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Summary
90 PATIENTS with rheumatoid arthritis completed
a double-blind crossover trial comparing fenoprofen,
ibuprofen, ketoprofen and naproxen. Fenoprofen
and naproxen were slightly more effective than the
other two drugs but there were striking individual
variations in response. It was possible to identify
groups of patients who preferred each one of the
four drugs.

The commonest side effects vrere those related
to the upper gastro-intestinal tract. Such' side
effects also show-ed individual variation and seldom
occurred u'ith more than one or two of the drugs.
Side effects were least common in patients receiving
ibuprofen and naproxen.

Since naproxen combined greater effectiveness
and a lower incidence of side effects, it must be
regarded as the first choice of drugs in this group.
The individual variation suggests that it may be
necessary to try several before finding the right drug
for a particular patient.

If aspirin is no longer the first Iine treatment of
rheumatoid arthritis (Huskisson, 1974; Huskisson
et al, 1974; Lee et al, 1974) its place must surely have
been taken by one of the propionic acid derivatives.
But by which one? The four currently available
compounds claim analgesic potency comparable to
that of aspirin but with a very much lower incidence
of side effects. In this study their effectiveness and
tolerability have been compared.

Methods
105 out-patients with definite or classical

rheumatoid arthritis by the ARA criteria were
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admitted to the study. They were treated for two
weeks with each of four drugs, fenoprofen 2.4 G
daily, ibuprofen,l.2 G daily, ketoprofen 150 mg daily
and naproxen 500 mg daily. The order of treatment
was randomised and balanced in a ladn square
design. Patients who dropped out of the study for
reasons unrelated to the treatment were replaced to
ensure that at least three complete balanced blocks
of 24 patients were achieved. The doses used were
those recommended bv the manufacturers at the
time of the study. To avoid recognition of tablets
which patients inight already have received, each
treatment was supplied by its manufacturer in a
formulation different from the marketed form -
fenoprofen was supplied in 300 mg white capsules,
ibuprofen in 300 mg white tablets, ketoprofen in
25 mg white capsules and naproxen in 125 mg yellow
capsules. Data confirming their bioavailability was
aviilable in all cases. Simple analgesics were allowed
during the study and in 10 patients who were taking
small doses of corticosteroids, these were continued.
No other anti-rheumatic therapy was allowed during
the study.

At the end of each fortnight, measurements
were made of pain using a visual analogue scale,
the duration of morning stiffness and proximal inter-
phalangeal joint circumference. A preference was
Sought"for each pair of treatments and after the third
and fourth treatment periods, a rank order of pre-
ference was noted. The patients were asked a
standard question at the end of each treatment
period: "Has the treatment uPset you in any way ?"
Any side effects elicited were recorded as either
slight, moderate or severe. Returned tablets were
counted. Measurement of a particular patient was
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Table 1 Means of measurements rnade after 2 weeks treatment with each drug

Pain
Duration of

morning stiffness

(mins)

63.0

98.2

89.0

70.3

Number of
first choices

Preference
(sum of ranks)

210.5

245.0

241.O

203.5

Joint size

(m-)

568.0

568.5

569.2

568.3

Fenoprofen

Ibuprofen

Ketoprofen

Naproxen

Fenoprofen

Ibuprofen

Ketoprofen

Naproxen

10.6

11 .6

11.4

10.3

29

13

12

34

Total side
effect score

t7t

67

tt4
62

Gastric side
effect score

119

36

87

43

Returned tablets
(number of days supply)

1.6

1.1

1.8

0.4

* Two additional patients divided their first choice between two drugs.
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