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Abstract

Treatment of acute gout is not always an easy task
since patients usually have multiple comorbidities that
preclude the use of nonsteroidal anti-inflammatory
drugs and colchicine, the most widely used therapeutic
tools. Adrenocorticotropic hormone (ACTH) has long
been used in the treatment of acute gout and several
studies have shown that it is highly effective and exhib-
its an excellent safety profile. ACTH belongs to a fam-
ily of proteins called melanocortins; these molecules
have strong anti-inflammatory properties and serve as
natural inhibitors of inflammatory responses. We have
recently reported that treatment of acute gout with
100 IU of synthetic ACTH is highly effective and associ-
ates with negligible side effects. It is note worthy that
ACTH did not associate with significant “steroid related”
side effects such as hypertension, hyperglycemia and
hypokalemia. ACTH appears as a powerful and easy to
use therapeutic tool for patients with multiple comor-
bidities. We believe that the role of ACTH as a treat-
ment for acute gout should be reappraised, especially
in light of new experimental data indicating that ACTH
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has pleiotropic anti-inflammatory properties and is not
just a hormone that stimulates the release of steroids.

© 2013 Baishideng. All rights reserved.

Key words: Adrenocorticotropic hormone; Gout; Treat-
ment; Melanocortins; Hyperuricemia

Core tip: The treatment of acute gout in patients with
multiple comorbodities is problematic. Adrenocortico-
tropic hormone (ACTH) is an effective, safe and easy to
use therapeutic tool for these patients. ACTH is prob-
ably the most attractive choice. Evidence suggests that
it is safe and does not seem to associate with immu-
nussupperssion; moreover ACTH is a low cost drug at
least in Europe.
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INTRODUCTION

Gout is the most common form of inflammatory ar-
thritis affecting 1% of the male population in Western
countries'. The prevalence of hyperuricemia and gout
has been constantly rising during the last decades. Many
causes have contributed to this increase: dietary changes,
widespread use of medications associated with hyperuri-
cemia, increase in life expectancy and most importantly,
the metabolic syndrome “epidemic”. In the majority of
cases, gout is treated with nonsteroidal anti-inflammatory
drugs (NSAIDs) and colchicine. However, treatment of
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gout is not always an easy task, since patients usually have
multiple comorbidities that preclude the use of these
agents. In difficult to treat patients steroids have been
traditionally used; however, this therapeutic option is not
ideal, since steroids associate with immunosuppression
and metabolic side effects.

ADRENOCORTICOTROPIC HORMONE

Adrenocorticotropic hormone (ACTH) has long been
used in the treatment of acute gout; as a matter of fact,
the first relevant report was published more than half a
century ago'l. Several studies in the 1990’s have shown
that ACTH is highly effective in the treatment of acute
gout and exhibits an excellent safety profile. More specifi-
cally these studies have shown that ACTH was equally
effective than indometacin and steroids and in some
cases faster acting; moreover it was effective and safe in
patients with multiple medical problems™”. ACTH be-
longs to a family of proteins called melanocortins; these
molecules, apart from their pigment inducing capacity,
seem to have a regulatory role in a wide range of biologic
functions. Evidence suggests that melanocortins have
strong anti-inflammatory properties and serve as natural
inhibitors of inflammatory responses'’. The prevailing
hypothesis was that ACTH mainly acts by stimulating
the release of endogenous steroids by the adrenal glands.
However, experimental evidence, accumulated over the
last decade, indicates that ACTH mainly acts in a steroid
independent manner. In a rat knee joint model of inflam-
mation where monosodium urate crystals were injected
intra-articularly, local administration of ACTH was highly
effective without altering systemic corticosterone lev-
els®™. More importantly, ACTH was also effective in rats
subjected to adrenalectomy indicating that ACTH has
a direct anti-inflammatory effect which is not related to
endogenous steroid release. This effect was shown to be
mediated by stimulation of melanocortin type 3 receptor
located on macrophages. The role of melanocortin re-
ceptor signalling in modulating inflammatory responses,
including gouty inflammation, has been increasingly
recognized over the last years'. It is also interesting that
melanocortins may even antagonize the action of inter-
leukin (I1)-1, the key cytokine in gout pathophysiology' .

In our department we have been using ACTH as a
first line treatment for acute gout in hospitalized patients
since 1995. We have recently reported that treatment of
acute gout with 100 IU of synthetic ACTH is highly ef-
fective and associates with negligible side effects". Tt is
note worthy that ACTH did no associate with significant
“steroid related” side effects such as hypertension, hyper-
glycemia and hypokalemia. ACTH appears as a powerful
and easy to use therapeutic tool for patients with multiple
comorbidities. We believe that the role of ACTH as a
treatment for acute gout should be reappraised, especially
in light of new experimental data indicating that ACTH
has pleiotropic anti-inflammatory properties and is not
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just a hormone that stimulates the release of steroids.
However, current therapeutic guidelines either ignore
ACTH"*" ot recommend it solely for patients unable to

. . . 14]
receive oral medications'".

CONCLUSION

There is a clear need for effective therapies for gout that
can be safely administered in patients with multiple medi-
cal problems. Recent studies have assessed the efficacy of
IL-1 inhibitors; these agents are effective and have been
proposed as an alternative therapeutic option for high
risk patients. However, we believe that for these difficult
to treat patients, ACTH is probably the most attractive
choice. Evidence suggests that it is safe and does not
seem to associate with immunussupperssionm; moreover
ACTH is a low cost drug at least in Europe.
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