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In the developing cerebral neocortex, migrating neurons stop migration and form layers beneath
the marginal zone (MZ). Reelin plays essential roles in these processes via its receptors,
apolipoprotein E receptor 2 (ApoER2) and very low density lipoprotein receptor (VLDLR). Although
we recently reported that Reelin causes neuronal aggregation via ApoER2, which is thought to be
important for the subsequent layer formation, it remains unclear what effect Reelin exerts via the
VLDLR. In this study, we found that ectopic Reelin overexpression in the VldIr-mutant cortex
causes neuronal aggregation, but without a MZ-like cell-sparse central region that is formed when
Reelin is overexpressed in the normal cortex. We also found that both the early-born and late-born
VIdIr-deficient neurons invade the MZ and exhibit impaired dendrite outgrowth from before birth.
These results suggest that VLDLR is not a prerequisite for Reelin-induced neuronal aggregation
and that the major role of VLDLR is to suppress neuronal invasion into the MZ during neocortical
development.
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In the developing cerebral neocortex, migrating neurons stop migration and form layers beneath the marginal zone (MZ). Reelin plays
essential roles in these processes via its receptors, apolipoprotein E receptor 2 (ApoER2) and very low density lipoprotein receptor
(VLDLR). Although we recently reported that Reelin causes neuronal aggregation via ApoER2, which is thought to be important for the
subsequent layer formation, it remains unclear what effect Reelin exerts via the VLDLR. In this study, we found that ectopic Reelin
overexpression in the Vldlr-mutant cortex causes neuronal aggregation, but without a MZ-like cell-sparse central region that is
formed when Reelin is overexpressed in the normal cortex. We also found that both the early—born and late—born VldIr—deficient
neurons invade the MZ and exhibit impaired dendrite outgrowth from before birth. These results suggest that VLDLR is not a
prerequisite for Reelin—induced neuronal aggregation and that the major role of VLDLR is to suppress neuronal invasion into the MZ
during neocortical development.
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