
SYMPOSIUMMUSCULOSKELETAL MEDICINE
GOUT

alternative xanthine oxidase inhibitor,
which is recommended if patients are
unable to tolerate allopurinol. It mainly
undergoes hepatic metabolism so no
dose reduction is required in patients
with renal impairment. However, it is
only available in two efficient doses
and even the lower dose (80 mg) may
provoke acute attacks, so prophylaxis
with colchicine or an NSAID is
recommended.

Other alternatives are uricosurics
such as benzbromarone (50-200 mg
daily), probenecid (250-500 mg bd)
and sulfinpyrazone (200-800 mg
daily). The uricosurics, although cheap,
are currently difficult to obtain
because of reduced supply. In the case
of benzbromarone concerns have
been raised over hepatotoxicity,
particularly in Asia, although the
reported risk in European populations
is low. Nonetheless, monitoring of liver
function is recommended where this
drug is used.

ULT can be initiated at first
presentation to reduce the long-term
complications associated with gout.

MONITORING AND FOLLOW-UP
After initiation of ULT patients should
be monitored every 4-6 weeks with
regular SUA measurements until the
SUA is well below the target of 
300 μmol/L. 

After the target has been reached
SUA can be measured at three months
and then annually to ensure SUA is
maintained below target. Patients may
continue to have acute attacks for up
to one or two years after successful
maintenance of the target SUA, but as
long as SUA is maintained below
target, attacks should cease, any
subcutaneous tophi will resolve
(though sometimes leaving small
fibrous/scar tissue soft swellings) and
quality of life is improved.

Apart from eliminating gout there is
growing evidence that reducing
elevated SUA may reduce the risk of
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SUA measurements every 4-6 weeks. 
A recent study found that the

median dose of allopurinol required to
achieve cure was 400 mg which is
higher than the commonly used fixed
dose prescription of 300 mg.4 Slow
upward titration should reduce the
risk of developing acute attacks which
can occur when commencing ULT. 

If patients are not informed about
the risk of continuing acute attacks
until all the crystals have been
eliminated this can reduce adherence
to treatment. 

Prophylaxis to reduce attack
frequency may be considered with
either low-dose colchicine or an oral
NSAID (plus PPI) for the first few
months of treatment. However, one
study found that when given a choice,
patients preferred to manage acute
attacks as required rather than take
two drugs simultaneously.4 The active
metabolite (oxypurinol) is excreted
via the kidney so lower doses (initially 
50 mg daily) should be used in people
with marked renal impairment, and
because of competition with warfarin
for protein binding, slow up-titration
with regular checks of the INR is
required with occasional requirement
to lower the warfarin dose. 

The majority of patients, around
eight or nine out of ten, tolerate
allopurinol without upsets. A very rare
side effect of allopurinol is drug
hypersensitivity or DRESS (Drug
Reaction or Rash with Eosinophilia
and Systemic Symptoms). This usually
occurs early in treatment in patients
with renal impairment commenced
straightaway on 300 mg, which is
another reason to up-titrate slowly. 

Alternative evidence-based options
to allopurinol are currently only
available through hospital-initiated
prescriptions, but once initiated could
be maintained in general practice.

Febuxostat (80-120 mg daily) is an
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Gout affects 2.5% of the total UK population and is four
times more common in men than women. The peak
prevalence and incidence in the UK is in those aged 
80-84 years. Untreated gout can result in disabling
irreversible peripheral joint damage and chronic usage-
related pain. However, gout is curable. The pathogenic
agents that cause gout i.e.urate crystals can be
eliminated through a combination of effective patient
education and evidence-based, targeted urate-lowering
therapy (ULT).

Gout is caused by the precipitation of monosodium urate
crystals in and around a joint. The crystals preferentially
form in peripheral, cooler joints and especially in those
with osteoarthritis. It is hypothesised that some of these
preformed crystals within articular cartilage spill over into
the joint space and trigger an acute attack of inflammation.

Uric acid is predominantly renally excreted and the
common heritable component of gout is now known to
result from relative inefficiency of urate excretion. In
addition, chronic kidney disease, metabolic syndrome
and drugs that reduce renal function (e.g. thiazide
diuretics, β-blockers and ACE inhibitors) will all lead to
reduced elimination.

Patients with chronic gout can present with monoarthritis 
but more commonly present with asymmetrical
polyarthritis or tophi. Joints affected by osteoarthritis are
preferentially targeted, the most common sites of
involvement are feet, knees, hands and elbows. A raised
serum uric acid (SUA) can confirm the diagnosis,
however, this can be normal in the acute phase and
radiographs are rarely helpful.

Low-dose oral colchicine or NSAIDs are recommended
first-line treatments. NSAIDs should be used at maximal
doses in combination with a PPI. Colchicine only works
effectively if started within 12-24 hours of symptom onset.
It interacts with cytochrome P450 3A4 inhibitors and
statins should be stopped temporarily.

The aim of long-term treatment is to cure gout by reducing
the SUA to well below the saturation threshold. The
recommended first-line therapy is allopurinol. The usual
starting dose is 100 mg which should be slowly increased
by 100 mg every month to a maximum dose of 900 mg.
Serial SUA should be checked every 4-6 weeks. After the
target has been reached SUA can be measured at three
months and then yearly to ensure SUA is maintained
below target.

‘Reducing
elevated serum
uric acid 
may reduce
cardiovascular
risk and CKD
progression’

‘Patients
preferred to
manage acute
attacks as
required rather
than take 
two drugs
simultaneously’


