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Genetic disruption of metabolic balance In mouse cerebellar neurons causes deficits

In the postnatal development of their dendritic tree and mouse motor skills
Mary Boghos', Hayden Lens?!, Kathleen Ochoa?, Sierra Melli°, Aela Williams2, and lleana Soto™.

IDepartment of Biology, Providence College, Providence, RI
2Department of Molecular and Cellular Biosciences, Rowan University, Glassboro, NJ P P‘%\‘{;{EE NCE

INTRODUCTION Developmental defects in Purkinje Cell Ladder rung walking task reveals motor
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(NPC). NPC is a lysosomal storage disease that is acquired by autosomal recessive inheritance. It
IS mostly caused by mutations in NPC1, a protein that transports cholesterol out of the lysosomes,
therefore abnormal accumulation of cholesterol in lysosomes is a hallmark of NPC. Cerebellar 9 b d
Purkinje cells (PCs) are severely affected by NPC, in fact PCs degenerate first and to a larger extent P14 WT P14NPCT
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histological methods, microscopy, and imaging analysis. Our results suggest that lack of NPC1 g L5 OOOC,,;; 5
alters the development of dendrites and synapses in PC by altering metabolic pathways. It has been g 20004 I k2
shown that lack of lysosomal NPC1 causes the hyperactivation of the anabolic mMTORC1 pathway, E o] _ﬂ
which also inhibits the production of lysosomes and catabolic processes such as autophagy. This § : ” _ f - NPT pton cHet L ——
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