
Conclusion ENBREL plus MTX remains safe and well tolerated.
Improvement of disease activity is sustained even with reduced
or discontinued doses of MTX and/or steroids.
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Background Results have been previously presented from a long-
term safety trial of ENBREL as monotherapy in adult patients
with RA who had failed at least one DMARD. In this ongoing
study, 628 patients have been followed for up to 4.3 years
(median = 2.4 years) for a total of 1336 patient-years.
Objectives Continue to observe the long-term safety and clinical
benefit of ENBREL.
Methods Patients were evaluated for disease activity using ACR
criteria. Adverse event rates were compared with data from con-
trolled studies.
Results 479 adult patients have received ENBREL as monother-
apy for over 1 year, 420 for over 2 years, 164 for over 3 years,
and 12 for over 4 years. Response has been sustained for the
duration of therapy. At baseline, the median tender joint count
was 31 and the median swollen joint count was 25. At 3.5 years,
the median tender and swollen joint counts were 3 each, and
69% of patients had achieved the ACR 20, 50% the ACR 50,
and 25% the ACR 70. Also at 3.5 years, 24% of patients had
zero tender joints, 26% had zero swollen joints, and 15% had
disability scores of zero. In addition, 59% of patients who were
receiving corticosteroids at study start have decreased their ste-
roid doses by a mean of 71%, 29% of patients have completely
discontinued steroids, and only 5% have increased their steroid
dose. Compared to events seen in controlled trials or in the nor-
mal adult population, no significant differences in rate or type
of adverse events were seen in patients treated with ENBREL
over time. Serious adverse events occurred at a rate of 0.13 per
patient-year in the long-term database compared to 0.13 in
ENBREL-treated patients and 0.20 in placebo patients in the
controlled studies. Likewise, serious infections (associated with
hospitalisation or IV antibiotics) occurred at a rate of 0.05 per
patient-year in the long-term database compared to 0.04 in
ENBREL patients and 0.05 in placebo patients in the controlled
studies. The number of malignancies reported in ENBREL
patients was similar to the expected number calculated from the
National Cancer Institute SEER database (9 reported vs. 12.7
expected). No opportunistic infections have been observed.
Conclusion ENBREL as monotherapy continues to be safe and
effective in patients with DMARD-refractory RA for over 4
years.
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Background Functional health status declines and disability
increases early in patients with RA, with half of affected patients
developing moderate loss of functional ability within 2 years of
diagnosis.1 Early initiation of aggressive treatment has been sug-
gested as a means to improve long-term outcomes.
Objectives To evaluate the impact of early therapy with
ENBREL on disability.
Methods In this analysis, we compared the improvement in
Health Assessment Questionnaire (HAQ) disability scores over 2
years in 207 patients with early disease (mean duration of RA
was 1 year) to 563 patients with long-standing disease (mean
duration of RA 12 years) who were treated with 25 mg ENBREL
SC twice weekly.

Mean baseline patient characteristics in the early vs. late
groups were similar, including HAQ (1.5 vs 1.6), number of ten-
der (31 vs 32) and swollen (24 vs 26) joints, CRP (3.3 vs 4.4
mg/dL), presence of RF (87% vs 81%), and age (51 vs 53 years).
Patients with early disease had been treated with fewer
DMARDS (0.5 vs 3.3).
Results Patients with both early and late RA achieved rapid and
sustained clinical responses and improvement in HAQ scores,
but the magnitude of improvement in HAQ was greater in
patients with early disease. At 2 years, mean HAQ scores
declined from 1.5 to 0.6 in the early RA group and from 1.6 to
1.0 in patients with established disease. The proportion of
patients who achieved zero HAQ scores was greater for patients
with early disease (29%) compared to patients with late disease
(14%) (p < 0.001).
Conclusion While patients with early or long-standing disease
had significant improvement in disability with ENBREL therapy,
patients with early disease had greater benefit. Aggressive ther-
apy in patients with early RA has greater potential to improve
disability as measured by HAQ than in patients with more estab-
lished disease who have failed multiple DMARDs.
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Background Better methods for assessing articular injury are
needed to monitor efficacy of disease-modifying therapy in rheu-
matoid arthritis (RA).
Objectives The purpose of this study was to measure serum lev-
els of cross-linked peptides from the C-telopeptide of type II col-
lagen (col2CTx) during treatment of patients with RA.
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Methods Serial serum samples were taken from a previous clini-
cal trial1 in which 213 subjects with active RA received a loading
dose of hydroxychloroquine 400, 800 or 1200 mg/d for six
weeks, then 400 mg/d for up to Week 24. They also received
naproxen 1000 mg/d. From 213 subjects in the original trial,
152 paired sera were available for study; col2CTx levels were
measured at Weeks 0 and 24, using an ELISA that measures a
breakdown product of human cartilage. These levels were com-
pared with tender (TJC) and swollen (SJC) joint counts, and the
erythrocyte sedimentation rate (ESR).
Results Median (± SEM) col2CTx levels decreased by 10% (p =
0.006, Wilcoxon signed ranks) by 24 weeks. Clinical variables
decreased much more dramatically by 24 weeks; the TJC
declined by 67% (p = 0.000), and the SJC, by 56% (p =
0.000). The ESR declined by 33% (p = 0.000) during this same
period. Thus, the magnitude in reduction of circulating col2CTx
was less than TJC, SJC and ESR but did show significant
improvement.

Abstract FRI0082 Table 1

Outcome Week 0 Week 24

Col2CTX (ng/ml) 7.2 ± 1.2 6.4 ± 0.8

TJC (No.) 12.0 ± 0.7 4.0 ± 0.8

SJC (No.) 9.0 ± 0.6 4.0 ± 0.6

ESR (mm/hr) 35.5 ± 2.1 24.0 ± 2.8

Conclusion This limited improvement in col2CTX may be due
to a lag in suppression of structural damage to cartilage. Since
joint radiographs typically require a year or more to show a
reduction in joint destruction, the measurement of col2CTx may
give an earlier indication of reduction in injury to cartilage. Fur-
ther clinical studies need to be done in patients treated with
more intensive antirheumatic therapy and over longer time
periods.
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Background

Objectives To evaluate the long-term efficacy and safety of a
combination of methotrexate (MTX) with the fully human anti-
TNF antibody adalimumab (D2E7) in patients with active rheu-
matoid arthritis (RA).
Methods 54 patients, who were partial responders to standard
doses of MTX (mean 16 mg/week), were included in this rando-
mised double blind, placebo-controlled study (DE010). Initially,
patients were randomised into three treatment arms of 18
patients each and then injected double blind (first and second
injection) with either 1 mg/kg adalimumab i.v., 1 mg/kg

adalimumab s.c., or placebo (double dummy). Thereafter, all
patients received open-label s.c. injections of 1 mg/kg adalimu-
mab. The frequency of administration (every other week up to
every other month) depended on the individual response to
treatment.
Results The overall efficacy results for the open label period of
24 months are summarised in the Table 1 below.

Adverse events were well matched between both adalimumab
treatment arms and placebo during the initial double blind study
period. A total of 44 patients (81%) were able to complete the
2-year study period. Reasons for drop out were adverse events
(6 pts), lack of efficacy (2 pts), death (1 pt, myocardial infarc-
tion), and protocol violation (1 pt).

Abstract OP0062 Table 1

Baseline 6 mo 12 mo 18 mo 24 mo

% pts EULAR response 87 85 80 78

% pts ACR 20 72 63 63 50

% pts ACR 50 30 28 43 30

DAS* 4.72 2.86 3.03 2.48 2.58

Ritchie Index* 16.0 6.0 7.0 4.5 4.5

SJC [0–44 joints]* 19.0 7.0 8.0 6.0 4.5

*median.

Conclusion Repeated subcutaneous injections of 1 mg/kg adali-
mumab (D2E7) over a period of two years showed sustained
efficacy and were well tolerated when given in combination with
stable standard doses of MTX to patients with active RA.
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Background

Objectives To evaluate the long-term efficacy and safety of the
fully human anti-TNF antibody adalimumab (D2E7) given by the
s.c. route to patients with active rheumatoid arthritis.
Methods 24 patients with active rheumatoid arthritis who had
previously failed a mean of 3.5 DMARDs were included in this
12-week randomised double blind, placebo-controlled study
(DE004), and continued thereafter in an open label part of the
study for up to two years on adalimumab. Initially, patients were
assigned to either 0.5 mg/kg adalimumab s.c. weekly (18
patients) or placebo (6 patients). 22 patients entered the open-
label part of the study: 15 patients who achieved EULAR
response continued their previous adalimumab treatment sched-
ule (0.5 mg/kg weekly), 2 patients who did not achieve a EULAR
response at week 8 increased their adalimumab dose to 1 mg/kg
weekly, and 5 patients previously on placebo received 1 mg/kg
adalimumab s.c. weekly.

Patient characteristics at baseline: 60 years mean age, 10 years
mean RA duration, 5.35 mean Disease Activity Score (DAS).
Results The overall efficacy results for the open label period of
24 months are summarised in the Table 1 below.
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