
Our understanding of the genetic 
contribution to autism spectrum 
disorders (ASDs) has expanded 
rapidly, but remains far from com-
plete. Despite good evidence for 
roles of rare and de novo variants in 
some cases, the genetic basis of most 
cases remains unexplained and the 
involvement of common genetic 
variants is poorly understood. Two 

genome-wide studies now alter this 
picture. One provides the first firm 
evidence for a role of common single-
nucleotide polymorphisms (SNPs) 
in ASDs, whereas the other expands 
our knowledge of the involvement of 
copy number variation.

Wang and colleagues carried out 
genome-wide studies using two large 
cohorts, one comprising ASD fami-
lies and the other population-based. 
Six SNPs showed association at 
genome-wide significance across the 
two cohorts and this was replicated in 
a third cohort. The SNPs lie between 
two genes that encode the cell 
adhesion molecules cadherin 9 and 
cadherin 10. This is an interesting 
finding given that altered neuronal 
cell adhesion has been implicated in 
ASDs; furthermore, cadherin 10 is 
expressed in the frontal cortex, an 
area that is known to be affected in 
ASD cases.

‘Pathway-based’ approaches — 
which combine data from SNPs 
to look for differences in statisti-
cal significance between certain 
groups of genes and the rest of the 
genome — highlighted a group of 25 
cadherin genes and 8 neurexin genes, 
providing further evidence for a role 
of altered neuronal cell adhesion 
in ASDs.

In a second study, Glessner and 
colleagues looked for copy number 

variants (CNVs) that are involved 
in ASD susceptibility. The results 
provided additional support for the 
involvement of some CNVs that have 
already been implicated in ASDs and 
implicated nine new variants. The 
genes that are associated with these 
CNVs again suggest the importance 
of neuronal cell adhesion in ASD, 
and also highlight a role for the 
ubiquitin pathway.

As well as adding to our under-
standing of the genetic architecture 
of ASD susceptibility by implicating 
common variants, these studies pro-
vide clues to the biological functions 
affected in these conditions. Studying 
the expression patterns and functions 
of these genes will be a crucial next 
step. 
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