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ABSTRACT

Objective. Acute gout is traditionally
treated with NSAIDs, corticosteroids,
and colchicine. However, the presence
of comorbid conditions and advancing
age, often seen in hospitalised patients,
may prevent their use. We reviewed the
published data on the use of ACTH in
the treatment of acute gouty arthritis.
Methods. A search was performed up
to June 2017. We included clinical tri-
als or case studies/series where ACTH
had been administered in human sub-
Jjects as a treatment for acute gout or
pseudogout.

Results. Data consistently demonstrat-
ed ACTH to be fast-acting, typically
relieving the painful symptoms of acute
gout within 24 h of treatment. Fur-
thermore, the average number of days
needed to achieve 100% resolution of
gout symptoms in patients treated with
ACTH was similar to those of the corti-
costeroid triamcinolone. Retrospective
data confirm the efficacy of ACTH or
the synthetic analogue Synacthen in the
treatment of acute gout in patients with
comorbidities such as cardiovascular
disease, chronic kidney disease, and
hypertension, including those who were
hospitalised, with all patients respond-
ing after 1-3 doses. ACTH appears to
be well-tolerated with side effects being
minor and transient in nature. Impor-
tantly, ACTH/Synacthen has no clini-
cally significant effect on glucose and
potassium levels or blood pressure.
Clinical evidence from available case
studies supports these findings.
Conclusion. ACTH is a fast acting, ef-
ficacious and well-tolerated option for
patients with acute gout when tradi-
tional therapies have failed or are con-
traindicated. However, large, carefully
designed, randomised controlled trials
are required to confirm these findings.

Introduction

Gout is a chronic inflammatory arthri-
tis caused by the deposition of monoso-
dium urate (MSU) crystals in synovial
fluid and other tissues in the presence
of elevated urate concentrations (1, 2).
The clinical features of gout occur as a
result of the inflammatory response to
MSU crystals and include severe pain,
swelling, and tenderness resulting in
difficulty moving the affected joint(s).
Importantly, gout pain typically meas-
ures >7 on an ascending 1-10 scale (2),
negatively impacting on health-related
quality of life and resulting in absence
from work, increased healthcare use,
and reduced social engagement (2-4).
Furthermore, there is emerging evi-
dence that gout is an independent risk
factor for cardiovascular disease (5 ,6).
The principles of gout management re-
main the same regardless of a patient’s
age (7); 1. adequately manage the gout
attack or ‘flare’, while, 2. eliminating
MSU crystals deposited in the joints
and other sites by normalising serum
uric acid levels (2, 7-9). Holistic care of
such patients demands that all medical
conditions frequently associated with
gout occurrence, such as obesity, hyper-
triglyceridaemia, hypertension, diabetes
mellitus, and excessive alcohol con-
sumption should also be addressed (7).
Despite effective treatments, gout
management remains suboptimal (9).
Non-steroidal anti-inflammatory drugs
(NSAIDs), colchicine, and glucocorti-
costeroids are all recommended thera-
peutic options for acute gout (9-11).
However, the choice of drug is dictated
by the presence of contraindications,
the patient’s previous experience with
treatments, time after flare onset, the
number and type of joint(s) involved,
and concomitant medications (9, 11).
Patients with gout, particularly those of
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advanced age, often harbour multiple
comorbidities that result in contraindi-
cations to many of the treatments avail-
able for gout (12). Thus, the standard
goals of treatment for acute gout may
be more difficult to accomplish (7). In
addition, approximately 25% of gout
patients receive inappropriate manage-
ment for their recurrent gout attacks
(13).

Adrenocorticotropic hormone (ACTH),
a member of the melanocortin group
of proteins, has long been used in the
treatment of gout and is an alternative
therapeutic option, especially in diffi-
cult-to-treat patients (14). A synthetic
analogue of ACTH (Synacthen Depot)
consists of the first 24 amino acids of
ACTH (ACTH,_,,) and displays the
same physiological properties (15, 16).
Several studies have demonstrated it to
be effective in the treatment of gout,
while offering a good safety profile
(17-20). However, an assessment of
all available evidence for ACTH/Syn-
acthen has not been performed before.
This review aimed to compile all avail-
able clinical data related to the thera-
peutic use of ACTH/Synacthen in the
treatment of acute gout.

Methods

We performed am electronic search us-
ing the ProQuest tool (www.proquest.
com). All the databases searched are
present in the Appendix. No date limit
was applied to the search to allow any
suitable published literature to be iden-
tified. The search string used for the
initial literature search was ‘(gout*
OR crystal arthritis OR pseudogout)
AND (ACTH OR adrenocorticotrop*
OR synacthen OR tetracosactide OR
corticotropin OR  corticotrophin OR
tetracosactrin OR cosyntropin)’. The
search was undertaken on 5" June 2017
and returned 55 results. The abstracts
of these articles were assessed in order
to identify case reports, case series, or
clinical studies where ACTH has been
administered in human subjects as
treatment for either acute gout or pseu-
dogout. Articles for possible inclusion
were retrieved in full and assessed for
inclusion/exclusion. Review papers,
editorials, non-research-based arti-
cles, and non-English language articles
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were excluded. Studies which included
patients with other crystal arthritidies,
e.g. pseudogout were analysed sepa-
rately for completeness as coexisting
gout could not be confidently excluded.

Results

Fifteen publications were included in
this review. These included four pro-
spective studies, three retrospective
studies, and eight case studies/case se-
ries. A summary of the key data from the
prospective and retrospective studies
are shown in Table I. All four prospec-
tive studies were small (n<100) with
patients typically aged >60 years, male
and with acute gouty arthritis/crystal-
proven gout (17, 19, 21, 22). Patient
comorbidities were not specified. Three
of these studies used a single injection
of ACTH 40 IU (17, 19, 22), while the
fourth used four divided doses per day
(21); two studies allowed concomitant
use of colchicine (19, 22). Few rebound
attacks of gout were reported following
treatment with ACTH, each typically
responding to a repeat course of ther-
apy. The largest retrospective study as-
sessed the use of single injection ACTH
100 TU in hospitalised patients with
acute gout and established comorbidi-
ties (n=181), who were predominantly
male (78.5%) and elderly (mean age:
74 .2 years) (20). Patients in the smaller
retrospective study by Ritter et al. (18)
with acute gout (mean age: 66 years;
55% male) or pseudogout (mean age:
86.2 years; 100% female) along with
comorbid conditions received ACTH
40 or 80 IU tid with tapering allowed
(18). One small retrospective study as-
sessed the use of single injection ACTH
100 IU in elderly patients (mean age:
80.3 years; 50% male) with pseudogout
and at least one comorbidity (n=14)
with no rebound attacks reported (23).
Case studies/series on the use of ACTH
in the treatment of acute gout were pub-
lished more than 60 years ago (range of
publication date: 1945-1952) but pro-
vided an important insight into the use
of ACTH in individual patients.

Prospective studies of ACTH

An early prospective study examined
the effect of ACTH in patients with
monoarticular or polyarticular acute

gouty arthritis (21). Ten patients with
a total of 11 acute gout attacks ACTH
was typically administered for four
days in dosages of 100, 55, 30 or 20 mg
per day as four divided doses, with most
patients receiving 100 mg per day for
over a four-day treatment period. Seven
of the eleven cases of acute gouty ar-
thritis showed a satisfactory response
to ACTH, with symptom relief (joint
swelling, pain) typically being reported
as early as 12 h after first administration
and patients remaining symptom-free
after treatment discontinuation (with or
without subsequent colchicine). In one
patient, a severe attack which resisted
two weeks of colchicine therapy re-
sponded promptly to ACTH, while two
patients with gastrointestinal bleeding
and therefore unable to receive colchi-
cine due to the risk of vomiting and/or
diarrhoea received ACTH.

More recently, a prospective, open-la-
bel, comparative study (17) suggested
that a single parenteral dose of ACTH
provided more rapid symptom relief
than the oral NSAID indomethacin in
the treatment of the acute gouty arthritis
(17). Patients received either a single IM
injection of ACTH 40 IU (n=36) or oral
indomethacin 50 mg qid (n=40) until
relief from gout pain. Mean patient age
was similar across treatment groups and
all patients were male. ACTH provid-
ed complete pain relief within a mean
time of 3 h compared with 24 h with
indomethacin (p<0.001). However, the
mean interval between gout attacks
during the study period was 3 months
for both treatments. Likewise, the fre-
quency of gout attacks were also simi-
lar between treatment groups during the
study period. No adverse events were
reported by patients receiving ACTH
while those given indomethacin report-
ed abdominal discomfort or dyspepsia
(n=22), headache (n=15), and difficulty
with mentation (n=12).

A single-blinded prospective study sup-
ports findings from (17) by confirm-
ing that single-dose parenteral ACTH
was more effective in rapidly ending
attacks of acute gout, with fewer side
effects and a higher benefit to toxic-
ity ratio than indomethacin (22). Male
patients (age range: 42—81 years) with
acute gouty arthritis received a single

Clinical and Experimental Rheumatology 2019



ACTH in acute gout: a review / M.K. Nisar

injection of ACTH 40 units (n=15) or
indomethacin 50 mg tid tapered over
2 weeks (n=14). In addition, patients
received a concomitant daily dose of
oral colchicine 0.6 mg. The median
time to relief of gout pain was signifi-
cantly shorter for the ACTH group (8 h)
compared with the indomethacin group
(48 h; p=0.0003). In addition, ACTH
achieved a shorter time to complete res-
olution of symptoms compared with in-
domethacin, although this was not sta-
tistically significant (3 days vs. 7 days,
respectively; p=0.0861). Over 6 months
of follow-up, only 2 patients (14.3%) in
the ACTH group and 3 patients (21.4%)
in the indomethacin group had flares
of gouty arthritis requiring a repeat of
course therapy. No adverse events were
reported with ACTH.

A prospective study in patients with
crystal-proven gout demonstrated that
patients treated with the corticosteroid
triamcinolone required fewer reinjec-
tions for inadequate pain relief than
those treated with ACTH at up to 30
days of follow-up (5 vs. 9 patients;
p=0.11) (19). Patients received a single
injection of triamcinolone acetonide
60 mg (n=16; mean age: 62.4 years)
or ACTH 40 IU (n=15; one patient lost
to follow-up; mean age: 69.6 years).
The average number of days needed to
achieve 100% resolution of gout symp-
toms was 7.92 in the ACTH group and
7.60 in the triamcinolone acetonide
group (difference ns). Nine patients in
the ACTH group required reinjection:
three were reinjected because of <50%
resolution, while six had rebound ar-
thritis. Three of the patients reinjected
for the rebound arthropathy required a
third injection. In contrast, five patients
in the triamcinolone acetonide group
required reinjection and only one of
those reinjected required a third injec-
tion; no rebound attacks were reported
in the triamcinolone acetonide group.
Both treatments were well tolerated.

Retrospective studies

Ritter et al. (18) retrospectively as-
sessed the efficacy of ACTH in 33
patients with acute gout and multiple
comorbidities (18). Mean patient age
was 66 years (range 43-93). Parenteral
ACTH 40 IU was administered every
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8 h via intravenous, intramuscular, or
subcutaneous routes with gradual ta-
pering according to clinical improve-
ment. Prophylactic, low-dose colchi-
cine treatment was used by the majority
of patients. Treatment with ACTH was
highly effective with 97% resolution of
all gout episodes. Complete resolution
of gout was achieved by an average of
5.5 days, with improvements reported
within days 1-3. Minimal side ef-
fects with ACTH included hypokalae-
mia, hyperglycaemia, and oedema (all
12.1% each); these side effects were
mild and easily controlled.

Daoussis et al. (20) identified 181 cases
of acute gout in hospitalised patients
where Synacthen Depot (Img IM,
100IU) was used as first-line treatment
and found that all patients responded
following 1-3 doses (20). This patient
group had a mean (SEM) age of 74.24
(3.38) years and were predominantly
male (78.5%). Synacthen was utilised in
this ‘difficult-to-treat’ patient population
due to other treatments being contrain-
dicated. No patients received steroids,
NSAIDs, or colchicine at the time of the
attack. A treatment response was seen in
the majority (77.9%) of patients within
24 h of Synacthen administration. The
majority (87.50%) of non-responders
were retreated with a further single dose
the day following the first injection,
with most (82.85%) responding to treat-
ment. For the small percentage (11.3%)
of responders who suffered a second
gouty attack, at a median of 4 days from
the initial attack, all responded after one
more dose of Synacthen. Importantly
for patients with established comorbidi-
ties, only very few adverse events were
reported, including local, mild skin re-
actions (2.2%) and flushing (0.6%).
This study was unique in that it also
investigated potential steroid-related
effects of ACTH, which included glu-
cose and potassium levels, along with
blood pressure. Diabetic patients who
received Synacthen treatment showed
an increase in fasting glucose levels 24
h following the injection compared with
baseline (mean [SEM]: 174.8 [14.5]
vs. 151.8 [19.9] mg/dL, respectively,
p=0.02), although this increase was not
evident 24 h later (mean [SEM]: 161.2
[21.3] mg/dL, p=ns vs. baseline) and did

not require modification of antidiabetic
treatment. Of particular note, a similar
transient increase in glucose levels was
also seen in non-diabetics. Potassium
levels at 24 and 48 h following treat-
ment did not change compared with
baseline, and both systolic and diastolic
blood pressure remained stable, even in
those patients with hypertension.

Case studies

The earliest published case series of the
use of ACTH in the treatment of acute
gouty arthritis was in 1945 (24). Four
brief cases were included, where after a
control period of four days, ACTH 150
mg IM was administered each day in
divided doses for a total of four days.
Administration of ACTH to two pa-
tients during an attack of acute gouty
arthritis produced a prompt disappear-
ance of the acute arthritis and the au-
thor suggested stimulation of adrenal
cortical function as the common path-
way in the aetiology of acute gouty
arthritis by non-specific stress, adding
that adrenocorticotropin had potential
as a therapeutic agent in gout.

Spies & Stone (25) reported on a
45-year-old male with an 18-year his-
tory of gout who received a single dose
of ACTH 25 mg for an attack of acute
gout (25). While gout symptoms were
reduced within 3 h post-injection and
full resolution of gout was achieved
within 24 h, the patient severely re-
lapsed within 7 days of treatment. In
contrast, Leopold (26) reported on a
40-year-old female with acute gout
affecting the metatarsal joints of both
feet. The patient reported marked relief
of pain within 4 h after three injections
of ACTH 50 mg and ongoing colchi-
cine use, with approximately 90% re-
lief of pain being achieved within 12 h.
The prompt resolution of acute gouty
arthritis in three patients treated with a
single injection of pituitary ACTH was
reported by Margolis & Caplan (27).
Wolfson et al. reported on the admin-
istration and subsequent withdrawal
of ACTH, studied simultaneously in
a father with tophaceous gout and his
son with genetic hyperuricaemia (28).
Each patient received one dose of 100
mg ACTH for three days, both reported
weakness and malaise, and the father
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subsequently developed severe acute
gout.

A review of therapeutic outcomes in
51 cases of acute gouty arthritis treated
with colchicine and ACTH suggested
that a good therapeutic response was
not achieved until ACTH evoked a ro-
bust increase in adrenal function (29).
The authors of this case series noted
that aqueous ACTH every 6 h typically
enabled 75-90% improvement in gout
symptoms within 24 h. For long-lasting
ACTH, 275% relief of symptoms was
typically achieved in 9 h in patients
who had not previously received col-
chicine, and 13 h in those with colchi-
cine-resistant attacks.

Three cases of severe, recurrent, acute
gouty arthritis were reported by Kauff-
man (30), two of which responded
promptly to ACTH administration after
lack of response to accepted therapeutic
measures.

Finally, a case study of a 49-year-old
male patient with polyarticular acute
gout and comorbidities of hyperten-
sion, essential lipaemia, and peripheral
neuritis reported pain relief within 24 h
of the first ACTH 20 mg dose (admin-
istered every 6 h for a total dosage of
560 mg), complete resolution of gout
symptoms within 72 h, and no relapse
within 7 days (31). As previous treat-
ment with colchicine had limited effect,
ACTH 20 mg was administered every
6 h for a total dosage of 560 mg in the
absence of any other medication. The
patient reported pain relief within 24 h
of the first ACTH dose, complete reso-
Iution of gout symptoms within 72 h,
and no relapse within 7 days, allowing
the patient to restart preventative col-
chicine therapy.

ACTH/Synacthen in the treatment
of calcium pyrophosphate disease
(pseudogout)

As with acute gout, patients affected
by acute calcium pyrophosphate (CPP)
crystal arthritis are typically elderly
with established comorbidities, such as
cardiovascular disease, diabetes melli-
tus, and hypertension, thus recommend-
ed treatments may be contraindicated
(14). Current EULAR guidelines for
CPP crystal arthritis mentions ACTH
as a possible alternative to standard
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treatment (32), and the limited clinical
evidence appears to support this sug-
gestion (18, 23).

The study by Ritter et al. (18) included
five patients with acute CPP crystal ar-
thritis and reported that treatment with
parenteral ACTH 40 IU administered
every 8 h resulted in complete resolu-
tion of symptoms within 4.2 days (18).
More recently, Daoussis et al. (23) as-
sessed the use of Synacthen Depot in 14
hospitalised patients (mean [SD] age:
80.3 [3.9] years) with acute CPP crystal
arthritis and =1 comorbidity which pre-
vented use of NSAIDs, glucocorticoids,
or colchicine (23); all cases were mono-
articular in nature. All patients were
treated with a single injection of Syn-
acthen Depot 1 mg (100IU) IM apart
from one patient who received a second
Synacthen injection 24 h later. A treat-
ment response was seen in 13 patients
with attenuation of signs of inflam-
mation within 24 h without the use of
NSAIDs, colchicine or steroids. One pa-
tient had a partial response and received
a second ACTH injection the day fol-
lowing the first injection; response with
complete resolution of gout was seen.
Of note, no patient suffered a rebound
attack during hospitalisation. No signifi-
cant changes in systolic blood pressure,
fasting glucose or potassium levels were
reported following treatment.

Discussion

This systemic review confirms the role
of ACTH in the management of gout,
providing clinicians with another agent
in their therapeutic armamentarium. It

has, for the first time, comprehensively
evaluated all available data for the ef-
ficacy and safety of ACTH/Synacthen
in this area.

ACTH/Synacthen Depot is a fast-acting
anti-inflammatory agent which relieves
the painful symptoms of acute gout
typically within 24 h of the first injec-
tion and appears to have a good toler-
ability profile with few adverse events.
As therapeutic decisions should be
based on individualised risks and ben-
efits, ACTH/Synacthen offers an alter-
native to corticosteroids and NSAIDs
which may not be suitable for patients
with comorbidities or on multiple drug
regimens (12). ACTH provides an ad-
ditional therapeutic option for elderly
patients with acute gout and established
comorbidities. The presence of such co-
morbidities in these patients often limit
the use of recommended gout therapies
(8). One of three overarching principles
recently developed by EULAR for the
treatment of gout is that every person
with gout should be systematically
screened for associated comorbidities
and cardiovascular risk factors, includ-
ing renal impairment, coronary heart
disease, heart failure, stroke, periph-
eral arterial disease, obesity, hyper-
lipidaemia, hypertension, diabetes and
smoking, which should be addressed as
an integral part of the management of
gout (9). However, Robinson et al. (4)
reported that hospitalised patients with
gout typically have multiple comorbidi-
ties and are admitted multiple times for
gout management, suggesting that these
patients are suffering from treatment
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refractory gout, that they are not being
treated adequately or that their adher-
ence to treatment may be low or a com-
bination of these factors (4). In addi-
tion, Keenan et al. (12) reported a high
rate of prescribing gout medications
that were potentially contraindicated
(12); for example, of patients with acute
gout and =1 contraindication to NSAID
use, 18% were nonetheless prescribed
these agents, including 9% with strong
contraindications to their use (12).

Adverse event profiles of NSAIDs, glu-
cocorticoids, and colchicine, along with
potential drug-drug interactions with
ongoing polypharmacy may also pre-
vent the use of these agents in elderly
or hospitalised patients with multiple
comorbidities. Drug-drug interactions
for NSAIDs include warfarin, with
subsequent increased risk of gastroin-
testinal bleeding, and ACE inhibitors,
with subsequent risk of hypertension
and potential for deterioration of renal
function (11). Recognised adverse ef-
fects observed with NSAID use include
nausea, diarrhea, dyspepsia, headaches,
confusion, increases in blood pressure
and elevations of serum potassium and
creatinine, which can pose severe prob-
lems for the elderly patient (7). Thus,
NSAIDs are relatively contraindicated
in patients with renal insufficiency and
congestive heart failure, and are best
avoided in patients with peptic ulcer
disease or gastrointestinal bleeding (7,
33). Side effects of glucocorticoster-
oid use include congestive heart failure
exacerbations, uncontrolled diabetes,
elevation in blood pressure, electrolyte
shifts, and increased susceptibility to
infection (7). Concern about concomi-
tant anticoagulant therapy may also
preclude the intra-articular adminis-
tration of corticosteroids (33). Colchi-
cine is poorly tolerated in the elderly,
particularly in those with renal and/or
hepatic impairment, and is best avoided
(33). In addition, interactions between
colchicine and CYP3A4 and P-glyco-
protein inhibitors are well recognised,
requiring the dose of colchicine to
be modified accordingly (11). Thus,
ACTH would be a useful alternative
treatment for use in such patients.

Corticosteroids increase blood pressure
through volume retention, and blood
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pressure elevation due to the chronic
use of NSAIDs is also well recognised
(34). While acute ACTH administration
is a short-term stimulator of aldoster-
one, prolonged use can ultimately lead
to transient or suppressed secretion,
subsequently increasing the risk of
hypertension (35-37). Thus, the dura-
tion of ACTH administration requires
careful consideration, particularly in
patients with chronic crystal-induced
arthritis where longer term manage-
ment is required. For acute gout in hos-
pitalised patients, Daoussis e al. (20)
reported that both systolic and diastolic
blood pressure remained stable follow-
ing the use of Synacthen, even where
hypertension was present.

Historical reports of ocular side effects
with long-term corticosteroid or ACTH
use include an increased risk of devel-
oping steroid cataracts or macular exu-
dates, respectively (38). More recently,
it has been recognised that corticoster-
oids increase the risk of glaucoma by
raising the intraocular pressure when
administered exogenously and in cer-
tain conditions of increased endogenous
production (39). Of note, patients aged
>40 years with certain diseases, such as
diabetes mellitus, appear more vulnera-
ble to corticosteroid-induced glaucoma.
In contrast, no available published evi-
dence appears to suggest that the use of
ACTH/Synacthen increases the risk of
developing glaucoma.

The use of corticosteroids can increase
the risk of acute pancreatitis, with pos-
sible direct injurious effect on the exo-
crine pancreas and increased levels of
the pancreatic enzymes (40,41). Chron-
ic use of corticosteroids can produce
undesired diabetogenic side effects
through interactions with the regulation
of glucose homeostasis and lead to in-
sulin resistance (42). Thus, glucose tol-
erance disorders are well documented
in patients receiving corticosteroids, al-
though this risk appears to be less when
low to moderate doses are administered
for a short period (43). In addition, sin-
gle, local soft tissue and intra-articular
musculoskeletal corticosteroid injec-
tions can be used even in patients with
well-controlled diabetes mellitus (44).
Daoussis et al. (20) reported that while
non-diabetic and diabetic patients who

received Synacthen treatment showed
an increase in fasting glucose levels
24 h following the injection compared
with baseline, this increase was not evi-
dent after a further 24 h period and did
not require modification of antidiabetic
treatment, where used.

While newer first-in-class drugs might
be discovered in the future for the treat-
ment of gout, the repurpose of older
drugs, such as synthetic ACTH clearly
offers therapeutic efficacy and good
tolerability, particularly in elderly or
hospitalised patients with established
comorbidities (45). ACTH has been
FDA-approved and used in patients
since 1952, but typically regarded as
the last therapeutic option for acute
gout when other medications, cannot be
used or when oral treatment cannot be
administered (45). It is widely under-
stood that ACTH is a major component
of the hypothalamic-pituitary-adrenal
axis and acts by stimulating the release
of endogenous steroids (45). However,
improved understanding of the mecha-
nism of action of ACTH, along with
new insights on melanocortin recep-
tor biology, have revived interest in
its use (45). Melanocortins are natural
pro-resolving mediators in the inflam-
matory process, which act to provide
control and balance (45). Getting et al.
(46) discovered that the intrinsic anti-
inflammatory effect of ACTH is related
to its ability to bind and stimulate mel-
anocortin (MC) receptors (46). ACTH
activates the receptor MC2 on the ad-
renal cortex, leading to the production
of corticosteroids, which explains the
glucocorticoid-dependent anti-inflam-
matory actions of ACTH (45). Howev-
er, the effect of ACTH is also mediated
by receptor MC3, which is expressed in
immune cells and in the brain, explain-
ing the glucocorticoid-independent an-
ti-inflammatory actions of ACTH (45).
Bone, cartilage, and other joint cells
highly express MC receptors, highlight-
ing the relevance of ACTH treatment in
inflammatory joint conditions (45). The
discovery of this novel mode of action,
involving the recruitment of the body’s
natural pro-resolution inflammatory re-
sponse, appears unique to ACTH and
requires further research.

While available data support the use of
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ACTH in the treatment of acute gout, it
is important to highlight several limita-
tions of the current systematic review.
Firstly, and most importantly, there ap-
pears to be a limited amount of pub-
lished literature on the use of ACTH
in the treatment of acute gout. All case
studies included were all reported more
than 60 years ago and some provide
limited information on patient charac-
teristics, treatment approach and gout
symptoms. In addition, the retrospec-
tive studies included lacked any con-
trol arm and some adverse events may
not have been reported due to the study
design; however, the study by Daous-
sis et al. (20) did include data from 181
patients (20). The retrospective study
by Ritter et al. (18) included a rela-
tively low number of patients and also
allowed concomitant use of colchicine
(18). In addition, the prospective stud-
ies included in this systematic review
were non-randomised and non-blinded,
preventing any robust conclusions (17,
19). Thus, there is an absolute need for
a carefully designed randomised con-
trolled trial to robustly establish the ef-
ficacy and safety of ACTH.

Summary/conclusions

Available clinical evidence, while lim-
ited, suggests that ACTH may provide
an efficacious, fast acting, and well
tolerated therapeutic option for pa-
tients with acute gout in whom other
traditional therapies have failed or are
contraindicated. However, carefully de-
signed randomised controlled trials are
still required to definitively establish
the efficacy and safety of ACTH in pa-
tients with acute gout.
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