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We generated knock out mice lacking the enzyme for the fatty acid elongase

of VLCFAs, GPSN2 abundant in the neuronal growth cones. Homozygous knockout mice exhibited embryonic

lethality and the suppression of neural circuit formation. Lipidomic analysis revealed decreased
production of gangliosides, particularly a components of lipid rafts containing very long-chain
fatty acid ceramide metabolites, due to GPSN2 deficiency. In neurons with heterozygous knockout or
suppressed expression of GPSN2, lipid raft formation and neuronal polarity were inhibited. These
findings suggests that very long-chain fatty acids induce lipid raft formation via ganglioside
production, crucially regelatlling neuronal polarity determination and axon growth. (A Honda et al,
Cell Reports 2023)
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