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We reported VPS35L as a novel causative gene for Ritcher-Schinzel syndrome
(also known as 3C syndrome) and established the disease concept by accumulating cases through
international collaborative research. The accumulation of patients revealed a diverse range of
complications. Therefore, we established VPS35L-deficient cells to investigate the molecular
mechanisms of patient phenotypes, and particularly elucidated that changes in the expression of LRP1
and LDLR are responsible for lipid abnormalities. Additionally, to examine various phenotypes
observed in patients at the individual level, we established VPS35L-deficient mice for the first
time in the world and demonstrated that it is embryonic lethal. Furthermore, we generated
organ-specific knockout mice and established analysis systems for each tissue.
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Genotype analyses of offspring from
Vps35l+/ ~ intercross.

Genotype E7.5 E10.5 Postnatal
Vps35/t+ 9 12 30
Vps35/- 22 33 55
Vps35/- 6 0 0
Total 37 45 85
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