
Association of Interleukin 1a Promoter Polymorphism
(–889C/T) with Susceptibility to Systemic Sclerosis
To the Editor:

We read with great interest 2 articles1,2 about the association of interleukin
1a (IL-1a) –889C/T promoter polymorphism with systemic sclerosis
(SSc). Hutyrová, et al1 suggested that overexpression of IL-1a-889 T allele
carriers among patients with SSc in a Slovak population was significantly
associated with risk of SSc. Mattuzzi, et al2 showed that IL-1a-889C/T
was not significantly associated with SSc susceptibility in whites. In fact,
IL-1 plays a critical role in connective tissue remodeling, which modulates
both degradation and synthesis of extracellular matrix, and has been impli-
cated in the fibrogenic phenotypes of SSc fibroblasts3,4. Kawaguchi5
demonstrated that constitutive IL-1a production might lead to a major
share of the abnormalities of SSc fibroblasts.

Several investigations into the association of IL-1a gene polymor-
phism and SSc have been carried out. Kawaguchi, et al6 found that the fre-
quencies and carriage rates of allele T at –889 were negatively associated
with SSc in a Japanese population. By contrast, this association was not
replicated in the study by Beretta and colleagues in an Italian population7.

This discrepancy may arise from many aspects. First, we found a sig-
nificant difference in the distribution of genotypes in patients, for example,
in a Slovak population — i.e., CC:CT:TT of IL-1a-889 C/T was
37.0%:50%:13.0%, while the ratio was 90%:10%:0.0% in a Japanese pop-
ulation. However, we found a similar distribution in controls between the 2
populations (58.0%:32.7%:9.3% in the Slovak group, 54.3%:34.4%:11.4%
in the Japanese group). Second, the same polymorphism seems to play dif-
ferent roles in different ethnic populations. Evidence suggests that ethnici-
ty influences the genetics in SSc. Genetic factors that have been implicat-
ed in predisposition, such as HLA and non-HLA genes, differ from ethnic
group to ethnic group, suggesting that ethnic factors might be an inde-
pendent determinant of prognosis8. Third, Hutyrová, et al1 explained that
the contradictory results might be caused by a different degree of linkage
disequilibrium within the IL-1 cluster in different populations. However, it
remains unknown whether IL-1a-889C/T polymorphism is in linkage dis-
equilibrium with other single-nucleotide polymorphisms (SNP). Fourth,
SSc is a multifactorial disease that results from complex interactions of
various genetic factors. Most current studies were based on a single poly-
morphism strategy. Limited data could not provide enough evidence for
gene-gene interactions among cytokine SNP in the context of SSc. Further,
the contribution of environmental factors to the etiology of SSc should also
be considered. 

Considering these findings, much study is needed to determine the rela-
tionship between IL-1a-889C/T promoter polymorphism and SSc, includ-
ing studies of gene-gene and gene-environment interactions in different
ethnic populations to confirm this association.
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