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In this study, we analyzed the mechanisms underlying the differentiation of
oRG cells, which are neural progenitors. We searched for genes that were highly expressed in ORG
cells and found that sonic hedgehog (Shh) signaling was activated in oRG cells. Activation of Shh
signaling in the ferret cerebral cortex increased oRG cells, and conversely suppression of Shh
signaling decreased oRG cells. We also found that activation of Shh signaling increased cortical
folding, and conversely, suppressing it inhibited cortical folding. Furthermore, Shh signaling was
more activated in the cerebral cortex of the ferret than in that of the mouse. These results
indicate that increased Shh signaling activity in the cerebral cortex during evolution led to an
increase in oRG cells and cortical folding.
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