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Comparative trial of azapropazone and
indomethacin plus allopurinol in acute gout
and hyperuricaemia
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SUMMARY. This study compared the effects of
azapropazone and indomethacin plus allopurinol in the
management of acute gout and hyperuricaemia. A group of
93 patients predominantly based in general practice were
randomly allocated to the two treatment regimens
(azapropazone (days 1-225) or indomethacin (1-28) follow-
ed by allopurinol (29-225)) on a double-blind double dum-
my basis. Azapropazone produced a substantial reduction
in serum uric acid levels by day 4 compared with day 1
(P<0.002) and was superior to indomethacin with regard to
recorded levels of serum uric acid at day 4 (P<(O.01) and day
28 (P<0.05). From day 28 onwards allopurinol produced and
azapropazone maintained similar reductions in serum uric
acid. Both treatments rapidly controlled the initial acute at-
tacks of gout and both produced side effects similar in fre-
quency and nature. Fewer breakthrough attacks of gout oc-
curred in the azapropazone group (12) than the in-
domethacin/allopurinol group (21).
Although the results achieved in both treatment groups

were similar it has been shown that azapropazone is effec-
tive monotherapy for controlling both acute attacks of gout
and hyperuricaemia.

Introduction
THE main therapeutic challenge in the management of an

acute attack of gout is to alleviate pain as quickly as possi-
ble. The principal longer term aim is to prevent the occurrence
of further attacks by removing the underlying cause of the
disorder which is an excess of uric acid in the body, the
'biochemical hallmark" of which is hyperuricaemia. If the lat-
ter objective can be achieved there is a likelihood that the
development of complications of the disease can be prevented.
At present, indomethacin, a non-steroidal anti-inflammatory

agent, is the analgesic most often used to control the pain of
an acute attack of gout, whereas allopurinol, a xanthine oxidase
inhibitor is the drug most commonly used to control
hyperuricaemia. The usual practice is to introduce allopurinol
once the acute pain has subsided and to discontinue in-
domethacin once the risk of allopurinol-induced acute gout has
lessened. Allopurinol can, nevertheless, induce acute attacks of
gout, particularly in the first few weeks of its use.2
On the other hand, azapropazone, as a non-steroidal anti-
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inflammatory drug, has been shown to be effective in controll-
ing the symptoms of an acute attack of gout,3'4 and as a
uricosuric agent, in controlling hyperuricaemia.5 Furthermore,
there is some evidence that it can achieve this without inducing
acute attacks of gout.3

Thus, a single drug, azapropazone, offers the possibility of
controlling all aspects of gout along with a reduced risk of in-
ducing recurrent acute attacks compared with conventional treat-
ment. We report on a clinical trial which compared the outcome
of using both these treatment regimens.

Method
Of the 93 patients admitted to the study most were recruited
from general practices associated with two university depart-
ments of general practice, although eight patients were recruited
from hospital outpatient departments. The patients were ran-
domly allocated to two groups, whose treatment schedules are
shown in Table 1. From days 1 to 85 the trial was double-blind
using the double dummy method. From days 85 to 225 all pa-
tients continued the treatment in open fashion.

Patients of either sex and aged over 18 years were admitted
to the study provided that they were suffering from an attack
of acute gout sufficiently severe to justify treatment. The nature
and purpose of the trial was explained to each patient and their
consent obtained. Patients taking hypoglycaemic, anticoagulant
or immunosuppressant drugs, and any patients taking pheny-
toin were excluded. Pregnancy, a history of peptic ulceration
within 12 months and known sensitivity to any of the trial drugs
also excluded a patient. A patient was to be withdrawn from
the trial if the original diagnosis of acute gout was found to
be incorrect, if the acute attack did not respond to treatment
within five days or if the physician considered that an apparent
side effect warranted this.
On day 1, the date and time of onset of the acute attack were

recorded and blood taken for estimation of serum uric acid levels.
Patients were thereafter seen on days 4, 28, 56, 85, 113, 141, 169,
197 and 225. On day 4 the date and time of initial relief of the
acute attack was recorded, the patient was asked, 'Did the treat-
ment suit you?' and blood was taken for estimation of serum
uric acid. On all subsequent occasions they were asked the same
question, blood was taken for estimation of serum uric acid and
they were asked, 'Have you had another attack of gout?' On
day 85, when the double-blind period ended, they were asked,
after discussion, 'Do you want to continue with the treatment?'
Any other drugs taken during the trial were recorded.

Table 1. Study treatment schedules.

Time (days) Group A (n=47) Group B (n=46)

1 Indomethacin Azapropazone
100 mg stat 600 mg tds
50 mg 2 hours later
50 mg 3-4 hours later

2-4 50 mg tds 600 mg tds
5-28 25 mg tds 600 mg bd
29-225 Allopurinol 600 mg bd

150 mg bd

n=number of patients enrolled in study.
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Results
Forty-six of the patients received azapropazone and 47 in-
domethacin followed by allopurinol. Both groups were similar
in terms of age and sex composition. One patient receiving in-
domethacin was withdrawn at day 28 because of doubt about
the original diagnosis of gout.
The initial treatment for the acute gout attack was favourably

received by 40 of the patients receiving azapropazone and 35
of the patients receiving indomethacin (that is the patients
answered 'yes' to the question: 'Did the treatment suit you?').
These differences were not statistically significant (chi-squared
test). No patients were withdrawn from the study within the first
five days because of failure to control the symptoms of the acute
attack.
A comparison of the mean serum uric acid measurements dur-

ing the study is shown in Figure 1. At the initial visit, there was
no significant difference in serum uric acid between the groups,
but at 4 and 28 days the patients in the azapropazone treated
group had significantly lower serum uric acid than the patients
in the indomethacin treated group (P<0.01 and P<0.05, two-
sample 't' test). The differences between the two treatment
groups were not statistically significant for days 56 to 225. In
the group receiving azapropazone, significant falls within the
group were observed (P<0.002, Wilcoxon signed-rank test) for
all time periods up to day 225. In the group receiving in-
domethacin/allopurinol the fall in serum uric acid was signifi-
cant only after the start of allopurinol treatment (that is after
28 days).
During the period of the study, 33 patients experienced 49

acute attacks of gout; 12 of the patients were taking
azapropazone, 21 indomethacin/allopurinol. The timing of the
acute attacks is shown in Table 2. In addition a further six pa-
tients (three on azapropazone, three on indomethacin) experienc-
ed 'twinges'. rather than acute gout attacks.

Ten patients in the indomethacin/allopurinol group left the
study because of suspected adverse reactions while taking in-
domethacin and two left the study while taking allopurinol.
Twelve patients in the azapropazone group left the study (eight
during the first 28 days) because of suspected adverse reactions.
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The adverse reactions encountered (which were mainly related
to disturbances of the gastrointestinal tract) are shown in Table 3.

Discussion
This comparison of two regimens for treating acute gout and
subsequent control of hyperuricaemia shows that both resulted
in adequate control of the acute attack and both produced
satisfactory reductions of serum uric acid levels.

Flare-up of acute gout occurred more frequently in patients
taking indomethacin followed by allopurinol than in patients
taking azapropazone. Attacks in the indomethacin/allopurinol
group were most common between days 28-56 of the study,
partly because indomethacin therapy was stopped when
allopurinol was started. However, five attacks occurred in the
first 28 days while patients were taking indomethacin alone as
against one on azapropazone. This would suggest that the lower
serum urate produced by the azapropazone lessened the
likelihood of further attacks in the initial weeks of treatment.

Treatment of an acute attack of gout with non-steroidal anti-
inflammatory drugs can result in gastrointestinal side effects no

Table 2. Timing of acute attacks of gout.

Day
Treatment 28 56 85 113 141 169 197 225

Azapropazone 1 4 4 1 2 4 0 3
Indomethacin/allopurinol 5 9 2 6 2 2 2 2

Table 3. Suspected adverse reactions leading to withdrawal from
the trial.

Gastro- Cardiac Abnormal
Treatment intestinal Rash CNS failure LFT

Azapropazone 11a 1
Indomethacin 6b 3 1
Allopurinol 1 1

CNS = central nervous system. LFT = liver function tests.
aOne patient developed a perforated duodenal ulcer on day 85.
bGastrointestinal bleeding occurred in one patient (melaena).

Figure 1. Comparison of serum uric acid concentrations with azapropazone and indomethacin/allopurinol.
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matter which of these drugs is used. Such side effects occurred
with both indomethacin and azapropazone in the first three
weeks of the study, dyspepsia also occurring with azapropazone
at six and at seven weeks.

This study shows that azapropazone can be used successfully
as monotherapy for the control of both hyperuricaemia and
acute gouty attacks.
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THE ROYAL COLLEGE OF GENERAL
PRACTITIONERS

WORKSHOP ON PRACTICE
PREMISES

9/10 OCTOBER 1987
A two day workshop on Practice Premises is to be held at the Col-
lege in collaboration with the Medical Architecture Research Unit
of the Polytechnic of North London. The Course aims to raise the
expectations of doctors as to the quality of design they can achieve
within financial limits.
There will be sessions on how to assess plans, how to prepare
a project brief and presentations of several projects which have
successfully tackled design problems.
A quantity surveyor and an accountant will lead sessions on
building costs and the financial implications of a building project
on taxation, partners leaving/joining the practice and details of
the Cost-Rent scheme will be given by researchers from MARU,
who will also be leading small group discussions during the course.
The cost of the course for Members and their staff starts from
£175 (inclusive of Friday night accommodation) and £150 without
accommodation. For non-members, the prices will be £200 with
accommodation on Friday night and £175 for those not requiring
accommodation. The fee includes the cost of all meals,
refreshments and extensive course notes.
Zero-rating under Section 63 is currently being sought.
Further details and an application form are available from Janet
Hawkins, Course Administrator, Communications Division, The
Royal College of General Practitioners, 14 Princes Gate, London
SW7 1PU. Telephone: 01-581 3232.
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