
MULTIPLE SCLEROSIS 

RANTES: A GENETIC RISK MARKER FOR MULTIPLE SCLEROSIS 
Background: 
Regulated upon activation, normal T-cell expressed and secreted (RANTES) is a beta-chemokine 
and has been detected in brain lesions of multiple sclerosis (MS) patients. Considering its 
potential role in MS, we screened two functional polymorphisms in the proximal promoter 
region of the RANTES in MS patients versus controls. 

Methods: 
We examined 140 postmortem brain samples from subjects with a primary diagnosis of MS, and 
peripheral blood samples from 216 control subjects. The RANTES-28C/G and -403G/A 
promoter polymorphisms were examined. All subjects were non-Hispanic Caucasians. 

Results: 
MS cases differed from controls showing a significant association with the 403G/A 
polymorphism (odds ratio, 2.359, [1.465-3.799]; P-0.0001), but not the -28C/G (P-NS) 
polymorphism. There was a significant association of the -28G allele with both early onset (P-
0.031) and longer survival (P-0.006). 

Conclusion: 
There is a significant but complex association of the RANTES gene with MS. 
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ASSOCIATION OF CCR5 DELTA32 DELETION WITH EARLY DEATH IN MULTIPLE 
SCLEROSIS 
Purpose 
The interaction between chemokines and their receptors is extremely important in controlling T 
cell migration into sites of CNS inflammation.Because trafficking of inflammatory T cells into 
the central nervous system (CNS) is a key player in the pathogenesis of multiple sclerosis (MS), 
we investigated the possible association of CCR5 delta32 deletion in this disorder. 

Methods: 
DNA isolated from postmortem brain tissue samples of 132 patients with MS and from blood 
tissue samples of 163 gender and ethnicity-matched healthy controls was used to screen for the 
CCR5 delta32 deletion allele. 

Results: 
An increased frequency of 32-bp deletion allele was found to be associated with early death (P> 
0.00005) and with a progressive reduction in the years of survival (onset to death). The death 
hazard ratio of CCR5 with deletion versus no deletion was 2.12, suggesting that MS patients 
with the 32-bp deletion have twice the mortality rate of patients with the normal genotype. This 
effect was more significant in females (hazard ratio 3.58). 



Conclusion: 
A strong association of the CCR5delta32 deletion with early death could serve as a prognostic 
marker for MS. 
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