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Background

Objectives To evaluate the efficacy and safety of infliximab for
RA in daily clinical practice.
Methods We included 54 patients with refractory RA who failed
at least two different DMARDs (including MTX). The patients
received 3 mg/kg infliximab at weeks 0, 2, 6 and the every 8
weeks for 54 weeks. MTX and all other concomitant medica-
tions were kept at a stable during the study. Evaluations before
each infusion included tender (TJC) and swollen joint counts
(SJC), patient and physician global assessments, pain score
(VAS), HAQ, morning stiffness, and ESR. All adverse events
were recorded. We used the Wilcoxon test for two related sam-
ples to assess differences between measures taken in pairs.
Results All patients received at least 2 infusions and 9 patients
completed the study through week 22, when this analysis was
done. ACR components including TJC, SJC, morning stiffness,
patient and physician global assessments, VAS pain, ESR and the
HAQ significantly decreased at week 2 (with p < 0,001 for all
these ACR components), as it is shown in Table 1. At week 6, all
these ACR components showed values significantly decreased (p
< 0,001) with relation to week 0 but not in comparison with
week 2 (except for TJC, SJC and physician global assessment
with p < 0,01). The results for clinical response and HAQ did
not reach statistical significance after week 6, due to the small
number of patients that completed treatment in week 14 (n =
24) and in week 22 (n = 9). One patient dropped out because
of major surgery (related to the RA). The treatment was well tol-
erated; only minor adverse events (n = 15) without any serious
infection were noted.
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Week 0

n = 54

Week 2

n = 54

Week 6

n = 44

Week 14

n = 24

Week 22

n = 9

TJC 17,0 14,0 8,0 4,5 8,0

SJC 12,0 7,0 5,0 5,0 7,0

Morning stiffness 60,0 15,0 7,5 10,0 15,0

ESR 48,0 30,0 35,0 32,0 33,0

Patient Global Assesment 68,5 48,0 49,5 32,0 36,0

Physician Global Assesment 66,5 50,0 46,5 46,0 49,0

HAQ 2,00 1,62 1,62 1,44 1,75

Median Values.

Conclusion Patients with refractory rheumatoid arthritis signifi-
cantly improve during therapy with infliximab. The observed
beneficial effect is maintained during the treatment period with-
out major adverse events.
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Background Orally available small molecular weight compounds
with ability to suppress the proinflammatory mediator Tumour
Necrosis Factor alpha (TNF) are of high interest for the treat-
ment of rheumatoid arthritis (RA). Roflumilast (3-cyclopropyl-
methoxy-4-difluoromethoxy-N-[3,5-di-chloropyrid-4-yl]-benza-
mide) is a highly potent and selective inhibitor of
phosphodiesterase type 4 (PDE4), that effectively suppresses
TNF production in vitro and in vivo.1,2 This compound is cur-
rently in clinical development for asthma and COPD.
Objectives We investigated the capacity of Roflumilast to reduce
the release of TNF in vivo in mice, and also examined its antiar-
thritic potential in murine collagen-induced arthritis (CIA).
Methods For induction of systemic TNF release, male BALB/c
mice were injected intraperitoneally with lipopolysaccharide
(LPS, S. abortus equi, 5 mg/kg). Mice were orally treated with 1
or 10 mg/kg of Roflumilast 30 min prior to LPS challenge.
Plasma was obtained 90 min after challenge for determination of
cytokines by ELISA. CIA was induced in male DBA/1 mice by
intradermal injection of 200 mg of type II collagen (CII) in
Freund?s complete adjuvant, followed by a booster injection of
CII on day 21 (200 mg in PBS i.p.). Roflumilast (1 or 5 mg/kg)
was given once daily p.o. on days 23‑33. Arthritic scores (0‑3)
and paw thicknesses were monitored between days 21‑39. In
parallel experiments, groups of mice were sacrificed and cells
from draining lymph nodes were restimulated in vitro with
graded concentrations of CII. TNF, Interleukin-6 (IL-6), and
Interferon-gamma (IFN), released within 72 h of in vitro culture,
were measured by ELISA. Histological analysis was performed
on joints taken on day 35 after primary immunisation.
Results Roflumilast dose-dependently suppressed LPS-induced
TNF production in vivo (75% with 10 mg/kg). By contrast,
plasma levels of the anti-inflammatory cytokine Interleukin-10
were substantially raised (500% with 10 mg/kg). In addition,
Roflumilast dose-dependently protected mice against CIA. This
was also evident histologically by a significant reduction of joint
inflammation and bone/cartilage erosion. The in vitro capacity of
lymph node cells to produce TNF, IL-6, and IFN upon CII-stim-
ulation was markedly reduced, even when cells were prepared
one week after withdrawal of drug treatment.
Conclusion These data demonstrate that Roflumilast is a promis-
ing candidate for the oral treatment of rheumatoid arthritis.
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Background Etanercept is an efficient treatment of Rheumatoid
arthritis (RA), but the effect on extraarticular features remains
unknown.
Objectives To evaluate the efficacy of etanercept on extraarticu-
lar features of RA.
Methods We looked for tenosynovitis, rheumatoid nodules in 87
patients (70 women,17 men) with RA or juvenile rheumatoid
arthritis (JRA), at day 0, before beginning treatment with Etaner-
cept (25 mg twice a week) and at day 180 of treatment. The
population included 82 cases of RA and 5 cases of JRA, rheuma-
toid factor positive in 64 cases, median age 51 years (7‑76). The
median duration of RA was 11 years (2‑32) and the median
number of previous treatments was 5 (1‑10).
Results The evolution of the median value of modified DAS 28
was highly significant, with a score of 4.0 at day 0 and 1.7 at
day 180(p = 0.01). At day 180,72 patients could be assessed for
the 3 parameters studied. At day 0,72 patients out of 87 had
tenosynovitis. All tenosynovitis disappeared in 12 patients, some
but not all tenosynovitis disappeared in 7 patients. New tenosy-
novitis appeared at day 180 in 8 patients, 45 patients remained
unchanged.

Moreover,22 nodules were counted in 10 patients out of 87
assessed at day 0. At day 180, the assessment remained
unchanged. Nodules neither appeared nor disappeared. No other
extraarticular features appeared during treatment.
Conclusion Etanercept is an effective inhibitor of TNFa provid-
ing clinical and biological improvement in both RA and JRA.
However, Etanercept had no efficacy on tenosynovitis and rheu-
matoid nodules.
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Background Swett1 was the first to report a successful elbow
synovectomy in chronic infection arthritis. Smith-Petersen et al.2

added radial head excision for rheumatoid arthritis elbow syno-
vectomy. However, the usefulness of radial head excision in
elbow synovectomy was controversial.
Objectives This study was designed to clarify the usefulness of
radial head excision in elbow synovectomy with rheumatoid
arthritis.
Methods We performed elbow synovectomy for 19 patients (21
elbows) suffering from rheumatoid arthritis. There were 14
women and 5 men. Radial head excision (E group) was added in
7 patients (7 elbows) and radial heads retain (R group) was in
12 patients (14 elbows). Average age at the time of the surgery
was 51.4 years in E group, and 52.8 years in R group. The fol-
low up period averaged 6.4 years in E group and 9.1 years in R
group.

We evaluated clinical results and radiological parameters pre-
operatively and final examination. Clinical results were evaluated
include pain, range of motion, stability.

Pain score was classified 4 stages. (0: no pain, 3: severe pain).
We defined instability as more than 20 degrees of varus-valgus
motion with the elbow flexed 25 degrees. Radiographic parame-
ters were measured the height of humerus (H) in anteroposterior
radiograph, the thickness of olecranon (O) in lateral. The degree

of joint destruction was elucidated by Larsen grade. We com-
pared with preoperative and final examination in each group.
Statistical analysis was performed by Wilcoxon singed-ranks test.
A p value of less than 0.05 was considered to indicate a signifi-
cant difference.
Results Pain was eliminated or improved in all patients at final
examination. The average pain score changed 2.7 to 0.7 in E
group and 2.5 to 0.3 in R group. The flexion contracture preop-
eratively was -42.5 degrees, and significantly improved to -26
degrees at final examination in E group. In R group, it was not
significantly improved from -35.7 degrees to -30.1 degrees. The
arc of flexion did not change after synovectomy both two
groups (115 to 124 in E group, 122 to 115 in R group). One
elbow in each group was considered to be unstable at final
examination.

Larsen grade had deteriorated 1 grade or more in all elbows
of each group. The value of H significantly decreased 8.4 mm to
3.9 mm in E group and 11.0 mm to 6.2 mm in R group. The
value of O was significantly decreased 12.8 mm to 10.0 mm in
E group and 13.7 mm to 11.7 mm in R group.
Conclusion Radial head excision improved flexion contracture
without influences on pain, stability and radiographic change in
elbow synovectomy with rheumatoid arthritis.
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Background Patients with advanced RA with a suboptimal
response on low dose methotrexate (MTX) have shown to
respond well after the addition of cyclosporin-A (CsA).1 The
combination of CsA and MTX has never been tested in a paral-
lel design in patients with early RA.
Objectives To assess in patients with early, and potentially
aggressive RA whether combination therapy with CsA and MTX
compared to CsA mono therapy, results in a higher number of
clinical improvements.
Methods 120 RA-patients with active disease who were rheuma-
toid factor positive (95%) and/or had signs of radiological dam-
age (49%) received CsA and MTX or CsA and placebo for 48
weeks. MTX was started ad a dose of 7.5 mg/week, and
increased to 15 mg/wk at week 16. CsA was started at a dose of
2.5 mg/kg/day and increased to a maximum of 5 mg/kg/day.
Patients who did not have an ACR20 response after 24 weeks
were withdrawn. ACR responses at the 20%, 50% and 70% lev-
els were calculated on basis of intention to treat with the last
visit put forward in case of premature discontinuation.

Abstracts

Ann Rheum Dis 2001;60(Suppl 1):A1–A513 A453


