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MAP3K7 is known as a causative gene for cardiospinocarpal facies syndrome
(CSCF) which is characterized by cardiac abnormalities, carpal fusion, and dysmorphic facial
appearance. In this study, we identified a novel pathogenic variant of MAP3K7 p.Ser192Gly and
analysed its function.

In silico analysis predicted that the variant would result in the loss of the phosphorylation site,
and attenuation of 1ts autophosphorylation was confirmed by in vitro analysis. In zebrafish in which
MAP3K7 was selectively suppressed with MAP3K7 inhibitors or morpholino, the number of individuals

with a CSCF-like phenotype was significantly increased. Peripheral blood cells obtained from the
CSCF patient had reduced cell adhesion to MAP3K7 stimulation. We also identified a novel frameshift
variant in TAB2 which formed a complex with MAP3K7 in patients with CSCF-like phenotype. These
rﬁsults suggested that loss of function of the MAP3K7 pathway might be involved in the CSCF-like
phenotype.
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