
remaining 20% and 15% of patients paying via private or
employers’ insurance, respectively. Patients treated in the
public sector typically pay 20%-30% of their treatment costs
out of their own pockets. Approximately 75% of patients
pay for their own newer diagnostic tests. New drugs are
typically approved 1-2 years after approval in the United
States and become available to clinicians ~6 months after
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approval. The biggest limiting factor to accessing new
treatments for patients with GC is cost. Similarly, the
biggest limiting factor for accessing new biomarker-related
diagnostic tests is cost, as most patients are paying 100%
of the cost themselves.

JSMO

In Japan, the government strictly regulates medical costs to
keep them affordable. Depending on the family’s income and
the age of the insured, patients are responsible for paying
10%, 20% or 30% of their medical costs, with the government
paying the remainder. All GC patients are eligible for gov-
ernment public assistance. Thus, a patient’s out-of-pocket
medical expenses are never >30% of the total. Older pa-
tients (>70 years) who are covered by SHSS (senior health
insurance) only pay 10% out of their own pockets, whilst, for
patients <70 years of age, who have applied for a high-cost
medical expense benefit beforehand, the monthly patient
payment will be no more than a pre-fixed ceiling amount
(depending on their income). There is no employers’/social
insurance. For new drugs approved by the EMA or FDA it
takes ~6 months from the time of application to approval
and ~ 3 months after that before they become available to
the clinicians if a first indication, and less if a second indi-
cation. The biggest limiting factor is that new drugs may not
be approved in Japan if Japanese patients are not included in
the clinical trials of these drugs, and if a new diagnostic test is
not approved, the patient has to pay in full.

KSMO

In Korea, cover of health care costs is provided to all Korean
citizens, including foreigners who have lived in Korea for >6
months, by the National Health Insurance (NHI) system.
Cancer patients are categorised as having ‘serious disease’
and only pay 5% of the total cost including diagnostics,
drugs and treatment, which are decided by the Health In-
surance Review and Assessment (HIRA) committee. How-
ever, with the emergence of many expensive drugs, the
limited source of the NHI budget is becoming a big issue.
Most of the cytotoxic chemotherapeutic agents are reim-
bursed. Among the targeted/immunotherapy drugs rec-
ommended in the guideline, trastuzumab and nivolumab
are reimbursed in the first-line setting, and ramucirumab in
the second-line setting. However, T-DXd and nivolumab are
not reimbursed for use in later lines (Supplementary
Table S7, available at https://doi.org/10.1016/j.esmoop.
2023.102226). Thus, the approval of a drug does not al-
ways translate into reimbursement. In addition to the NHI
coverage, patients with private insurance can pay a part of
their health care costs including those for non-reimbursed,
expensive new drugs, based on their individual private in-
surance policy. Conversely, agents with high-level evidence
can be reimbursed in the absence of approval which usually
takes 1.5-2 years. Typically, only 10% of patients in Korea
pay in full (out of pocket) for their treatment, with 15%
covered by private insurance and the remaining 75% of
patients covered by NHI. The biggest limiting factor to
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accessing new treatments is reimbursement, and the
requirement for more self-payment. This is because Korea
has been categorised as a developed country resulting in
the costs of drugs being set at a much higher level than they
were previously. In relation to the diagnostic tests, there are
no big concerns when compared with drug availability, but
recently there have been concerns raised when the com-
panion diagnostics associated with the newer drugs require
specific machines which are not available in the pathology
laboratories of all the hospitals. In addition, there are
concerns about the quality of some of the diagnostic testing
and there is a requirement for training to achieve stand-
ardisation across the different treatment centres and lab-
oratories. These are all issues that need to be addressed.

MOS

In Malaysia the basic cancer treatments are heavily sub-
sidised by the government and there is no national insur-
ance policy. For example, 90% of the cost of essential ChT
agents for the treatment of GC, such as cisplatin, 5-FU,
paclitaxel, oxaliplatin and irinotecan (excluding trifluridine—
tipiracil), are supported by the government. However,
expensive targeted therapy and immunotherapy treatment
approaches, involving agents like pembrolizumab, nivolu-
mab, ramucirumab and T-DXd, are mostly self-funded by the
patients either personally or using their personal health
insurance if they have any (Supplementary Table S8, avail-
able at https://doi.org/10.1016/j.esmoop.2023.102226).
Typically, for expensive therapies, 70% of patients pay in full
(out of their own pockets), 20% use private insurance and
10% employer/social insurance. Molecular testing is not
covered by the government except for HER2 IHC, but PET—
CT costs for staging and the assessment of treatment
response are partially subsidised. New drugs are typically
approved 1-2 years after their EMA/FDA approvals and are
available 3-4 weeks after Malaysian approval. The biggest
limiting factor to accessing new treatments and new diag-
nostic tests is cost, with a limited budget allocated to the
Ministry of Health and Ministry of Education (teaching)
hospitals per year for tests and treatment. In private cen-
tres, patients use either their own health insurance or out-
of-pocket funding if they do not have insurance.

PSMO

The Philippines comprises over 7000 islands with a range of
different procurement policies. However, specialised cancer
care is focussed in urbanised areas. Access to cancer drugs
and novel treatments in the Philippines first requires PFDA
approval and then inclusion in the Philippine National Drug
Formulary, permitting access to them in government cen-
tres. However, not all PFDA-approved drugs are in the Na-
tional Drug Formulary. Most laboratory tests and
diagnostics are available in the big cities like Manila and in
big treatment centres; thus, ‘availability for all patients’ is an
issue. For example, in terms of diagnostic tests, HER2 IHC
testing is accessible over the entire country but not all
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centres can carry out in situ hybridisation testing. MSI/
dMMR testing is approved but few centres can carry out the
tests, and germline testing has to be carried out overseas.
Also, not all cancer centres have access to PET—CT facilities
which are restricted to private hospitals and some govern-
ment hospitals. Most of the drugs cited in the recommen-
dations above (Supplementary Table S11, available at
https://doi.org/10.1016/j.esmoop.2023.102226) are avail-
able in the Philippines, although not reimbursed resulting in
100% out-of-pocket patient payments. For example, tras-
tuzumab is approved for breast cancer but not GC. Nivo-
lumab in combination with ChT is not approved by the
PFDA so there is no local access to the drug. Pem-
brolizumab, ramucirumab and trifluridine—tipiracil are
approved by the PFDA but are not in the National Drug
Formulary. T-DXd is not PFDA approved and is not
commercially available. Some agents can be obtained for
compassionate use from Hong Kong or Singapore. Thus, the
biggest limiting factor for access to optimal cancer care is
cost, resulting in limited diagnostic and treatment facilities,
limited PFDA drug approvals and inclusions in the National
Drug Formulary, resulting in the costs of newer diagnostic
tests and newer therapies being met by the patient.

$SO

Singapore has a co-payment health system utilising
mandatory personal medical savings and government in-
surance, supplemented by private insurance and patient
out-of-pocket payment of costs. Treatment in Singapore is
subsidised by the government to reduce the cost to pa-
tients, but all patients have to co-pay. There is no reim-
bursement system. Standard diagnostic tests are covered by
government insurance and personal medical savings for all
patients. With regard to treatment, all Singaporeans have
mandatory medical savings and government insurance.
Seventy percent of Singaporeans have private insurance
policies (personal and employer) which cover 90% of the
out-of-pocket costs after deducting government insurance
and personal medical savings. The remaining 10% of out-of-
pocket costs are covered by additional insurance schemes in
two in three private insurance policies. Approved drugs
have to have undergone a cost-effectiveness assessment
before they are put on the Cancer Drug List (CDL), and a full
evaluation of new drugs can take up to 270 days. Only drugs
listed on the CDL are eligible for subsidy (variable) and can
be paid for using government insurance, private insurance
and personal medical savings accounts. The costs of
approved drugs not on the CDL are partially covered by
private insurance. The limiting factors in relation to
accessing new treatments in Singapore are the cost of the
drugs, and the time taken for the cost—benefit analyses to
be done so that the drugs can be added to the CDL. Simi-
larly, the biggest limiting factor in relation to accessing new
diagnostic tests and tools is cost, for example, if the tests
involve DNA or RNA sequencing.
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TOS

In Taiwan, 100% of the population (including overseas
Taiwanese) are covered by NHI. The monthly payments out
of pocket for NHI are relatively low. For example, the
monthly out-of-pocket payment for NHI for a medical doc-
tor in Taiwan is ‘5% or less’ of that made by a medical
doctor in Korea (personal communication). The financial
coverage for reimbursement by NHI in Taiwan is basically
‘all-or-none’ (Supplementary Table S12, available at https://
doi.org/10.1016/j.esmo0p.2023.102226). The financial
burden is huge and expected to increase further in the era
of immuno-oncology and precision medicine. Therefore,
despite approval by the Taiwan FDA which is largely a sci-
entific evaluation based on the design and results of the
individual pivotal trials, reimbursement is based on cost-
effectiveness, the availability of other medications for the
same indication and future budget burden. This explains the
relatively limited reimbursement of expensive biologics (e.g.
full reimbursement for first-line trastuzumab but not for
second-line ramucirumab). In addition, the full reimburse-
ment of second-line docetaxel for metastatic GC and full
reimbursement of third-line trifluridine—tipiracil (TAS-102)
for metastatic GC are covered by the NHI. Between 20% and
30% of GC patients pay for their treatment in full out of
their own pockets, 10%-15% through private insurance and
0%-1% of patients through employers’ insurance. Most new
technology-based tests (e.g. NGS), and some of the newer
therapies (e.g. immune checkpoint inhibitors in all lines of
GC) are not on the NHI list for reimbursement. All GC pa-
tients pay for diagnostic tests in full (out of their own
pocket) except for HER2 IHC. There is no co-payment system
for either diagnostic tests or treatment. The biggest limiting
factor with regard to accessing the newer treatment ther-
apies and diagnostic tests in Taiwan is therefore the ne-
cessity for patient out-of-pocket payment.

TSCO

The public health care system in Thailand comprises three
schemes: the government-based Civil Servant Medical
Benefit Scheme (CSMBS; since 1975), the non-government-
employed Social Security Scheme (SSS; since 1990) and the-
rest-of-population-insured Universal Coverage (UC; since
2002). The majority of Thai people were covered by the UC
and the SSS. All government employees and their de-
pendents are covered by the CSMBS. All Thai GC patients
are supported for their treatment costs according to the
reimbursement protocol of each health care system they
belong to. At present, the reimbursement policy of each
scheme is on an ‘all-or-none’ basis, without an option for
‘co-payment’ (Supplementary Table S13, available at
https://doi.org/10.1016/j.esmoop.2023.102226). Most
novel biological or diagnostic tests (e.g. NGS and PET—CT),
and the high-cost emerging therapies (e.g. anti-HER2 ther-
apy and immune checkpoint inhibitors) are not reimburs-
able. The limitations of the reimbursement policy (schemes)
to permit access to the high-cost, new diagnostic tests and
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treatments remain the biggest challenges in countries with
limited resources, including Thailand.

The ESMO-MCBSs for the different systemic therapy
options and new therapy combinations for the treatment
of patients with GC are to be found at:

https://www.esmo.org/guidelines/esmo-mcbs/esmo-mchbs-
for-solid-tumours/esmo-mchbs-scorecards?mchbs_score_cards_
form%5BsearchText%5D=&mchbs_score_cards_form%5Btumo
ur-type%5D=3&mcbs_score_cards_form%5Btumour-sub-type
%5D=Gastric+or+gastroesophageal+junction+adenocarcin
oma

CONCLUSIONS

The results of the voting by the Asian experts both before
and after the face-to-face meeting in Tokyo showed >80%
concordance with the ESMO recommendations for the
treatment of patients with GC>*’ (Supplementary Table S2,
available at https://doi.org/10.1016/j.esmoop.2023.
102226). Following the ‘face-to-face’ discussions, revisions
were made to the wording of ‘recommendations 3c (divided
into two statements), 5a, b, c and d, 6f, 7c, 7f, 8 (renum-
bered to 8b), 13b and 15b’ (Table 1) and ‘recommendations
4c and 8b’ deleted, resulting in a 100% consensus being
achieved in terms of ‘acceptability’ for all the recommen-
dations listed in Table 1. These recommendations therefore
constitute the consensus clinical practice guidelines for the
treatment of patients with GC in Asia. The variations in the
availability for the patients of diagnostic testing, drugs and
therefore treatment possibilities, between the different
regions represented, reflect the differences in the organi-
sation of their health care systems and their reimbursement
strategies, and will have a significant impact on the imple-
mentation of the scientific recommendations in certain of
these regions. Thus, policy initiatives are advised, based on
this guideline document, in order to improve the access of
all GC patients across all the Asian regions represented to
state-of-the-art cancer care where possible, whilst recog-
nising the constraints imposed by the heterogeneous so-
cioeconomic situations of the different regions.
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