


maternalCDKN1Cexpression [7–9]. Apparent hypomethylation of
IC2 may, in rare cases, result from a germline IC2 deletion [10].
However, most BWS patients with IC2 methylation defects appear
to have an epimutation of unknown cause (although there is an
increased risk of BWS with IC2 epimutation in children conceived
by assisted reproductive technologies) [11–13]. In order to gain







observations and the apparently milder phenotypic effects of
maternalNLRP2inactivation thanNLRP7inactivation (Beckwith-
Wiedemann syndrome and molar pregnancy respectively) it might
be predicted that clinical heterogeneity/incomplete penetrance
would be a feature of maternalNLRP2 inactivation. Although
maternalNLRP2mutations appear to be a rare cause of familial
BWS, the identification of these cases is important, as the
inheritance pattern differs from the autosomal dominant inheri-
tance (with parent of origin effects) associated with other inherited
forms of BWS. The inheritance ofNLRP2-associated BWS has
similarities to other autosomal recessive disorders in which
homozygous mothers are well, but there is a high risk to their
offspring (e.g. FHM and treated maternal phenylketonuria).
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