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We thank Dr Lester and colleagues [1] for their interest in our
recent article [2] and for their comments.

As underlined by Lester and colleagues [1], replication
cohorts are of primary importance in genetic association
studies. With regard to primary Sjögren’s syndrome (pSS),
however, it is difficult to collect a very large group of patients
and our cohort of pSS patients, even though it comprised
281 patients, remains somehow of moderate size when
compared with other cohorts of patients with closely related
auto-immune diseases such as lupus. This observation leads
us all to be very careful with the reported findings from pSS
genetic association studies. The objective of our discussion
was not to suggest that our results could be interpreted
meaningfully against those of Downie-Doyle and colleagues
[3], but to highlight the fact that contradictory results could
be observed if small populations of patients and controls are
analyzed.

As discussed in our manuscript [2], the at-risk allele found in
our first cohort of patients (CTLA-4 +49A/G*A) has been
reported to be protective in various auto-immune diseases.
These results naturally prompted us to confirm the findings in
a second cohort of patients. The results in this second cohort
were opposite to those in the first cohort and, overall, there
was no association. Our study was not restricted to individual
single nucleotide polymorphism analysis but also included
haplotypic analyses that showed an overrepresentation of
CTLA-4 +49A:CT60A and CTLA-4 +49A:CT60G
haplotypes among patients (P = 0.03, odds ratio 1.41, 95%
confidence interval [1.02 to 1.95]) in the first cohort, as
observed by Downie-Doyle and colleagues [3]. As those
haplotypes carry CTLA-4 CT60*G and CTLA-4 CT60*A
alleles, respectively, each of them having opposite functional

effects on CTLA-4 mRNA expression, we just wondered in
the discussion how such an association could be functionally
explained. In fact, the positive association reported in lupus
by Torres and colleagues [4] involved only the CTLA-4
+49A:CT60G haplotype (and not CTLA-4 +49A:CT60A,
which had a neutral effect on lupus susceptibility), which has
been demonstrated to lead to a lower level of soluble CTLA-4
at the mRNA level in unstimulated CD4 T cells. Such a
haplotype could, therefore, also be rationally considered as
an at-risk haplotype at a functional level.

Therefore, we are convinced that definite conclusions can not
be drawn on the role of CLTA-4 polymorphisms and haplo-
types in pSS disease susceptibility. For this purpose, other
replication studies have to be performed in Caucasian
patients, ideally in populations with large sample sizes, in
order to be confident that they are involved in pSS pathogeny.
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pSS = primary Sjögren’s syndrome.
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