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Mowat-Wilson ZEB2

Participation in collagen synthesis of ZEB2, the causative gene of Mowat-Wilson
syndrome.

TERAISHI, MIKA

3,500,000

(MOWS)  ZEB2
MOWS
(EDS)
MOWS ZEB2 MOWS
MOWS
ZEB2 EDS

MOWS EDS
MOWS EDS
ZEB2 ZEB2
ZEB2

Mowat-Wilson syndrome (MOWS) is a congenital disease caused by ZEB2
mutation. MOWS patients show intellectual disability, distinctive facial appearance, microcephaly,
and so on. However, the skin manifestation has not been documented in detail. Here, we recognized
that MOWS patients exhibit Ehlers-Danlos syndrome (EDS)-like symptoms, such as skin
hyperextensibility, atrophic scars and joint hypermobility. MOWS patients showed a thinner dermal
thickness and electron microscopy revealed miniaturized collagen fibrils. Notably, mice with a
mesoderm-specific deletion of the Zeb2 gene (Zeb2-cKO) demonstrated skin manifestations similar to
those of MOWS patients. Dermal fibroblasts derived from Zeb2-cKO mice showed a decreased expression
of extracellular matrix (ECM) molecules, whereas molecules involved in degradation of the ECM were
up-regulated. We conclude that MOWS patients exhibit an EDS-like skin phenotype through alterations
of collagen fibrillogenesis due to ZEB2 mutations.
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