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Abstract

Few susceptibility genes for gastric cancer have been identified. We sought to identify germline
susceptibility genes from participants with gastric cancer from an international hereditary cancer
research network. Adults with gastric cancer of any histology, and with a germline DNA sample
(n=51), were retrospectively selected. For those without previously identified germline mutations
(n=43), sequencing was performed for 706 candidate genes. Twenty pathogenic or likely
pathogenic variants were identified among 18 participants. Eight of the 18 participants had
previous positive clinical testing, including six with CDH1 pathogenic or likely pathogenic variants,
and two with pathogenic MSH2 and TP53 variants. Of the remaining 10, six were in BRCA1 DNA
damage response pathway genes (ATM, ATR, BRCAZ2, BRIP1, FANCC, TP53), other variants were
identified in CTNNA1, FLCN, SBDS, and GNAS. Participants identified with pathogenic or likely
pathogenic variants were younger at gastric cancer diagnosis than those without, 39.1 versus 48.0
years, and over 50% had a close family member with gastric cancer (p-values<0.0001). In
conclusion, many participants were identified with mutations in clinically-actionable genes. Age of
onset and family history of gastric cancer were mutation status predictors. Our findings support
multigene panels in identifying gastric cancer predisposition.
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Abstract

The elective background for gastric adenocarcinoma is the atrophic transformation of the gastric
mucosa. The extent of mucosal atrophy basically parallels the risk of developing gastric cancer.
This means that either noninvasive (serology) or invasive (endoscopy/histology) methods enabling
the atrophic transformation to be quantified can be used theoretically to assess a given patient's
gastric cancer risk. This review aims to focus on the reliability of histology gastritis Operative Link
for Gastritis Assessment -staging system for assessing the 'personalized’ cancer risk in individuals
with (atrophic) gastritis.




