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Background In randomised clinical trials, patients with osteoar-
thritis (OA) who received rofecoxib developed fewer clinically
significant gastrointestinal (GI) adverse events than those
received conventional NSAIDs.
Objectives We estimated the economic implications of these
results in Switzerland.
Methods A model-based cost-effectiveness analysis was con-
ducted, focusing on events related to serious GI complications
(perforations, ulcers or bleeds or PUBs) and minor GI problems
(e.g. dyspepsia) that imply healthcare resource use. The base case
analysis had a one-year horizon. GI event probabilities were
obtained from a pre-specified pooled analysis of the clinical trials
of rofecoxib. The NSAID comparator was an aggregate of those
commonly used in Switzerland. To extrapolate trial results to
clinical practice, resource utilisation profiles for inpatient and
outpatient care of GI events were developed using both the liter-
ature and expert opinions in UK, the United States and Canada.
Weighted average drug costs of currently reimbursed medications
were derived from IMS Health data. It was assumed that 20.6%
of conventional NSAID users needed gastroprotective agents
(GPAs) prophylactically based on published data in the UK and
other countries. Efficacy of concomitant use of GPAs in prevent-
ing NSAID-associated PUBs was inferred from the literature. A
75% reduction in prophylactic GPA prescription rates with
VIOXX was assumed for the base case. Sensitivity analyses
explored the effects of varying drug costs, efficacy of GPAs and
rates of concomitant GPA use.
Results Our base case analysis showed that in Switzerland, it
would save 0.64 Swiss Francs per patient per day by switching
conventional NSAIDs to rofecoxib for the treatment of OA. The
iatrogenic cost factor for NSAIDs was 1.75. Results were robust
over a range of model assumptions. The cost per PUB avoided
ranged from an added cost of 5,951 Swiss Francs (assuming 0%
of GPA use with NSAIDs) to a saving of 16,013 (assuming
50%), with a saving of 2,522 Swiss Francs at base case (20.6%
GPA use with NSAIDs).
Conclusion Based upon this analysis of serious and minor GI
events for OA patients in Switzerland, rofecoxib represents a
cost-effective therapeutic option compared to NSAIDs due to
cost savings in GI problems and reduction in use of GPAs.
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Background

Objectives To evaluate the effect of anakinra treatment on days
of work and domestic activity in patients with rheumatoid arthri-
tis (RA).
Methods In a six-month, placebo-controlled study conducted in
Europe, 473 patients with RA were randomised to receive ana-
kinra 30, 75 or 150 mg/day or placebo. Days of work and

domestic activity were evaluated at baseline and after 4, 8, 12,
16, 20, and 24 weeks of therapy using an economic resource
survey. The total days of work and domestic activity gained after
commencing treatment were quantified as productivity and com-
pared in patients receiving placebo or anakinra.
Results Patients receiving anakinra demonstrated greater gains in
productivity for all doses examined (see table). These gains
occurred rapidly, with over a two-day gain by week 8, and over
13 days gained on completion of the study. Furthermore, at the
end of the study, an additional 14% of patients receiving ana-
kinra did not miss any work or domestic activity, compared to
6% receiving placebo (data not shown) Table 1. Productivity
(Work and Domestic Activity) Days Gained:
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Placebo 30 mg 75 mg 150 mg All anakinra

Week 0–4 0.22 1.64 1.66 1.83 1.71

Week 4–8 0.81 2.17 2.27 2.62 2.35

Week 8–12 0.74 1.61 1.98 2.63 2.06

Week 12–16 0.72 2.03 2.33 3.05 2.46

Week 16–20 1.08 2.56 2.48 3.21 2.74

Week 20–24 0.02 1.61 2.20 2.33 2.04

Total 3.55 11.62 12.93 15.66* 13.37*

*p-value < 0.05 for comparison with placebo.

Conclusion Patients receiving anakinra treatment experienced
rapid and dose-related increases in days of work and domestic
activity.
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Background Analgesia, using such drugs as paracetamol, is vital
in the treatment of arthritis. Unfortunately, the incidence of par-
acetamol overdose, a common cause of hepatotoxicity and
death, has been increasing. In the United Kingdom as a means of
reducing adverse event risk, the Medicines Control Agency
(MCA) limited the pack size of over-the-counter paracetamol in
September 1998. This reduction in the amount that can be pur-
chased may make obtaining paracetamol more difficult for peo-
ple with arthritis.
Objectives To determine paracetamol overdose rates for patients
presenting to Ninewells Hospital, Dundee and to assess whether
the action by the MCA has had any measurable effect.
Methods Using serum paracetamol levels as a robust marker for
overdose, the biochemistry database was searched for all parace-
tamol assay requests for each 12-month period from September
1995 to September 2000. We recorded all requests, all assays
with measurable paracetamol and results that were potentially
hepatotoxic 4 h after ingestion (> 1.3 mmol/l). The numbers of
presentations of paracetamol overdose were compared before
and after September 1998.

Abstracts

Ann Rheum Dis 2001;60(Suppl 1):A1–A513 A345



Results A total of 6336 tests were performed of which 4454
(70.1%) were negative for paracetamol. The Table 1 shows the
number of tests by year and result. Using the Chi Squared test
there were no significant differences before and after September
1998 (p = 0.7).
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95/96 96/97 97/98 98/99 99/00

All Tests 1063 1380 1365 1182 1346

All Positive Tests 319 362 403 358 440

Results >1.3 mmol/l 23 27 27 27 28

Conclusion These results do not suggest that the incidence of
paracetamol overdose has been affected by the over-the-counter
pack size reduction at least in the Tayside region of Scotland.
Further measures to reduce the burden of paracetamol overdose
to the healthcare system must be considered along with effective
ways of obtaining paracetamol for appropriate clinical use.
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Background Beside life-threatening gastrointestinal (GI) adverse
events (e.g. perforation, ulcer or bleeding), non-steroidal anti-
inflammatory drug (NSAID) use is associated with less severe GI
symptoms, which may result in the concurrent use of GI protec-
tive agents (GPAs) and/or antacids and therefore increased medi-
cal costs.
Objectives Analyse the patterns of use of GI protective agents
among NSAID users.
Methods During ten days of consultation, 913 NSAID users
were identified among 20,668 patients seen by 103 general prac-
titioners in the Sicily region of Italy from December 1998 to
June 1999. Physicians filled out data collection forms regarding
the type and indication of NSAIDs and the use of adjuvant ther-
apy to prevent or treat adverse GI effects of NSAID therapy dur-
ing the past 6 months.
Results The mean age of the patients was 61 years and 61%
were females. Indications for NSAID therapy included osteoar-
thritis/arthrosis in 61% of the patients, rheumatoid arthritis in
9%, and other reasons, most notably non-articular pain in 28%.
Based on the number of prescriptions (Rx) and the number of
patients (pts), the most frequently prescribed NSAID was nime-
sulide (24% Rx, 37% pts), followed by diclofenac (24% Rx,
32% pts), piroxicam (17% Rx, 24% pts), and ketoprofen (9%
Rx, 12% pts) accounting for 75% of all NSAID prescriptions.
The mean duration of all NSAID therapy varied between 60 to
120 days depending on the specific NSAIDs used by the patients
during the 6 months prior to the visit. Of all NSAID users,
50.3% used a GI medication, including GPAs [including proton
pump inhibitors (PPI), H2-antagonists, and misoprostol] and ant-
acids (Rx or OTC). Although certain variations existed, the use
of GPAs and antacids was consistent across all NSAIDs including
those newer products such as ArthrotecÒ and meloxicam.

Concomitant use of H2-antagonists occurred in 14% of all
NSAID users, PPI in 8%, misoprostol in 15%, and antacids in
22%. The mean duration of GPA use varied between 73 to 96
days during the 6-month period. About 40% of H2 antagonists,
21% PPI, 86% misoprostol, and 62% antacids were prescribed
to prevent NSAID adverse events and the remaining were for
treatment.
Conclusion Concurrent use of gastroprotective agents and ant-
acids was observed in more than half of the patients taking
NSAIDs, and their use was consistent across individual products.
The concomitant use of GPAs and/or antacids with NSAIDs does
not only incur inconvenience to the patients because of poly-
pharmacy but also increase healthcare costs.
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Background

Objectives To evaluate the effect of anakinra on health related
quality of life (HRQOL) as measured by the Nottingham Health
Profile (NHP), in subjects with rheumatoid arthritis not using
DMARDs.
Methods In a 24-week, multicenter, randomised, double-blind
clinical trial conducted in Europe, 473 subjects received either
one of three doses of anakinra (30 mg, 75 mg, or 150 mg) or
placebo SC QD. Subjects were excluded if they used DMARDs
within six weeks of entry, or if they had failed therapy with
more than three DMARDs. The NHP was administered in
selected countries at baseline and at weeks 12 and 24 (n = 353).
The NHP consists of 38 items which assess physical mobility
(MOB), pain (PAIN), energy (ENRG), sleep (SLP), emotional
reactions (EMO), and social isolation (ISO). The NHP is scored
so that lower scores indicate better HRQOL and negative change
scores indicate improvements. The mean change in each NHP
scale score was compared between subjects receiving anakinra
(all doses combined) and those on placebo. All subjects who
completed at least one post-baseline assessment were included (n
= 328) and the last-observation was carried forward in the case
of missing data.
Results Subjects using anakinra experienced statistically signifi-
cant improvements in all six NHP scales. These improvements
exceeded those for subjects on placebo for all six scales, four of
which were statistically significant.

Abstract SAT0245 Table 1 Mean change in NHP scales from
baseline to week 24

MOB PAIN ENRG SLP EMO ISO

Anakinra (n = 245) -8.89 -17.27 -18.88 -9.55 -11.51 -4.91

Placebo (n = 83) 0.19 -7.89 -4.82 -3.27 -3.48 -0.49

Difference -9.08 -9.38 -14.06 -6.28 -8.03 -4.42

P-Value <0.01 0.02 0.01 0.13 0.01 0.12

Conclusion Subjects receiving anakinra experienced statistically
significant improvements in their NHP scores that exceeded
those for subjects on placebo. These improvements were seen in
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