OAS in Multiple Sclerosis: not just a haplotype association.
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Type 1 interferons (IFNS) alpha and beta up-regulate many proteins involved in innate immunity, including those of the oligoadenylate synthetase (OAS) family. One of this family of proteins- OAS 1- induces RNAseL which in turn up-regulates a number of anti viral genes, leading to viral RNA degradation.

Genetic variants of OAS1 gene have been associated with differential RNAseL enzyme activity in type 1 diabetes. It has been proposed that polymorphisms in the OAS1 gene could influence susceptibility to multiple sclerosis (MS). A single previous study of OAS in MS suggested an association with haplotype, but not single-marker loci.

We examined the occurrence of a functional SNP (single nucleotide polymorphism) at exon 7 of the OAS 1 gene in 256 people with MS of all subtypes and 90 controls.

Results: The A allele, associated with low OAS enzyme activity, was found in 28.1% of MS patients vs 18.9% of controls. The G allele, associated with high enzyme activity, was present in 3.9% of MS patients vs 14% of controls. There was a very statistically significant difference in genotype distribution between people with MS and controls (p2=0.00048).
Conclusion: This is the first study to show a significant association between a functional SNP in the OAS1 gene and susceptibility to MS.

Currently we are examining the relationship between OAS genotype and MS subtype, which may be of prognostic value clinically. We are also focusing on genotype as a potential predictor of response to interferon therapy. 

