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Single cell analysis revealed heterogeneous transcription factor profile of
highly metastatic AFP-producing gastric cancer.
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Alpha-fetoprotein producing gastric cancer (AFPGC) is a rare group of
gastric cancers, but it frequently metastasizes to the liver and has a poor prognosis. However,
AFPGC has been limited to immunostaining and case reports, and the mechanism of cancer development
is poorly understood. In the present study, we identified the heterogeneity of AFPGC organoids
established from clinical samples by single cell analysis. We observed that AFPGC organoids consist
of two subpopulations differentiating into either hepatocyte-like or intestine-like cells in
Wnt3a-free medium by single-cell RNA (scRNA) sequensing. Furthermore, by merging the data from
single-cell ATAC and scRNA analysis, we identified that The enrichment rate of the HNF4A motif
differs in the direction of differentiation. Differential expression of HNF4A isoforms may determine

the direction of differentiation of AFPGC organoids.
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