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Research progress on helicobacter pylori-negative gastric diseases: an emerging clinical challenge
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[ Abstract] This study systematically reviewed published articles related to Helicobacter pylori(Hp)-negative gastric
diseases indexed in databases including PubMed and CNKI from 2019 to 2025, aiming to summarize the epidemiological,
diagnostic, therapeutic, and prognostic features of Hp-negative gastritis, gastric ulcers, and gastric cancer. The results
indicate that with the global popularization of Hp eradication therapy, the proportion of Hp-negative cases is continuously
rising, particularly among patients with gastric ulcers and a subset of early gastric cancers. Hp-negative gastric cancer
exhibits distinct clinicopathological characteristics: patients are generally younger at onset, tumors predominantly localize
to the upper third of the stomach, and histopathological subtypes frequently include gastric adenocarcinoma of the fundic
gland type and signet-ring cell carcinoma, accompanied by specific molecular alterations involving APC, GNAS, and
CDHI1 genes. Diagnosis requires stringent multimodal testing to exclude Hp infection, supplemented by magnifying
endoscopy and pathological phenotype analysis. Regarding treatment, management of gastric ulcers centers on eliminating
triggering factors and intensive acid suppression; gastritis necessitates individualized, stratified management; and early
gastric cancer is primarily treated with endoscopic resection. Long-term follow-up is strongly recommended for patients
presenting with severe atrophy, dysplasia, or idiopathic ulcers. This study provides evidence-based references for the
standardized diagnosis and management of Hp-negative gastric diseases.

[ Keywords] Helicobacter pylori-negative; Gastritis; Gastric ulcers; Gastric cancer; Therapeutic strategies
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