Supplementary information
Literature review

A systematic search of the electronic PubMed, Embase and Scielo databases was performed to screen articles containing key words: “Opitz G/BBB syndrome”, “MID1 mutation”, “disease-causing MID1 variant” and “MID1”. Papers written in both English and Portuguese were accepted. A total of 63 papers published from 1992 to 2016 were evaluated, with a total of 103 XLOS families caused by MID1 variants (Cho et al. 2006; Cox et al. 2000; De Falco et al. 2003; Ferrentino et al. 2007; Fontanella et al. 2008; Gaudenz et al. 1998; Hsieh et al. 2008; Hu et al. 2012; Huning et al. 2013; Ji et al. 2014; Migliore et al. 2013; Mnayer et al. 2006; Pinson 2004; Preiksaitiene et al. 2015; Quaderi et al. 1997; Ruiter et al. 2010; Schweiger et al. 1999; Shaw et al. 2006; So et al. 2005; Taylor and Aftimos 2010; Winter et al. 2003; Zhang et al. 2011). In order to have independent observations, a descriptive analysis of the XLOS phenotype considering only the index cases was performed. We excluded dubious cases, i.e. carriers of large deletions or duplications, complex rearrangements, and other genetic anomalies, such as is the case of proband B-II:1 with a mosaic  monosomy 21 in addition to the MID1 variant (n=11). In addition, carriers of missense variants with a CADD score below 15 were excluded from further analyses (n=3). Mutations that were not considered include large deletions or duplications c.1-?_2004+?del 1-? (Ferrentino et al. 2007), c.-400_660+?del / c.-330_660+?del (Migliore et al. 2013), c.-56-?_660+?del (Migliore et al. 2013), c.1-?_660+?del (Ferrentino et al. 2007); c.1-?_660+?dup (Winter et al. 2003), c.661-?_756+?del (Cox et al. 2000),  arrXp22.2(10,466,103-10,523,151)x2 (Huning et al. 2013), c.1142_1285del; complex rearrangement of exon 6 (Migliore et al. 2013); and presence of other genetic anomaly, as is the case of proband B-II:1 with a mosaic  monosomy 21 in addition to the MID1 variant. The remaining are missense variants with a CADD score below 15:  c.1663A>G (CADD 7.9) (Ferrentino et al. 2007) and c.1679A>G (CADD 7.7) (Zhang et al. 2011), and c.1561C>T (Ji et al. 2014) that putatively activates a cryptic acceptor splice site.
