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GENETIC VARIATION OF SARCOLIPIN IN LONG QT SYNDROME, ATRIAL FIBRILLATION AND SUDDEN CARDIAC DEATH 
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Objective: To study the genetic variation of Sarcolipin (SLN) in Cardiac arrhythmia. Background: Cardiac arrhythmia is frequently caused by abnormalities in the ion-currents controlling the action potential and the contraction mechanism of the heart. In cardiac tissue, SLN is exclusively expressed in atria cells, where it in association with phospholamban inhibits the sarcoplasmic reticulum Calcium pump, indicating a vital role for SLN. We investigated genetic variation in SLN in three patient categories, i.e. 90 cases of Long QT syndrome (LQTS), 59 sudden cardiac death cases (SCD), 147 patients with atrial fibrillation (AF) and 92 controls. Methods: Genomic DNA was extracted and the coding region and flanking sequence was amplified by PCR. Mutation analysis was performed using single strand conformation polymorphism/heteroduplex analysis followed by DNA sequencing of aberrant conformers. Results: One G/C transition mutation in position +1 of the 3 untranslated region (3UTR) and one G/C transition single nucleotide polymorphisms (SNP) at position -65 in the 5UTR were identified. The 3UTR mutation was present with a low C-allel frequency at 0.0039, and only in SCD patients. The 5UTR SNP appeared with allelic frequencies of G: 0.48 and C: 0.51 and no difference between groups. Conclusion: Genetic variations in the SLN gene are hardly of importance as disease causing factors or susceptibility markers in LQTS, SCD or AF. The results show the +1 3UTR mutation in two SCD patients. However, whether this mutation is associated with SCD by affecting mRNA stability and thereby SLN expression remains to be established.

