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Single Nucleotide Polymorphism of the Human C-C Chemokine
RANTES/CCLS5 Promoter Region in Ankylosing Spondylitis
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Background: Ankylosing spondylitis(AS) is a chronic inflammatory autoimmune
disease that is found associated with multiple genetic and environment risk factors.
The cause for AS is yet to be identified. Objective: To test whether the SNPs in C-C
chemokine RANTES/CCLS5 [Regulated on Activation Normal T-cell Expressed and



Secreted/ Chemokine (C-C motif) ligand 5] gene promoter region —403 and —28
positions are associated with AS or not, and whether the SNP genotypes of Taiwanese
population (control subjects) is different from Aboriginal Taiwanese. Methods : 1)To
establish the RANTES/CCLS gene promoter region SNP genotype database of 200
Taiwanese population(control subjects) and 58 Aboriginal Taiwanese by
auto-sequencing, ii)to validate the SNP genotypes of 118 AS patients using real-time
PCR. Pearsony? test and Fisher’s exact test are performed to assess if there is
significant genotype distribution between different races, and between normal and
disease subjects, iii)to analyze the RANTES/CCLS protein level in plasma of
Taiwanese population (control subjects), Aboriginal Taiwanese, and AS patients by
ELISA. Student’s t test is performed to assess if there is statistical significant
difference among different populations. Results: The genotype GG(y2=5.694,
p=0.017) and AA(Fisher’s exact test p=0.006)distribution in RNATES/CCLS5 gene
promoter region -403 position are strikingly different between Taiwanese population
(control subjects) and Aboriginal Taiwanese. The A allele frequency (32=2.951,
p=0.043)is also significantly different. However there is no statistical significant
difference(p>0.05) at —28 position. There is also no statistical significant difference
in —403 and —28 SNP genotype distributions between Taiwanese population
(control subjects) and AS patients. Yet the RANTES/CCLS protein level of plasma in
AS patients(103.58+7.46 ng/ml) is higher than that of Taiwanese population (control
subjects) ( 8.04+0.83 ng/ml, Student’s t test =0.001).Conclusion: The RANTES/
CCL5 gene promoter region —403 position genotype distribution is different between
Taiwanese population (control subjects) and Aboriginal Taiwanese, but there is no
difference in protein level in plasma. Although the SNPs in RANTES/CCLS5 gene
promoter region is found not likely associated with AS, we suggest that there is/are
other factor(s) regulating the RANTES/CCLS5 protein secretion, which is possibly

playing an important role in this chronic inflammatory disease.



