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56 MSK FOCUS: GOUT

Gout is the most common form 
of inflammatory arthritis and 
is associated with recurrent 
attacks of debilitating joint pain 
and swelling. Furthermore, 
gout is associated with 
multiple serious comorbidities 
including cardiovascular and 
cerebrovascular  disease leading 
to myocardial infarction and 
stroke. Its prevalence is between 
0.1% and 10% and is steadily 
increasing world-wide1. It is 3.6 
times more prevalent in men 
than women and tends to occur 
earlier in life in men than women. 
While the prevalence of gout in 
Ireland has not been studied, we 
do know that from 2006 to 2014, 
the prevalence of hyperuricemia 
increased in Ireland from 19.7% to 
25.0% in men and from 20.5% to 
24.1% in women2. We can assume 
that the prevalence of gout has 
risen at a similar rate. A study 
of the incidence of unplanned 
admissions due to primary 
diagnoses of gout or rheumatoid 
arthritis (RA) using data from 
the UK National Health Service 
(NHS) Digital Hospital Episode 
Statistics  between April 2006 and 
March 2017 was performed. It 
showed that the incidence of gout 
admissions increased by 58.4% 
over the study period whereas RA 
admissions halved3. We do not 
have these data for Ireland but it is 
likely that a similar pattern prevails. 

Hyperuricemia is a pre-requisite 
for the development of gout. 

Serum urate concentrations are 
lower in premenopausal women 
due to higher oestrogen levels, 
resulting in higher urinary fractional 
excretion of urate4. As the highest 
incidence of gout in women is in 
the sixth and seventh decades, 
this suggests an average period 
of asymptomatic hyperuricaemia 
of at least ten years prior to 
the clinical  of gout. Although 
hyperuricemia greatly increases 
the risk of developing gout, most 
hyperuricemic individuals  do not 
develop gout even over a lengthy 
follow-up period1.

Effective management of gout is 
important, not only to improve 
the negative impact the pain and 
inflammation has on patient quality 
of life, but because gout has an 
associated risk of premature 
mortality. Robust, evidence-based 
management guidelines have been 
published for the management of 
gout. Yet, adherence to therapy 
has been persistently low amongst 
gout patients. A recent meta-
analysis estimated an overall 
adherence rate to ULT in gout of 
47%. Furthermore, successive 
surveys have shown that less 
than 50% of patients have ever 
received ULT1 and there is no 

evidence that the situation is 
improving. Conversely, individuals 
with hyperuricemia and joint pain 
and swelling can be misdiagnosed 
as having gout. This can 
particularly occur in patients with 
concurrent psoriasis and psoriatic 
arthritis as psoriasis is itself 
associated with hyperuricemia5. 

Since gout most often presents 
to general practitioners, it is 
crucial that knowledge about this 
common condition is enhanced 
so that diagnosis is accurate and 
treatment is appropriate. This is 
particularly desirable since gout is 
one of the few forms of arthritis for 
which we have a ‘cure’. 
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Figure 2. Intracellular monosodium urate crystals in joint fluid during acute gout 
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The progression of gout can  
be defined by four 
pathophysiological stages: 
hyperuricemia without evidence 
of monosodium urate deposition 
or gout, crystal deposition 
without symptomatic gout, crystal 
deposition with acute flares and 
advanced gout characterised by 
tophi, chronic gouty arthritis and 
radiographic erosions6.

Acute gouty arthritis is the 
most typical early clinical 
manifestation of gout. The first 
metatarsophalangeal joint (big 
toe) is the most common site of 
involvement (‘podagra’), affecting 
75 to 90 per cent of patients at 
some point, with 50 per cent 
experiencing their first attack in 
this joint. Onset is usually abrupt, 
often waking the patient at night. 
The affected joints may be warm, 
swollen, and exquisitely tender, 
with diffuse peri-articular erythema 
that is often confused with cellulitis 
or thrombophlebitis. Attacks may 
be associated with impressive soft 
tissue pitting oedema.  With foot 
involvement, the patient will not be 
able to wear their usual footwear. 
Early attacks generally subside 
spontaneously over 3 to 10 days, 
even in the absence of treatment. 
If hyperuricemia persists, 
recurrent flares can occur, which 
become increasingly frequent and 
prolonged and affect many joints, 
including joints of the upper limbs, 
manifesting as acute polyarticular 
gout. When gout remains 
untreated, some individuals can 
develop advanced gout with 
chronic joint pain, structural joint 
damage and frequent flares. Tophi 
can develop, typically in the hands, 
elbows and feet. They are usually 
pain free but can become acutely 
inflamed, infected or ulcerated. 
They may discharge white, 
toothpaste-like material (Fig 1)

Gout can have a very negative 
effect on musculoskeletal function 
and health-related quality of 
life, particularly in patients with 
frequent flares and tophaceous 
disease. Poorly controlled gout 
leads to absences from work, 
health-care use including  
hospital admission, and reduced 
social participation.

The gold standard for gout 
diagnosis is confirmation of 
monosodium urate (MSU) crystals 
by polarizing light microscopy 
(PLM) of synovial fluid or 
tophaceous material. One drop 
of fluid may suffice. Crystals 
appear as negatively birifringent 
needle-shaped crystals 1-20 um 
in length. They can be seen within 
joint fluid macrophages during 
the acute phase as illustrated 
in figure 2. When PLM is not 
available, diagnostic criteria can 
be applied, such as the 2015 gout 
classification criteria7. Serum uric 
acid (sUA) testing is useful to 
assist with the clinical diagnosis of 

gout in symptomatic individuals, 
but hyperuricemia alone is not 
sufficient for diagnosis, because 
most people with hyperuricemia 
do not have gout. Importantly, 
sUA can fall into the normal 
range during an acute flare8.  
Acute phase reactants such as 
C-reactive protein are usually 
increased during a flare and 
neutrophil leukocytosis may 
also be present. In patients 
with suspected or confirmed 
gout, laboratory assessment of 
potential co-morbidities includes 
assessment for chronic kidney 
disease with creatinine and eGFR, 
lipid screening for dyslipidemia 
and HbAIC for type 2 diabetes.

Gout management includes 
rapid treatment of acute flares 
and effective long-term control. 
For management of acute gout 
flares, colchicine, nonsteroidal 
antiinflammatory drugs, or 
glucocorticoids (oral, intraarticular, 
or intramuscular) can be used. The 
sooner after the onset of a flare 
that initiation of treatment occurs, 
the shorter the flare will typically 
last. The 2020 American College of 
Rheumatology Guidelines for the 
Management of Gout recommends 
initiation of urate-lowering 
therapy (ULT) for all patients with 
tophaceous gout, radiographic 
damage due to gout or frequent 
gout flares. The xanthine oxidase 
inhibitor allopurinol is the preferred 
ULT, including for those with 
moderate-to-severe chronic kidney 
disease. A treat-to-target sUA 
strategy is recommended of 360 
umol/L or lower, especially with 
tophaceous gout9. Prolonged 
lowering of serum sUA to target 
levels leads to the dissolution 
of MSU crystals, suppression 

of flares and regression of tophi 
when evident. Traditionally, ULT 
has been commenced at least 
2 weeks after an acute flare. 
However, starting ULT during a 
flare does not prolong the flare 
provided that the acute episode 
is being treated.  ULT should 
never be stopped during a flare 
occurring while receiving ULT. An 
alternate ULT is febuxostat,  the 
cardiovascular safety of which was 
recently given some reassurance 
in the FAST study10. Probenecid is 
a uricosuric agent which can also 
be helpful in selected individuals 
with gout. When initiating ULT, 
concomitant anti-inflammatory 
prophylaxis therapy for a  duration 
of at least 3 – 6 months is 
recommended. Colchicine is the 
favored prophylactic agent11. 
Some individuals will require 
prophylaxis for a year or more. 
In this patient cohort, colchicine 
may provide benefits beyond 
prevention of acute attacks of 
gout, in particular in cardiovascular 
disease12. There has been 
some confusion around use of 
colchicine as a prophylactic agent 
in part because lack of specific 
instructions in some manuals such 
as the British National Formulary. 
Hopefully, education around the 
topic will provide benefit with time 
and effort. 

While lifestyle management, 
including weight loss and dietary 
modification has been a key 
component of gout management, 
evidence for specific benefit in 
gout is scarce6. Nonetheless, 
a healthy lifestyle should be 
encouraged for overall health 
benefits A barrier to diagnosis 
and treatment of gout is media 
depictions of gout as a self-

inflicted condition that is socially 
embarrassing and the focus 
of humor. Dietary solutions are 
overemphasized compared 
to effective urate-lowering 
strategies13. Initiatives that 
challenge popular perceptions of 
gout may play an important role 
in changing public understanding 
about the disease, ultimately 
increasing use of effective 
therapies and reducing reliance  
on unproven strategies. The fact  
is that the development of gout 
has a well-studied genetic 
influence which is well beyond 
lifestyle control14.

Patients with gout are likely an 
under-recognised group at high 
risk of COVID-19 as it occurs more 
often in older individuals and is 
associated with being overweight 
or obese as well as cardiovascular 
disease, diabetes and chronic 
kidney disease. Patients report 
more difficulty with gout flares 
during the pandemic15.

In summary, gout is one of the 
most treatable forms of arthritis 
which as been the subject of 
much bench, clinical, genetic and 
epidemiological research in recent 
years. The challenge now is to 
use this knowledge to improve 
diagnosis and management.
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