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            Abstract
R-spondins are a recently characterized small family of growth factors. Here we show that human R-spondin1 (RSPO1) is the gene disrupted in a recessive syndrome characterized by XX sex reversal, palmoplantar hyperkeratosis and predisposition to squamous cell carcinoma of the skin. Our data show, for the first time, that disruption of a single gene can lead to complete female-to-male sex reversal in the absence of the testis-determining gene, SRY.
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                    Figure 1: Genetic analysis.[image: ]


Figure 2: Mutation analysis and transcript analysis.[image: ]


Figure 3: Pattern of expression of Rspo1.[image: ]


Figure 4: Expression of Rspo1 in mouse XX and XY gonads, as shown by real-time PCR.[image: ]


Figure 5: Phenotype of cultured keratinocytes.[image: ]
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