L ettersto the Editor

Interleukin-4 receptor a
polymorphismsin primary
§jogren’s syndrome

Sirs,

The interleukin-4 receptor a chain gene
(IL-4RA) is a polymorphic gene which has
been associated with susceptibility for the
development of atopy, asthma and autoim-
mune diseases (1, 2). The IL-4RA chain
binds IL-4 with high affinity, leading to
dimerization with another protein to form
either atypel or typell receptor (3). While
the type | receptor is only expressed on
hematopoietic cells, expression of the type
Il IL-4RA, which aso binds to IL-13, has
been reported in non-hematopoietic cells
(e.g. epithelia) (4).

Sjogren’s syndrome (SS) is asystemic auto-
immune disease that mainly affects the ex-
ocrine glands (autoimmune epithelitis) (5),
and an enhanced sensitivity of the glandular
epithelium to IL-4 might play an etiopatho-
genic role in primary SS. We investigated
48 consecutive patients (47 women and 1
man; mean age 56 years; range 23 to 77
years) attending our Department. All pa
tients were white and fulfilled 4 or more of
the new classification criteriafor SS recent-
ly proposed by the American-European
Consensus Group (6). As controls, 98 ethni-
cally matched healthy blood donor volun-
teerswere recruited from the Blood Bank of
our hospital.

Polymerase chain reaction (PCR) amplifi-
cation was performed on a Perkin Elmer
2400 thermal cycler (Applied Biosystems,
Foster City, CA), using the Expand High
Fidelity PCR System (Roche Diagnostics,
Mannheim, Germany) and combinations of
intronic and exonic primers for IL-4RA(7).
No significant differenceswere found in the
genotype analysis, haplotype frequency or
haplotype carrier rate in patients with pri-
mary SS compared with healthy controls.
Homozygous ECSSQV was the more fre-
quent genotype found in our patients (63%),
followed by ECSSQV/ARSPRV (19%).
Most patients (98%) carried the ECSSQV
haplotype. Systemic involvement (defined
as cutaneous vasculitis, peripheral neuro-
pathy, renal and/or pulmonary involve-
ment) was more frequent in the ECSSQV/
ECSSQV carriers, athough the difference
did not reach statistical significance.
ARSPRV carriers showed a similar preva-
lence of extra-glandular disease compared
with non-carriers, but a higher prevaence
of parotid gland enlargement (50% vs 16%,
p=0.036). Overal, ARSPRV carriers show-
ed atendency for ahigher prevalence of pos-
itive immunologic markers, especially a pos-
itive RF (60% vs 29%, p=0.13) (Tablel).
Theclinical significance of the IL-4RA hap-
lotypes and its correl ation with the epidemi-

Table |. Freguency of the main epidemiologic, clinical, hematologic and immunologic SS features

according to the presence of the ARSPRV haplotype.

ARSPRVcarriers

Non-ARSPRV carriers

n=10 n=38
Sex (female) 10 (100%) 37 (97%)
Age onset (years), mean + SD 456+ 11.1 499+ 16.6
Parotidomegaly 5 (50%) 6 (16%)*
Systemic disease 6 (60%) 23 (61%)
Hypergammaglobulinemia (> 4 gr/L) 2/9 (22%) 7136 (19%)
ESR > 50 mm/hour 4 (40%) 8/37 (22%)
Antinuclear antibodies 8 (80%) 26 (70%)
Rheumatoid factor 6 (60%) 11 (29%)**
Anti-Ro/La antibodies 5 (50%) 17 (45%)

* p=0.036; **p=0.13

Systemic disease: presence of cutaneous vasculitis, peripheral neuropathy, pulmonary and/or rena involve-

ment; ESR: erythrocyte sedimentation rate.

ologic, clinical and immunologic features
of primary SS has been little studied. No as-
sociations with clinical or immunologic SS
features were described by Lester et al. (8),
athough a protective effect of the R551 al-
lele was found for Raynaud’ s phenomenon,
while Youn et al. (9) did not anayse the
correlation with clinical or immunologic SS
features. In this study, we found no signifi-
cant differencesin the gender and age at SS
onset, nor in the main extra-glandular, ana-
Iytical and immunological features in SS
patients carrying the ARSPRV haplotype
compared to controls. Nevertheless, a high-
er frequency of parotid gland enlargement
was observed, as well as a tendency for a
higher frequency of positive immunological
markers (mainly RF). We may hypothesize
that in primary SS, a disease considered to
be an “autoimmune epithelitis’ (3), an en-
hanced sensitivity of the glandular epitheli -
um to 1L4/1L13 might induce, on the one
hand, a specific recruitment of T-cells (with
a posterior B-cell stimulation) and on the
other hand an inflammatory process that fi-
nally produces an enlargement of the paro-
tid glands. In fact, recent studies have des-
cribed that I1L-4 mRNAis expressed at a high
frequency in cultured lymphocytes from the
sdlivary glands of SS patients (10).

In conclusion, the distribution of 1L-4RA
genotypes and haplotypes in patients with
primary SS compared with healthy controls
were found to be similar in our study, a-
though we found some statistical associa-
tions. ARSPRV carriers presented a higher
frequency of parotid gland enlargement and
atendency for a higher prevalence of posi-
tive immunological parameters. These two
features probably are a result of loca
inflammation and B-cell activation, respec-
tively, and might reflect an enhanced sensi-
tivity to IL-4/IL-13 in ARSPRYV carriers.
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