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            Abstract
Hepatoid adenocarcinoma of the stomach (HAS), a rare subtype of gastric cancer (GC), has a low incidence but a high mortality rate. Little is known about the molecular features of HAS. Here we applied whole-exome sequencing (WES) on 58 tumours and the matched normal controls from 54 HAS patients, transcriptome sequencing on 30 HAS tumours, and single-cell RNA sequencing (scRNA-seq) on one HAS tumour. Our results reveal that the adenocarcinomatous component and hepatocellular-like component of the same HAS tumour originate monoclonally, and HAS is likely to initiate from pluripotent precursor cells. HAS has high stemness and high methionine cycle activity compared to classical GC. Two genes in the methionine cycle, MAT2A, and AHCY are potential targets for HAS treatments. We provide the first integrative genomic profiles of HAS, which may facilitate its diagnosis, prognosis, and treatment.
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Fig. 2: Genomic landscape.[image: ]


Fig. 3: Genomic comparison.[image: ]


Fig. 4: Branched evolution of HAS.[image: ]


Fig. 5: Transcriptomic analysis.[image: ]


Fig. 6: Potential drug-targeting pathways.[image: ]


Fig. 7: Single-cell RNA analyses of HAS.[image: ]
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              The raw sequence data reported in this paper have been deposited in the Genome Sequence Archive in BIG Data Center, Beijing Institute of Genomics (BIG), Chinese Academy of Sciences, under accession numbers HRA000077 (https://bigd.big.ac.cn/gsa-human/). Data are available upon reasonable request.
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