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Aim: To select the best SNP candidates to study regulatory changes in genes previously associated with migraine susceptibility.

In silico analyses suggested possible alterations in gene regulation of SNARE proteins implicated in exocytotic neurotransmitter release in

migraine, as well as modulation of gene expression related to cellular stress.

→ We are currently performing the functional validation of these SNPs through luciferase reporter assays.

Migraine is a disabling and multifactorial neurological disease, remaining unexplained most of its heritability and susceptibility. Some migraine

risk loci have been shown to reside in non-coding regions, which may alter gene expression and epigenetic regulation
1,2

. Genes previously

associated with migraine susceptibility in the Portuguese population are SYN1, SNAP25, VAMP2, STXBP1, STXBP5, SYN2, UNC13B, GABRA3,

GABRQ, and STX1A
3-5

.
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In silico integrative evaluation of the 22 tagSNPs:

7 SNPs met our criteria, priority being given to the 4 SNPs located in major

candidate regulatory regions: rs6951030 (STX1A), rs2327264 (SNAP25),
rs5906437 (SYN1) and rs1150 (VAMP2).
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1. Pre-selection of variants: Linkage Desequilibrium (LD) analysis

3. Functional validation: gene expression assay
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2. Prioritization of variants: prediction and annotation
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