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Epiblast pluripotency regulated by Nodal signal
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Epiblast stem cells (EpiSCs) are primed pluripotent stem cells and can be derived
from postimplantation mouse embryos. We now show that the absence of canonical Wnt/beta-catenin signaling
is essential for maintenance of the undifferentiated state in mouse EpiSCs and in the epiblast of mouse em
bryos. Attenuation of Wnt signaling with the small-molecule inhibitor XAV939 or deletion of the beta-caten
in gene blocked spontaneous differentiation of EpiSCs toward mesoderm and enhanced the expression of pluri
potency factor genes, allowing propagation of EpiSCs as a homogeneous population. EpiSCs were efficiently
established and propagated in the presence of both XAV939. Such an improvement in the homogeneity of pluri
potency achieved with the use of a Wnt inhibitor should prove advantageous for manipulation of primed plur
ipotent stem cells.
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