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            Abstract
Hypopigmentation along Blaschko’s lines is a hallmark of a poorly defined group of mosaic syndromes whose genetic causes are unknown. Here we show that postzygotic inactivating mutations of RHOA cause a neuroectodermal syndrome combining linear hypopigmentation, alopecia, apparently asymptomatic leukoencephalopathy, and facial, ocular, dental and acral anomalies. Our findings pave the way toward elucidating the etiology of pigmentary mosaicism and highlight the role of RHOA in human development and disease.
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                    Fig. 1: Main clinical features of RHOA-related mosaic ectodermal dysplasia and RHOA mutations.[image: ]


Fig. 2: The inactivating effect of the two RHOA mutations.[image: ]
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Supplementary Fig. 7 Expression levels of overexpressed wild-type or mutant myc-tagged RhoA, and endogenous RhoA, total MYPT1, phospho-MYPT1 (pThr696), total MLC2, actin, and phospho-MLC2 (pThr19).
a, Representative Western blots show similar protein loading (endogenous total MYPT1, actin, endogenous RhoA, and total MLC2) and similar overexpression of myc-tagged wild-type and mutant RhoA (three independent experiments). There is a visible reduction in phosphorylated MYPT1(pThr696) and MLC2(pThr19) when RhoA(Thr19Asn) or RhoA(Glu47Lys) are overexpressed. b,c, Levels of phosphorylated MYPT1(pThr696) and MLC2(pThr19) in endogenous and transfected NIH/3T3 cells. Cumulative data of average density values (overlaid with dots from the three independent experiments) for phosphorylated MLC2(pThr19) (b) and MYPT1(pThr696) (c) normalized to total MLC2 and MYPT1, respectively, indicate reduction in MLC2(pThr19) and MYPT1(pThr696) upon RhoA(Thr19Asn) or RhoA(Glu47Lys) overexpression.
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