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Discussion

We report a nonsense mutation (p.Ser64Ter) in 
IGF2 in a family with some members who had 
prenatal and postnatal growth restriction (Fig. 1 
and Table 2, and the Supplementary Appendix). 
If translated, the mutant protein would be ap-
proximately 30% of the size of the wild-type 
protein (64 vs. 236 amino acids; NP_001121070.1) 
and would not contain the IGF-I, IGF-II, and 
insulin receptor binding sites, but it is most 
probably targeted for nonsense-mediated decay.

Circulating IGF-II is, for the most part, synthe-
sized by the liver, where, unlike in other tissues, 
IGF2 is biallelically expressed. Patients had low 
levels of IGF-II in serum (Table 2). The fact that 
they had some, rather than no, IGF-II in serum 
is probably a result of the hepatic expression 
from the maternal IGF2 allele.15,16 In nonhepatic 
tissues, such as the placenta, IGF2 is expressed 
from the paternal allele only and acts in both an 
autocrine and a paracrine manner. The p.Ser64Ter 
mutation probably diminishes the synthesis and 
secretion of IGF-II in nonhepatic tissues.
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