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The mechanism of neuronal cell death induced by a new mutation of peroxisomal
enzyme via the mitochondorial disfunction
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A novel causative gene of SCD, HSD17B4, whose mutation was newly identified by
exome analysis of SCD patients, was analyzed using patient-derived fibroblasts. HSD17B4 encodes the DBP
enzyme, which requires proteolysis and multimerization to be functional. The mutation decreased the
proteolytically processed fragment of DBP in the patient fibroblasts. The amount of VLCFA, a DBP

substrate, in serum did not show significant change, and the accumulation of intracellular lipids was not
detected. We generated iPSCs from the patient-derived fibroblasts. We will further analyze SCD
pathogenesis using neuronally differentiated iPS.
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