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e R OMEEE (332) : It has been known that there is substantial heterogeneity of
differentiation preference among human pluripotent stem cell (hPSC) lines. Highly
efficient differentiation is prerequisite for the wusage of hPSCs in various
applications such as in vitro disease modeling and cell-based therapy; however, the
heterogeneity can limit the potential of hPSC lines. The current study aimed to address
this issue by identifying factors that affect hPSC differentiation, particularly into
definitive endoderm (DE). We conducted CRISPR screening and identified several
differentiation blocker candidates. Genetic inactivation of these factors increased DE
differentiation in multiple hPSC lines. The molecular basis of this effect remains
elusive, but our findings may generate an efficient differentiation protocol applicable
for a wide range of hPSC lines.
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