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The applicants observed a global suppression of gene expression during
pluripotent stem cell transition using single-cell RNA sequencing analysis. However, the mechanism
and biological significance of this phenomenon remain unclear. Therefore, we conducted RNA velocity
analysis to estimate the direction of state change of each single cell and analysis of knockout mice

for the candidate molecule found by differential gene expression analysis. The results suggested
that the global suppression of gene expression may be a turning point in the state transition of
pluripotent stem cells, and that knockout of the molecule specifically up-regulated at that time may
affect post-implantation embryonic development and lead to embryonic lethality.
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