
patient and physician global disease activity assessment (GDA) in
a Likert scale (0–4), ESR and CRP. Those patients that fulfilled 5
or more of the next criteria were considered to have an active
disease: pain score > 25 mm; TJC > 5; SJC > 3; patient GDA
> 1; physician GDA > 1; ESR > 25 mm and RCP > 0.8 mg/dl.
DAS28 score was also calculated. Student t test and Pearson cor-
relation test were applied for statistical analysis.
Results IL-15 and TNF-a serum levels from RA patients were
significantly higher than that from healthy donors (314.6 ± 72.3
vs. 12.9 ± 3.1 pg/ml, p = 0.0001; and 233.1 ± 97.9 vs 74.2 ±
30 pg/ml, p = 0.06, respectively). The percentage of CD69 posi-
tive PBL in RA patients was also higher that in controls (12.6 ±
1.2 vs. 9.7 ± 0.8; p = 0.03). The percentage of CD69+ PBL
correlated with DAS score (r = 0.382; p < 0.05). In addition,
MS and TNF-a levels also correlated (r = 0.49; p = 0.015).
Mean serum concentrations of IL15 and TNF-a in patients with
active disease were higher than these cytokine levels in patients
considered inactive (274 vs. 112.4 pg/ml and 337.6 vs. 211 pg/
ml, respectively), although this difference did not reached statis-
tical significance likely due to the low number of patients with
inactive disease (n = 6).
Conclusion Our data showed a correlation between CD69
expression on PBL and clinical parameters, suggesting a patho-
genic role for this molecule in RA. Further studies are needed to
evaluate the clinical significance of elevated levels of IL15 in RA
patients.
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Background Rheumatoid Arthritis is an autoimmune inflamma-
tory disease. A glucocorticoid resistance has been postulated as a
factor involved in the pathogenesis of this disease.1 The mecha-
nisms involved in this GC-resistance has not been elucidated.
Glucocorticoids´ effects are mediated trough an intracelular
receptor, the glucocorticoid receptor (GCR). Thereare two iso-
forms of the GCR termed alpha and beta. The Beta isoform has
recently been demostrated to act as a dominant negative inhibi-
tor of the classic glucocorticoid receptor alpha.2 As a potential
in vivo inhibitor of GCR alpha activity, the expression of GCR
beta isoform may be an important factor regulating target cell
responsiveness to glucocorticoids.
Objectives This study evaluated if there is an increase in GCR
beta mRNA in peripheral blood mononuclear cells (PBMNC)
from active newly diagnosed rheumatoid arthritis (RA) patients
as compared to PBMNC from normal controls.
Methods PBMNC were obtained from 9 active RA patients and
9 normal controls, matched by age and sex. A patient was
defined as having an active disease if 3 of the following criteria
were fulfilled: Erytrosedimentation rate > 30 mm/hour, morning
stiffness > 1 h, >6 tender joints, > 3 swollen joints. The GCR
alpha and beta were evaluated by semiquantitative RT-PCR. The
RT-PCR products for both isoforms of glucocorticoid receptor
were electrophoretically fractioned on 2% agarose gels stained
with ethidium bromide. The intensity of ethdium bromude fluo-
rescence was measured densitometrically and expressed as opti-
cal density units (ODU). The presence of statistically significant

differences in ODU between groups was evaluated by the Wil-
coxon test for matched pairs.
Results RA patients presented a significant increase in the expres-
sion of GCR beta mRNA (median 571, range 208–968 ODU vs
median 317, range 83–563 ODU in controls; P = 0.007) with
no change in GCR alpha mRNA compared to controls.
Conclusion RA patients present an increased expresion of the
inhibitory beta isoform of the GCR in PBMNC. Glucocorticoids
have well known anti-inflammatory properties, therefore an
increased proportion of the inhibitory isoform of the glucocorti-
coid receptor could lead to a glucocorticoid-resistance status,
wich could be a pathogenetic factor in RA by favouring the per-
sistence of inflammatory processes.
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Background In trying to elucidate the value of new drug regi-
mens in rheumatoid arthritis (RA), it is of critical importance to
use animal models which share as many features as possible with
the human disease. Collagen 0 induced arthritis) CIA) is charac-
terised by development of both cellular and humoral immune
responses directed against heterologous and autologous CII.
Newly discovered diphenylpyrimidine amino acetamide deriva-
tives pretreatment has been shown in vitro to reduce anti-CII
antibody formation. Against this background, we wanted to
investigate the clinical effects of SX-5452 on CIA and MRL/lpr.
Objectives To investigate the effectiveness of SX-5452 in pre-
venting the development of arthritis/autoimmune diseases and to
compare the potency/mechanisms with Leflunomide, a novel
anti-rheumatic drug.
Methods Male DBA/1 mice and female MRL/lpr/lpr mice were
used. The degrees of swelling, redness were evaluated macro-
scopically and intensity of inflammation was evaluated by histo-
logically. At the same time the antibody formation was evaluated
in vivo and in vitro.
Results Oral administration of SX-5452(0.03 mg/kg/day-10 mg/
kg/day) from the day of immunisation with CII strongly and
dose-dependently suppressed the development of arthritis. SX-
5452 at the dose of 10 mg/kg prevented completely the develop-
ment of arthritis in both arthritic score and histological changes.
Furthermore administration of SX-5452 at the dose of 10 mg/kg
one a week also suppressed almost completely the development
of CIA. It also showed inhibitory effect on the production of
anti-CII antibody in CIA mice as well as anti-DNA antibody in
MRL/lpr mice. These effects were at least three-fold more potent
than those of leflunomide. MAPK-pathway and tyrosine phos-
phorylation are raised as the possible molecular mechanisms.
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