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Gastric and gastroesophageal junction adenocarcinoma (GEA) is still responsible
for a huge health burden worldwide, being the second most common cause of cancer-
related death globally [1]. Even though GEA is not ranked in the top-five malignancy in
developed countries, its incidence is increasing among younger individuals, particularly at
the proximal anatomical subsite [2].

The recent years have witnessed unprecedented advances in the field of surgical tech-
niques, loco-regional procedures and systemic therapies that have enabled incremental yet
steady improvements in patients’ outcomes and have made the multidisciplinary approach
an unavoidable need in GEA. In parallel, the availability of high-throughput technologies
has deepened the molecular understanding of the disease, unveiling considerable biological
heterogeneity and vulnerabilities.

In potentially resectable GEA, particularly in Western countries, taxane-based triplet
chemotherapy has been established as the new reference perioperative regimen, which
provides a 10% increase in curability in the growing proportion of patients who are given
upfront systemic treatment versus the previous anthracyclines-based standard of care [3].
In this setting, the MSI testing at diagnosis is increasingly performing: MSI-h tumours had
a better prognosis with surgery alone and a recent meta-analysis reported detrimental sur-
vival with platinum-fluoropyrimidine based perioperative chemotherapy [4], suggesting
in some centres, an upfront surgery approach, while others are investigating chemo-free
immunotherapy-based approaches, such as that pursued in the currently ongoing INFIN-
ITY trial [5].

In metastatic GEA, after years of stagnation and a plateau for standard cytotoxic
polychemotherapy, the molecular segmentation that emerged from the TCGA project has
provided a roadmap for personalised treatments [6]. In HER2-negative GEA with PD-L1
CPS ≥ 5, the addition of the anti-PD1 nivolumab to first-line chemotherapy provided
practice-changing results in the phase III Check-Mate-649 trial [7]. There is now convincing
evidence also for GEA that MSI-h metastatic tumours derived greater benefit from im-
mune checkpoint blockade than standard therapy [8], while this finding needs prospective
confirmation for the subset of TMB-H and EBV-positive tumours.

Among the molecular subgroup of HER2-positive GEA, a renewed enthusiasm sur-
rounds novel targeted agents of which trastuzumab deruxtecan is the most promising
at this point [9]. This antibody–drug conjugate against HER2 produced a remarkable
improvement in response rate (51% vs. 14%) and overall survival (12.5 vs. 8.4 months)
when compared to chemotherapy in heavily pretreated patients.

Regarding novel tools for precision medicine, blood-based ctDNA analysis (referred
to as liquid biopsy) is showing potential transformative applications in GEA, includ-
ing the detection of minimal residual disease after curative treatment, the capture of
resistance mechanisms and the identification of new targets in GEA [10–12]. Moreover,
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advances in preclinical cancer models have led to the establishment of patient-derived
organoids as rapid, reliable and cost-effective tools to run high-throughput 3D drug screen-
ing, study drug resistance and, more interestingly, model treatment response to systemic
therapies [13].

This Special Issue aims to discuss open questions, highlight major innovations and
depict future perspectives in the multidisciplinary management of gastroesophageal cancer,
bridging together major specialties committed to the personalisation and improvement of
GEA patient care.
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