
Conclusion This study adds substantially to the available efficacy
data on celecoxib. It expands the data globally on the efficacy of
celecoxib to various settings that closely follow local clinical prac-
tice. Celecoxib demonstrated similar efficacy to the most com-
monly prescribed regimen of diclofenac in the treatment of OA.

Sponsored by Pharmacia Corporation and Pfizer Inc.

SAT0094 CELECOXIB DOES NOT INCREASE THE RISK OF CARDIAC
FAILURE, OEDEMA, OR HYPERTENSION COMPARED TO
NSAIDS: RESULTS FROM SUCCESS 1, A DOUBLE BLIND,
RANDOMISED TRIAL IN 13,274 OA PATIENTS

1A Whelton, 2G Singh, 3W White, 4J Fort, 4A Bello. 1Universal Clinical Research Center,
And, Johns Hopkins Medical School, Hunt Valley; 2School of Medicine, Stanford University,
Palo Alto; 3Health Center, University of Connecticut, Farmington; 4Global Medical Affairs,
Pharmacia, Peapack, USA

10.1136/annrheumdis-2001.469

Background COX-2 specific inhibitors have been shown to sig-
nificantly reduce the risk of gastrointestinal complications com-
pared to conventional NSAIDs, while providing equivalent
efficacy. However, some recent studies have raised concerns
about the cardiovascular and renal safety profile of COX-2
inhibitors. In a previous study of 7,968 patients in North Amer-
ica, celecoxib at supratherapeutic doses (800 mg/d) was shown
not to increase the risk of hypertension, congestive heart failure,
or renal adverse events compared to therapeutic doses of ibupro-
fen and diclofenac.
Objectives To compare the risk of congestive heart failure,
oedema, and hypertension in OA patients treated with celecoxib
at 200 or 400 mg per day compared to patients taking therapeu-
tic doses of diclofenac and naproxen in a multinational, double-
blind randomised trial (SUCCESS-1 in OA).
Methods A total of 13,274 patients from 1142 sites in 39 coun-
tries in Europe, South Africa, Asia, Latin America, and the
United States and Canada were enrolled in the SUCCESS-1 trial.
Patients were randomly assigned to fixed treatment regimens of
celecoxib 200 mg per day, celecoxib 400 mg per day, or NSAIDs
(naproxen 1000 mg per day in the US and Canada and diclofe-
nac 100 mg per day in other regions).
Results Of the 13,194 patients randomised, 4421 and 4429
patients received 200 or 400 mg per day of celecoxib respec-
tively, 914 patients received 1000 mg per day of naproxen, and
3510 patients received 100 mg per day of diclofenac. Patients
were mostly female (67%), and 42% were 65 years or older
(mean age: 62 years). Previous cardiovascular disease was com-
parable in each intent-to-treat group (p = 0.25). ASA use was
7.9% and 8.0% at baseline, in the celecoxib and NSAID groups,
respectively. The number of patients with cardiovascular and
renal events adverse events is shown in the Table 1 below:

Abstract SAT0094 Table 1

Celecoxib

(n = 8800)

NSAID

(n = 4394)

RR (95% CI) p-value

Intent-to-treat patients

Cardiac failure 4 (0.05%) 9 (0.2%) 0.22 (0.02, 1.2) 0.09

Oedema, peripheral 129 (1.5%) 63 (1.4%) 1.0 (0.74, 1.5) 0.91

Oedema, generalised 42 (0.5%) 16 (0.4%) 1.3 (0.67, 2.9) 0.47

Hypertension 93 (1.1%) 54 (1.2%) 0.86 (0.59, 1.3) 0.47

Hypertension, aggravated 26 (0.3%) 13 (0.3%) 1.0 (0.43, 2.5) 1.0

Conclusion SUCCESS 1 provides additional evidence that cele-
coxib is associated with low incidence of cardiovascular or renal
toxicity that is comparable to conventional NSAIDs.
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Background Dual inhibitors of cyclo-oxygenase (COX)-1 and
COX-2 can potentially induce elevation of systolic and diastolic
blood pressure in some patients. This is thought to be due to
COX-2 mediated effects on the nephron, influencing natriuresis.
We examined the relative effect of selective COX-2 inhibitors,
rofecoxib and celecoxib on blood pressure (BP) during a 6-week,
placebo controlled OA efficacy trial.
Objectives

Methods 1082 patients with OA of the knee or hip, after with-
drawal of previous therapy for OA, were randomised to treat-
ment with rofecoxib 25 mg (QD (N = 471), celecoxib 200 mg
(QD (N = 460) or placebo (N = 151). Paracetamol was allowed
as rescue during the trial. Treatment groups were similar in
terms of age, race, gender, baseline OA severity, history of hyper-
tension, and baseline BP. The mean age was 62 years, the major-
ity were female. Greater than 40% in each group had a history
of hypertension. BP (systolic, SBP and diastolic, DBP) was
assessed at office visits at baseline, 2, 4, and 6 weeks in the sit-
ting position after patients rested 10 min. Relative OA efficacy
was determined by% patients with good or excellent response to
therapy (%PGART) and WOMAC questionnaire at scheduled
office visits over 6 weeks.
Results The percent of patients with pre-defined changes in SBP
(increase > 20 mm Hg and SBP >140) and DBP (increase > 15
mm Hg and DBP >90) was 9.6% for rofecoxib and 9.4% for
celecoxib; 2.8% for rofecoxib and 2.0% for celecoxib, respec-
tively compared to placebo (3.3% systolic change and 2.0% dia-
stolic change). Differences between coxibs and placebo were
significant for SBP (p = 0.015); rofecoxib and celecoxib did not
differ significantly from one another in terms of either SBP or
DBP. There was one discontinuation due to hypertension (overall
incidence 0.2% for rofecoxib, 0% for celecoxib, and 0% for pla-
cebo). Mean changes from baseline in SBP were 1.9 mm Hg for
rofecoxib. 0.2 mm Hg for celecoxib, and -4.3 mm Hg for pla-
cebo, and in DBP were 0.3 mm, -0.4 mm, and -2.6 mm Hg
respectively. Relief of night pain and% PGART over six weeks
were significantly greater for rofecoxib compared to celecoxib
[night pain change from baseline: -36.2 mm for rofecoxib vs -
32.7 mm for celecoxib (p = 0.023); PGART: 58.0% for rofe-
coxib vs 49.9% for celecoxib (p = 0.014)]. In addition, although
not a prespecified endpoint, rofecoxib resulted in significantly
greater improvement than celecoxib in scores for each of the
WOMAC composite domains (pain, stiffness, and physical func-
tion: p < 0.01).
Conclusion Like dual COX-inhibiting NSAIDs, selective COX-2
inhibitors can induce elevations of systolic and diastolic blood
pressure. Rofecoxib produced nearly identical small changes in
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SBP and DBP compared to celecoxib despite providing superior
efficacy as determined by PGART and WOMAC.
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Background Chronic treatment with dual cyclo-oxygenase (Cox-
1/Cox-2) inhibitors is known to increase the risk of serious gas-
trointestinal (GI) adverse events (AE). Rofecoxib, a selective
inhibitor of Cox-2 (coxib) exhibits an efficacy profile compara-
ble to dual Cox-1/Cox-2 inhibitors. In a meta-analysis of several
OA trials and in a large prospective study of RA patients, rofe-
coxib resulted in a markedly lower incidence of serious GI out-
comes (i.e. perforation, ulcer and GI bleeding) versus
comparator NSAIDs.
Objectives To assess the GI tolerability of rofecoxib compared to
naproxen in the treatment of patients with OA in the primary
care setting.
Methods 5597 patients with OA were treated for 3-months in a
randomised, controlled trial conducted in the U. S. and Sweden.
Patients with clinically defined OA of the knee, hip, hand or
spine previously treated with an NSAID, coxibs, or acetamino-
phen were randomised to receive either naproxen (500 BID) or
rofecoxib (25 mg QD). Patients using low dose aspirin for cardi-
ovascular prophylaxis were allowed to enter the trial. The pri-
mary endpoint was GI tolerability as defined by the incidence of
discontinuations due to any GI AEs. The secondary endpoint
was usage of concomitant GI medication to treat GI symptoms
initiated during the study. Efficacy and overall safety and toler-
ability were assessed at office visits at baseline, 6 and 12 weeks
and by telephone at weeks 3 and 9.
Results The majority of patients were female (71%). The mean
age was 63 + 11 years. The racial composition was White
(87%), African American (9%), and other racial origin (4%).
12% used low dose aspirin during the trial. The primary study
joints were: knee (50%), spine (24%), hand (16%) and hip
(10%). In 90% of patients, joints other than their primary joint
were involved by OA. 92% had OA symptoms for more than
one year. For prior OA therapy, 62% of patients used single
therapy with NSAIDs, 7% used acetaminophen alone, and 30%
used both. The most common cardiovascular and GI secondary
diagnoses at study entry were hypertension (45%) and heartburn
(13%). Treatment groups were similar in baseline characteristics.
The primary hypothesis, that there would be lower incidence of
discontinuations due to GI AEs in patients treated with rofe-
coxib, was confirmed (rofecoxib: 5.9%; naproxen: 8.1%; p =
0.005). The secondary hypothesis, that rofecoxib patients would
require less GI concomitant medication than naproxen patients,
also was confirmed (rofecoxib: 9.1%; naproxen: 11.2%, p =
0.014). The incidences of lower extremity oedema (rofecoxib:
3.5%, naproxen: 3.8%) and hypertension (rofecoxib: 2.9%, nap-
roxen: 2.5%) were similar. Concomitant use of low dose aspirin,
did not significantly affect relative rates of discontinuation due
to AEs, serious AEs or drug related AEs. No significant differ-
ence in OA efficacy was noted between treatments for Patient

Global Assessment of Disease Status [Wk 6: 11.6 mm and 10.8
mm; Wk 12: 10.4 mm and 9.6 mm; for rofecoxib and nap-
roxen, respectively), the AUSCAN OA Hand Index or incidence
of discontinuation due to lack of efficacy.
Conclusion In patients with OA of the knee, hip, hand or spine,
which included patients concomitantly treated with low dose
aspirin, rofecoxib 25 mg QD demonstrated superior GI tolerabil-
ity and resulted in significantly less use of concomitant GI medi-
cations while demonstrating similar efficacy compared to
naproxen 500 mg BID.
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Background NSAIDs increase the risk of serious GI hospitaliza-
tions, with studies demonstrating 5–7x increases in risk (1%?
1.5% NSAID vs 0.1%-0.2% background rates). Additionally, GI-
related hospitalizations impose higher cost on payers.
Objectives To compare the incidence of upper GI (UGI) hospital-
izations in OA patients exposed to celecoxib, a COX-2 specific
inhibitor, or conventional NSAIDs (diclofenac or naproxen).
Methods SUCCESS-1 in OA was a 12-week, multinational, dou-
ble-blind, randomised trial in 13,274 patients, designed to reflect
standard clinical practice. 6547 patients from Europe and Africa;
2756 from North America; 2889 from Latin America and 1082
from Australasia were enrolled. Patients were treated with cele-
coxib (200 mg/d [n = 4421] or 400 mg/d [n = 4429]) or con-
ventional NSAIDs (naproxen 1000 mg/d [n = 914] or diclofenac
100 mg/d [n = 3510]). An independent Gastrointestinal Events
Committee (GEC) categorised potential clinically significant UGI
events in a blinded fashion as UGI ulcer complications (perfora-
tions, gastric outlet obstruction, bleeding) or symptomatic UGI
ulcerations. UGI hospitalizations are reported as GI body system
code events, investigator-determined potential UGI events, and
GEC-confirmed ulcers/ulcer complications.
Results
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Treatment Hospitalised,

n

Rate* RR(95%

CI)

p-

value

All GI Hospitalizations Celecoxib 22 1.17 0.50

(0.28,

0.90)

0.022

NSAIDs 22 2.34 – –

Investigator UGI Ulcers +

Ulcer Complications

Celecoxib 20 1.06 0.48

(0.26,

0.88)

0.018

NSAIDs 21 2.23 – ..
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