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Elucidation of pathogenesis and development of therapy of lipodystrophy using
human iPS cell-derived adipocytes
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Congenital generalized lipodystrophy (CGL) is an autosomal recessive
disorder characterized by marked scarcity of adipose tissue, extreme insulin resistance,
hypertriglyceridemia, hepatic steatosis and early-onset diabetes. Mutation of the BSCL2/SEIPIN gene
causes congenital generalized lipodystrophy. iPS cells were generated from two patients with CGL.
Upon adipogenic differentiation, BSCL2-iPS cells exhibited marked reduction of lipid droplet
formation concomitant with diffuse cytoplasmic distribution of ADRP, compared with iPS cells from
healthy individuals. Forced expression of BSCL2 not only rescued the lipid accumulation defects, but

also restored cytoplasmic punctate localization of ADRP in BSCL2-iPS cells. Coimmunoprecipitation
indicated SEIPIN interacted with ADRP.
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