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Abstract

Oral colchicine (Colcrys®) is approved in the US
for the treatment of acute gout flares in adult pa-
tients and the prophylaxis of gout flares in patients
aged >16 years.

Colchicine is a tricyclic alkaloid that interrupts
multiple inflammatory response pathways. Its principal
mechanism of action in gout is thought to be in-
hibition of cytoskeletal microtubule polymerization,
an important process in neutrophil functioning.

In a phase III, randomized, double-blind, placebo-
controlled, multicentre trial, the recommended dos-
age of Colcrys® (1.2mg at the first sign of the flare,
followed by 0.6 mg in 1 hour) was significantly more
effective than placebo in treating acute gout flare,
as assessed by the proportion of patients experien-
cing a 250% reduction in pain within 24 hours of
initiating treatment.

In a randomized, double-blind, placebo-controlled,
single-centre trial, non-approved colchicine 0.6 mg
once or twice daily (up to 6 months) was more effec-
tive than placebo in preventing gout flares in patients
receiving allopurinol as urate-lowering therapy.

At the recommended dosage for the treatment of
acute gout flares, Colcrys® was as well tolerated as
placebo in patients with gout. The incidence of the
most common adverse events was similar between
recipients of the recommended dosage of Colcrys®
and placebo.
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Gout is a disease with a descriptive history
dating back to the time of Hippocrates.' It is a
well known type of arthritis associated with im-
paired metabolism of purines, resulting in hyper-
uricaemia and an accumulation of the metabolic
end product urate, in the form of monosodium
urate crystals, in joints.!'] The build-up of these
crystals induces an acute inflammatory response
that involves leukocyte recruitment, in particular
that of neutrophils.!>*

Hyperuricaemia is the most important risk
factor in the development of gout, and is caused
more commonly by decreased renal capacity to
clear urate (in =90% of patients) than by over
production of urate (=10%).1"! Hyperuricaemia is
physiochemically defined as urate levels >6.8 mg/dL
(408 pmol/L) in men and women, as urate satu-
ration leading to crystal formation occurs at
6.8 mg/dL at 37°C.I"¥ Although the risk of acute
gout increases with serum urate concentration,
not all patients with hyperuricaemia will develop
gout.l!

Other common risk factors for gout include
excessive intake of certain purine-rich foods (e.g.
meat and seafood), alcohol and fructose, obesity
and the use of medications that affect urate levels
(such as diuretics, furosemide and ciclosporin).I'-
In addition, some common chronic disorders,
such as diabetes mellitus, the metabolic syndrome,
renal disease, hypertension, cardiovascular disease
and hyperlipidaemia, are associated with gout.!
Furthermore, hyperuricaemia may increase the
risk of hypertension and chronic renal disease.[6!

The prevalence of gout is difficult to quantify,”
but is estimated to be =1% in adults in Western
countries.[:8 The incidence of gout increases
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with age,®) and is particularly high among elderly
men (aged >65 years).'"] In recent years, increases
in the prevalence and incidence of gout have been
reported, which are attributed in part to the aging
population, who have a higher likelihood than
younger individuals of co-morbidities and con-
current medication requirements that contribute
to an increase in risk factors or gout-associated
disorders.!-#

Although the symptoms of an acute gout flare
are self limiting, they usually include extreme pain
and can take >1 week to resolve.l'! Aside from
pain, patients are most concerned with the loss of
mobility, as well as emotional stress, interrupted
sleep, work and social limitations, and joint swell-
ing and deformities.!') Therefore, treatment of acute
gout flares is recommended to alleviate disease
symptoms.'% EU treatment guidelines recommend
oral NSAIDs and colchicine as first-line treat-
ment options for gout, with intra-articular cortico-
steroid injections as a second-line option;!'" no
US treatment guidelines are currently available."?
However, NSAIDs have been preferentially re-
commended over colchicine,[1>!4 as colchicine
has a narrow therapeutic margin!'¥ (section 4). In
general, there are few randomized trial data for
the use of colchicine and NSAIDs in patients with
gout.1416.17

In patients with recurrent acute gout flares or
severe established gout, long-term management
of hyperuricaemia is recommended, with a target
urate level of <6mg/dL (360 umol/L),l'" to pro-
hibit new crystals from forming and encourage
existing crystals to dissolve.l'”! The rapid decrease
in serum urate levels at the start of urate-lowering
therapy (with agents such as allopurinol, probe-
necid and febuxostat!'®18]) can cause acute ‘mo-
bilization flares’;17! therefore, concurrent gout
flare prophylaxis, with agents such as colchicine
or NSAIDs, is recommended during the first few
months of urate-lowering therapy.'®!

Colchicine has been used since antiquity,!
with an extensive history of clinical experience in
the treatment of many inflammatory diseases.[*"
Unlike newer medicines, colchicine did not go
through the extensive testing required by reg-
ulatory bodies until recently.l? In 2009, the US
FDA approved the Colcrys® formulation of oral

19,20]
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colchicine for the treatment of acute gout flares
and the prophylaxis of gout flares.?3] Colcrys® is
currently the only single-agent colchicine with
FDA approval;?¥ all other FDA-approved col-
chicine formulations also contain probenecid.
Although some NSAIDs (indometacin [indo-
methacin], naproxen, sulindac) are approved by
the FDA for the treatment of acute gout flares,
no NSAID is currently approved by the FDA for
gout prophylaxis.?”!

A detailed discussion of the differences, in-
cluding cost, between Colerys® and non-approved
colchicine?6-281 is beyond the scope of this article.
Although Colerys® is also approved in the US for
the treatment of familial Mediterranean fever,?*!
this article focuses on its use in gout, and provides
an overview of the pharmacological properties,
therapeutic efficacy and tolerability of Colcrys®
and colchicine for the treatment and prophylaxis
of gout. Where possible, the article focuses on the
Colerys® formulation of colchicine. The use of
the otherwise unspecified term ‘colchicine’ refers
to non-approved colchicine.

Medical literature on the use of colchicine
in gout was identified using MEDLINE and
EMBASE, supplemented by AdisBase (a propri-
etary database). Additional references were iden-
tified from the reference list of published articles.
Searches were last updated 2 July 2010.

1. Pharmacodynamic Profile

The pharmacodynamic properties of colchi-
cine have been extensively reviewed;>!*! therefore,
only a brief summary is provided in this section,
based on reviews, 3151921 studiesi?®-3% and the US
prescribing information.?’!

e Colchicine is a tricyclic alkaloid extracted from
the flowering plants Colchicum autumnale (meadow
saffron or autumn crocus) and Gloriosa superba
(glory lily).B313!

e The principal mechanism of action of colchicine
in gout is thought to be inhibition of cytoskeletal
microtubule polymerization.!!?) Colchicine binds
to p-tubulin in such a way that prohibits the forma-
tion of microtubules.?®! The resulting colchicine-
tubulin complex has a high dissociation constant
(1075 to 107 mol/L).*!

© 2010 Adis Data Information BV. All rights reserved.

e Downstream consequences of the inhibition of
microtubule polymerization by colchicine include
inhibition of neutrophil activation, degranula-
tion and migration, which are though to mediate
some of the inflammatory symptoms of gout.l?*l
Analysis of the synovial fluid from asymptomatic
knees that contained monosodium urate crystals
(n=18) from 12 patients with gout showed that
treatment with oral colchicine 1 mg/day for 1 month
significantly (p<0.005) reduced the white cell count
(274 vs 612 cells/mm?) and the proportion of poly-
morphonuclear leukocytes (4.5% vs 13.0%) from
baseline.1?! The clinical efficacy of Colcrys® and
colchicine in patients with gout are presented in
section 3.

e The slow accumulation of colchicine in leuko-
cytes (reaching maximum concentration at 48 hours;
section 2) and the long half-life of the colchicine-
tubulin complex (20-30 hours) are thought to
be correlated with the onset (24-48 hours after
drug administration) and dissipation (24-48 hours
after drug discontinuation) of the drug’s inhibi-
tory effects on leukocyte functioning.?!

e As the separate use of colchicine (section 4) or
certain lipid-lowering drugs has been associated
with myopathy, concomitant administration of
Colcrys® with atorvastatin, simvastatin, pravas-
tatin, fluvastatin, gemifibrozil, fenofibrate, fenofibric
acid or benzafibrate may further increase the risk
of developing myopathy and rhabdomyolysis.1’!
Rhabdomyolysis has been reported with the
concomitant use of Colerys® with digoxin, a
P-glycoprotein substrate.[?]

2. Pharmacokinetic Profile

The pharmacokinetic properties of colchicine
and Colcrys® were obtained from the US pre-
scribing information,?? reviews!*?! and studies
in healthy volunteers.’!-*? The discussion in this
section focuses on the recommended Colcrys®
dosages of 1.2mg followed by 0.6mg in 1 hour
(for acute gout flare treatment) and 0.6 mg once
or twice daily (for gout flare prophylaxis) [section 5].
e The absolute bioavailability of colchicine is
=~45%.1231
e In 13 fasting, healthy volunteers, a mean maxi-
mum colchicine plasma concentration (Cp,y) of

Drugs 2010; 70 (12)
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2.5ng/mL was reached a mean time (ty,x) of
1.5 hours after oral administration of a single
0.6mg dose of Colerys®.?*! In 13 healthy volun-
teers who received Colcrys® 0.6 mg twice daily for
10 days, mean t,,, was 1.3 hours and mean C,,4
was 3.6 ng/mL.[?3

e In healthy volunteers who received a single
0.6 mg dose of Colerys® (n=25) or Colerys® 1.2mg
followed by 0.6 mg in 1 hour (n=13), mean Cp,,«
was 2.5 and 6.2ng/mL, and the mean area under
the plasma concentration-time curve (AUC) from
time zero to infinity was 14.1 and 52.1 ng e h/mL.*!)
e A secondary peak in colchicine plasma con-
centration is observed in some patients, which
occurred 3-36 hours after drug administration
and is 39-155% of the initial C,,,,,.[*> The secondary
increase in colchicine concentration is thought to
be a result of intestinal secretion and reabsorp-
tion, and/or biliary recirculation of the drug.!?!
e Administration of Colcrys® with food was not
associated with any clinically significant effects
on the absorption of the drug.*’)

e Inhealthy volunteers, the mean apparent volume
of distribution of colchicine is =5-8 L/kg,[**l indi-
cating widespread tissue uptake of the drug.?!)
Regardless of colchicine concentration, serum
protein binding is 39%, primarily to albumin.!?¥!
Colchicine also distributes to leukocytes and
slowly accumulates in mononuclear cells and
granulocytes, reaching maximum concentration at
48 hours after a single oral dose of 1 mg in healthy
volunteers.3?!

e Colchicine crosses the placenta, and fetal plasma
concentrations are =15% of that seen in the
mother.?3! Colchicine distributes to breast milk
at concentrations similar to those in the maternal
serum; the infant receives <10% of the maternal
weight-adjusted dose. However, because colchi-
cine may affect gastrointestinal cell renewal and
permeability, caution is recommended in breast-
feeding patients who receive Colcrys®; the infant
should be observed for adverse effects.[**]

e Colchicine is metabolized by cytochrome P450
(CYP) 3A4 in vitro into two primary metabolites;
the plasma concentration of these metabolites 1s
<5% of that of the parent drug.?®! Colchicine
does not inhibit or induce CYP1A2, CYP2AG®,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS6,

© 2010 Adis Data Information BV. All rights reserved.

CYP2E1 or CYP3A4 in vitro. Colchicine is a
P-glycoprotein substrate.**!

e Colchicine is excreted in the urine, and 40-65%
of an orally administered dose of colchicine 1 mg
was recovered unchanged in the urine.”> Colchi-
cine is also excreted via the biliary route, after
metabolism in the liver,® and enterohepatic
recirculation may have a role in the elimination
of colchicine./?3! Haemodialysis does not remove
colchicine.?3

e The mean elimination half-life of colchicine
in 13 healthy volunteers who received Colerys®
0.6 mg twice daily for 10 days was 26.6 hours.[*
The mean terminal half-life was 6.4 and 23.6 hours
in healthy volunteers who received a single 0.6 mg
dose of Colerys® (n=25) and Colerys® 1.2mg
followed by 0.6mg in 1 hour (n=13).531

Special Patient Populations

e Colchicine clearance is decreased in patients
with renal impairment; in patients with end-stage
renal disease who required dialysis, total body
clearance of colchicine was reduced by 75%.1%*
Reductions in the dosage and/or administration
frequency of Colerys® is recommended in patients
with severe renal impairment (creatinine clearance
[CLcgr] <30 mL/min [<1.8 L/h]) or patients requir-
ing dialysis. Pharmacokinetic properties of col-
chicine have not been established in patients with
mild (CLcg 50-80 mL/min [3.0-4.8 L/h]) or mod-
erate (CLcg 30-50mL/min [1.8-3.0 L/h]) renal
impairment; although no Colcrys® dosage adjust-
ments are recommended, close patient monitor-
ing is advised in these patients.[*’]

e No pharmacokinetic data are available for
oral colchicine in patients with severe hepatic
impairment (Child-Pugh class C).**) Data from
patients with alcoholic or primary biliary cirrho-
sis, severe chronic liver disease or no renal im-
pairment who received intravenous colchicine
indicate a high degree of inter-patient variability
in the pharmacokinetic properties of the drug.
Although no adjustments in Colcrys® dosages
are required in patients with mild or moderate
hepatic impairment, close patient monitoring
is recommended; a reduction in dosage or the
frequency of administration of Colecrys® should

Drugs 2010; 70 (12)
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be considered in patients with severe hepatic
impairment.?*

e Pharmacokinetic properties of colchicine have
not been established in elderly patients with gout;
a cautious approach in dosage selection is advised
in this patient population, with consideration of the
higher likelihood of renal impairment, co-morbidity
and concomitant medication use compared with
younger patients.?*l Pharmacokinetic properties,
safety and efficacy of colchicine in paediatric pa-
tients with gout have not been established as gout
rarely occurs in this patient population.*]

Potential Drug Interactions

e Because colchicine is a CYP3A4 and a P-
glycoprotein substrate, concomitant administra-
tion with moderate or strong CYP3A4 inhibitors
or P-glycoprotein inhibitors is associated with sig-
nificant increases in systemic exposure to colchicine
(in terms of plasma concentrations and AUC).?*)
Therefore, coadministration of Colerys® with mod-
erate (e.g. amprenavir, aprepitant, dilitiazem) or
strong (e.g. atazanavir, clarithromycin, indinavir)
CYP3A4 inhibitors or P-glycoprotein inhibitors
(e.g. ciclosporin, ranolazine) should be avoided.
Where avoidance is not possible, the dosage and/or
administration frequency of Colcrys® should be
reduced./?!

e In patients with renal or hepatic impairment,
coadministration of Colcrys® with strong CYP3A4
inhibitors or P-glycoprotein inhibitors is contra-
indicated (section 5), because of the increased
risk in these patients of the development of life-
threatening and fatal colchicine toxicity at ther-
apeutic colchicine dosages.!*!

e In healthy volunteers, coadministration of
Colerys® with oral contraceptives containing ethi-
nyl estradiol and norethindrome or with theo-
phylline did not affect the concentrations of the
coadministered drug.?]

3. Therapeutic Efficacy

This section focuses on data from prospective
trials that investigated the therapeuticB®! and
prophylactici33-39 efficacy of Colcrys® and colchi-
cine at FDA-approved dosages for Colcrys®

© 2010 Adis Data Information BV. All rights reserved.

(section 5) in patients with gout. Of the five in-
cluded trials,3:33-36 only onel*! utilized Colcrys®
and the other four!®3-3¢ utilized non-approved
colchicine. Results from the only other placebo-
controlled trial®”! that evaluated the therapeutic
efficacy of colchicine in patients with gout are not
discussed in this section as the dosage employed
(mean total 6.7mg over 48 hours) exceeds the
approved dosage of Colcrys®, and was associated
with a high incidence of adverse events (section 4).

Treatment of Acute Gout Flares

The clinical efficacy of Colerys® in patients
with gout was evaluated in the phase IlI, ran-
domized, double-blind, placebo-controlled, multi-
centre AGREE (Acute Gout Flare Receiving
Colchicine Evaluation) trial.®!! Additional data
from this trial were obtained from the manu-
facturer’s clinical study reportP®®! and an abstract
presentation.*)

Adult patients aged 218 years (female patients
had to be postmenopausal) with a confirmed diag-
nosis of gout (according to the American College
of Rheumatology [ACR] preliminary criteria) and
at least two gout flares in the previous 12 months
were enrolled.®! The study was designed for
patients to initiate study medication, after man-
datory clearance from a centralized call centre,
within 12 hours of the onset of gout flare. Of the
575 randomized patients who received pre-dispensed
study medication, 185 patients had an eligible
acute gout flare and self administered study medi-
cation. The following criteria were to be met prior
to initiating study medication: onset of the flare
was within the previous 12 hours; the presence of
the four cardinal inflammatory signs (swelling,
redness, marked tenderness and pain); joint pain
score of >4 (on a scale ranging 0-10); no use of
prohibited medication; and no change in medical
history.[31:38]

Key exclusion criteria were: acute polyarticular
gout (affecting more than four joints); a history
of more than two acute gouty arthritic attacks per
month or >12 attacks in the previous 6 months;
routine use of colchicine; history of cardiovascu-
lar or cerebrovascular events in the previous
6 months; active myeloid leukaemia, obstructive

Drugs 2010; 70 (12)
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gastrointestinal cancer or metastatic cancer, or
chronic renal or hepatic impairment; the use
of adalimumab, infliximab or abatacept within
the previous 90 days; the use of drugs including
systemic corticosteroids, etanercept, anakinra,
mycophenolate, ciclosporin, macrolide antibac-
terials, warfarin or heparin within the previous
30 days; and the use of drugs including azathio-
prine, NSAIDS, paracetamol (acetaminophen)
or tramadol within the previous 3 days.[?!-3%

Patients (mean age 51.5 years) were random-
ized to one of three treatment groups: low-dose
Colerys® 1.8 mg (an initial 1.2 mg dose, one 0.6 mg
dose in 1 hour and five hourly doses of placebo
[1.8 mg over 1 hour]; n=118); high-dose Colcrys®
4.8mg (an initial 1.2mg dose and six hourly
0.6 mg doses [4.8mg over 6 hours]; n=141); or
placebo (seven hourly doses; n=131).P1 Of the
185 patients with an eligible gout flare, 74, 52 and
59, respectively, were in each treatment group;
efficacy data were unavailable for one placebo
recipient. The low-dose regimen (i.e. 1.8 mg over
1 hour), but not the high-dose regimen (i.e. 4.8 mg
over 6 hours), is the FDA-approved dosage
(section 5).

All study medications were taken orally, with
the first dose at the onset of the gout flare and one
subsequent dose every hour for the next 6 hours.P!l
The use of rescue pain medication, individually
prescribed for each patient, was permitted for
intolerable pain after one or more doses of study
medication. The most commonly used rescue medi-
cations were NSAIDs, in particular indometacin.
Continuation of a stable regimen of urate-lowering
therapy was permitted, and was not to be dis-
continued at the onset of the flare.*!]

The primary endpoint was the treatment res-
ponse rate, defined as a 250% reduction in pain
scores at 24 hours after taking the first dose of
study medication and no use of rescue medication
during this time.*" The primary analysis was the
comparison between the high-dose (4.8 mg over
6 hours) Colcrys® group and the placebo group.
Comparison between the low-dose (1.8 mg over
1 hour) Colcrys® group and the placebo group,
and alternative definitions of treatment response,
were a priori secondary analyses. Alternative de-
finitions of treatment response were a 250% re-

© 2010 Adis Data information BV. All rights reserved.

duction in pain scores at 32 hours, and a 22-point
reduction in pain scores at 24 hours and at
32 hours.B

e High-dose (4.8 mg over 6 hours) Colcrys® was
significantly more effective than placebo in reduc-
ing the pain associated with acute gout flare in
adult patients. The proportion of patients with a
>50% reduction in pain scores at 24 hours and no
use of rescue medication was significantly higher
with high-dose Colerys® than with placebo (32.7%
vs 15.5%; p=0.034; odds ratio [OR] 2.64 [95% C1
1.06, 6.62]) [primary analysis]. However, this
Colerys® dosage is not recommended (section 5)
because of the high incidence of adverse events
(section 4).

e Low-dose (1.8 mg over 1 hour; the recommended
dosage) Colcrys® was also significantly more
effective than placebo in treating acute gout flare
pain.? The proportion of low-dose Colcrys®
recipients with a >50% reduction in pain scores at
24 hours and no use of rescue medication was
significantly higher than that in the placebo group
(37.8% vs 15.5% [figure 1]) [a priori secondary
analysis].*"Yl Importantly, the proportion of patients
achieving this efficacy outcome did not differ
significantly between recipients of low- and high-
dose Colerys® (OR 0.80 [95% CI 0.38, 1.68]).%
e Analysis by a priori alternative definitions of
treatment response also showed a statistically
significant difference between the recommended
dosage of Colerys® and placebo (41.9% vs 17.2%
[250% reduction in pain scores at 32 hours],
43.2% vs 17.2% [>2-point reduction in pain scores
at 24 hours), 45.9% vs 17.2% [22-point reduction
in pain scores at 32 hours]; all p<0.002 and all
95% Cls of the ORs were >1).3! No significant
difference was reported between the two Colerys®
dosage groups as assessed by all alternative treat-
ment response definitions.38:3

e Significantly fewer patients used rescue medi-
cation in the 24-hour study period in the low-dose
Colcrys® group than the placebo group (31.1% vs
50.0%; p=0.027; OR 0.45[95% C10.22, 0.92]).*"

Prophylaxis of Gout Flares

The efficacy of colchicine for preventing gout
flares in patients with gout was evaluated in

Drugs 2010; 70 (12)
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3.31(1.41,7.77)

Treatment response (% of pts)

COL 1.8 mg (n =74) PL (n =58)

Fig. 1. Clinical efficacy of oral colchicine (Colcrys®) [COL] in adult
patients (pts) with gout. Treatment response rate from a randomized,
double-blind, placebo (PL)-controlied, multicentre trial,®"! defined as
a >50% reduction in pain scores at 24 h after taking the first dose of
study drug, without the use of rescue medication. Pts received COL
1.8 mg (the recommended dosage; COL 1.2mg followed by COL
0.6mgin 1h and five PL doses every h), COL 4.8mg (COL 1.2mg
followed by six doses of COL 0.6 mg every h) or PL, within 12h of a
confirmed episode of acute gout flare. Data from the COL 4.8mg
group are not presented. Odds ratio is presented with the corre-
sponding 95% confidence intervals in parentheses. * p=0.005 vs PL.

a randomized, double-blind, placebo-controlled,
single-centre trial.?3! In addition, somel*>-3¢! or
all*¥ patients received colchicine as prophylaxis
for gout flares in three randomized, double-blind,
multicentre trials. The main purpose of the latter
trials was to evaluate the efficacy of allopuri-
nol3%:3¢ or febuxostat!®-3¢ in patients with gout,
and reported limited data on the prophylactic
efficacy of colchicine.

Adult patients (mean age 51.8-63 years) enrolled
in the trials had gout diagnosed in accordance
with the ACR preliminary criterial®*3¢ or confirmed
by the presence of monosodium urate crystals.[*?!
Patients were included if serum urate levels were
>8.0mg/dL (480 pumol/L)B3+3¢1 or elevated to an
unspecified threshold,’** and if at least three flares
were reported per year.’31 Key exclusion criteria
included severe renal impairment,/*3-3¢! hepatic
dysfunctionf®3-3% and a history of (or current) alco-
hol abuse.[34-36]

In the trial comparing colchicine prophylaxis
with placebo, patients starting treatment with
oral allopurinol 100 mg once daily were random-
ized to receive oral colchicine 0.6 mg twice daily
(n=21) or placebo (n=22).3* The allopurinol
dosage was titrated to serum urate levels, with a
mean dosage of 265 mg/day in colchicine recipi-

© 2010 Adis Data Information BV. All rights reserved.

ents and 245mg/day in placebo recipients, and
the colchicine dosage was reduced to 0.6 mg once
daily in patients with chronic renal insufficiency
or in those who experienced gastrointestinal ad-
verse events with twice-daily administration of
colchicine. Colchicine was continued for 3 months
after a serum urate level of <6.5 mg/dL was reached,
for up to 6 months. Acute gout flares were man-
aged as deemed appropriate by individual physi-
cians; short-term NSAID therapy, but not oral
colchicine, was permitted to manage acute flares.?!

In terms of the other three trials,34-3¢ follow-
ing a 2-week washout period, patients (n=153)
in one trial were randomized to receive oral fe-
buxostat 40, 80 or 120 mg or placebo once daily
for 28 days.[?¥ Oral colchicine 0.6 mg twice daily
was administered during the washout period and
for the first 2 weeks of the double-blind treat-
ment period.?¥ In the other two trials, following
2-week!®3) or 30-dayP3®! washout periods, patients
(n= 762 or 226913%!) were randomized to receive
oral febuxostat or oral allopurinol for 52 weeks*”!
or 6 months.?% Dosages were febuxostat 80 or
120mg/day and allopurinol 300 mg/day in one
trial,®! and febuxostat 40 or 80mg/day and al-
lopurinol 300 mg/day (or 200 mg/day in patients
with moderate renal impairment) in the other
trial.’¢! In these two trials, prophylaxis compris-
ing colchicine 0.6 mg once daily or naproxen 250 mg
twice daily was administered during the washout
period3>3%) and the first 8 weeks of the double-
blind treatment period™ or the entire 6-month
double-blind treatment period.[**) Naproxen re-
cipients in one trial also received lansoprazole
15mg/day;1*¥ gout flares were managed as deemed
appropriate by individual physicians.[

The primary efficacy endpoint was the pro-
portion of patients achieving serum urate levels
<6.0mg/dL at study end (4 weeks?*¥ or 6 monthsi>®)
or at each of the last three (of 12) monthly assess-
ments;P*! the remaining triall*3! did not specify a
primary endpoint. All trials assessed the incidence
of gout flares.

e In patients with gout who were receiving
allopurinol to lower serum urate levels, colchicine
0.6 mg once or twice daily was significantly more
effective than placebo as gout flare prophylaxis,
given until 3 months after serum urate levels

Drugs 2010; 70 (12)
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reached <6.5mg/dL, for up to 6 months.[! The
mean number of flares was significantly (p<0.05)
fewer in colchicine than placebo recipients (0.52
vs 2.91 [0-6 months]; 0.57 vs 1.91 [0-3 months];
0 vs 1.05 [3-6 months]). The total number of
flares reported was 12 with colchicine and 62 with
placebo (no p-value reported).i*?

e In this trial,?3 the proportion of patients
reporting acute flares (33% vs 77%) or recurrent
flares (14% vs 63%) was significantly (p<0.01)
lower with colchicine than with placebo. In addi-
tion, the mean flare severity score was signifi-
cantly (p<0.05) lower with colchicine than with
placebo (3.64 vs 5.08 [assessed by patients on a
visual analogue scale, with higher scores corre-
sponding to worsening severity; the range of
possible scores was not reported]).[*!

e Colchicine 0.6 mg once or twice daily provided
effective prophylaxis for gout flares in three trials
in patients with gout who were receiving febuxostat
or placebol® or febuxostat or allopurinol®3¢
as serum urate-lowering therapy. In one trial
(n=153),34 the incidence of gout flares was
8—13% during the 4-week period in which patients
received colchicine 0.6 mg twice daily, and was
30-42% in the subsequent 2-week period without
colchicine (no statistical analyses reported).’ In
another trial (n=762),1*3 the incidence of gout
flares was 21-36% in the first 8 weeks of the
double-blind treatment period, during which pa-
tients were receiving prophylaxis with colchicine
0.6 mg once daily or naproxen 250 mg twice daily,
compared with 64-70% from week 9 to 52 without
prophylaxis (no statistical analyses reported). In
the third trial (n=2269),3% the incidence of gout
flares was <15% throughout the study period
(28 weeks) in which all patients received either
colchicine 0.6 mg once daily or naproxen 250 mg
twice daily as gout flare prophylaxis.

4. Tolerability

The tolerability data pertaining to Colcrys®
that are discussed in this section were obtained
primarily from the AGREE trial,”! supplemented
by data from a placebo-controlled trial®”} and
two prophylaxis trialst®*3% that employed non-
approved colchicine, a systematic review!'>! and

® 2010 Adis Data Information BV. All rights reserved.

the US prescribing information.l?*! Trial design
details are presented in section 3.

e Colchicine has a narrow therapeutic margin.'™
At therapeutic dosages, myelosuppression, leu-
kopenia, granulocytopenia, thrombocytopenia,
pancytopenia and aplastic anaemia have been
reported in colchicine recipients.”*! Long-term
use of colchicine at therapeutic dosages has been
associated with colchicine-induced neuromuscu-
lar toxicity and rhabdomyolysis, with an increased
risk in patients with renal impairment and elderly
patients (including elderly patients without renal
or hepatic impairment) and those receiving lipid-
lowering drugsi?? (section 1). The use of colchicine
has been associated with accidental and inten-
tional fatal overdoses.[?3]

e Inthe AGREE trial P!l the recommended dosage
of Colerys® (1.2 mg followed by 0.6 mg in 1 hour)
was as well tolerated as placebo. The incidence
of all adverse events did not differ significantly
between low-dose Colerys® (n=74) and placebo
(n=>59) recipients (36.5% vs 27.1%; OR 1.5 [95%
CI 0.7, 3.2]). However, the incidence of all adverse
events was significantly higher in the high-dose
Colerys® group (76.9%; n=>52) than in either the
low-dose Colerys® group (OR 9.0 [95% CI 3.8,
21.2)) or the placebo group (OR 5.8 [95% CI 2.6,
12.9]).B34

e The most commonly reported adverse events
in the AGREE trial’® were gastrointestinal in
nature (diarrhoea, nausea and vomiting) [figure 2].
Importantly, although the incidence of these
adverse events did not differ significantly between
the low-dose Colcrys® group and the placebo
group, a significantly higher incidence was seen
with high-dose Colcrys® than with either low-
dose Colcrys® or placebo (figure 2).

e In general, colchicine has a dose-dependent
tolerability profile.!>3! A high incidence of gastro-
intestinal adverse events with the use of colchicine at
dosages exceeding those recommended for Colcrys®
was reported in a placebo-controlled trial.*”) Fatal-
ities have been reported with dosages of 7-26 mg.l!™!
e Severe diarrhoea, melaena or nausea was not
reported in patients receiving low-dose Colcrys®,
but was reported in 19.2%, 1.9% and 1.9%, res-
pectively, of high-dose Colerys® recipients.l*!1 No
serious adverse events (including death) or study
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withdrawal because of adverse events were re-
ported in the AGREE trial.!]

e In patients receiving colchicine as prophylaxis
for gout flares in clinical trials, the most com-
monly reported adverse event was diarrhoea.[?%]
In a trial in which patients who also received
allopurinol,*? diarrhoea was reported in signifi-
cantly more colchicine than placebo recipients
(38% [of 21] vs 4.5% [of 22]; p=0.009). However,
no patient withdrew from the study because of
diarrhoea, and all patients with this adverse event
responded to a reduction in study drug administra-
tion frequency. Overall, study drug administra-
tion frequency was reduced from twice daily to
once daily in 62% of colchicine and 36% of
placebo recipients (the difference was not statis-
tically significant).[3¥

e In another trial in which patients received
prophylaxis with colchicine or naproxen in addi-
tion to treatment with febuxostat or allopuri-
nol,359 9 of 760 patients (1.2%) withdrew from the
study because of rashes. Most of these cases were
Jocalized and comprised transient maculopapular

90
80
70 -
60

50 -

40 A

Incidence (% of pis)

30 A

20

10 A

0 p
Diarrhoea

Fig. 2. Tolerability of oral colchicine (Colcrys®) [COL]

(1.0, 15.3)
[(1.3,19.3)

rashes, which occurred during prophylaxis with
colchicine or naproxen and resolved after topical
treatment.

5. Dosage and Administration

Colerys® is approved in the US for the treat-
ment of acute gout flares in adult patients and for
the prophylaxis of gout flares in patients aged
>16 years.?31 Concomitant use of Colerys® and
strong CYP3A4 or P-glycoprotein inhibitors in
patients with renal or hepatic impairment is
contraindicated./?!

The recommended Colerys® dosages are 1.2mg
followed by 0.6 mg in 1 hour for the treatment of
acute gout flare, and 0.6 mg once or twice daily
for the prophylaxis of gout flares.?*! In patients
already receiving Colerys® for gout prophylaxis,
treatment of acute gout flares with Colerys® is
permitted, although the dosage should not exceed
1.2mg at the first sign of a flare, followed by
0.6mg in 1 hour; prophylaxis can be resumed
after 12 hours.?3! In patients receiving Colcrys®

COL 4.8 mg (n=52)
COL1.8mg (n=74)
0O PL(n=59)

3.9

5.0

Nausea

Vomiting

in adult patients (pts) with gout. The most commonly reported adverse events (in-

cidence >5% in any treatment group) from a randomized, double-blind, placebo (PL)-controlled, multicentre trial.*!] Pts received COL 1.8 mg

(the recommended dosage; COL 1.2mg followed by

COL 0.6mg in 1h and five PL doses every h), COL 4.8 mg (COL 1.2mg followed by six

doses of COL 0.6 mg every h) or PL, within 12h of a confirmed episode of acute gout flare. Odds ratios are presented with the corresponding

95% confidence intervals in parentheses. 6 =incidence of 0%.
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as gout flare prophylaxis and CYP3A4 inhibi-
tors, treatment of acute gout flares with Colcrys®
is not recommended.[??]

The local manufacturer’s prescribing informa-
tion should be consulted for detailed information
regarding contraindications, warnings and pre-
cautions, drug interactions, dosage adjustment
and patient monitoring recommendations and
use in special patient populations.

6. Oral Colchicine (Colcrys®) in the
Treatment and Prophylaxis of Gout:
Current Status

Colcrys® is currently approved in the US for
the treatment of acute gout flares in adult pa-
tients and for the prophylaxis of gout flares in
patients aged >16 years. In a randomized, double-
blind, placebo-controlled, multicentre trial, the
recommended dosage of Colcrys® was more effec-
tive than placebo in reducing the pain associated
with acute gout flare. In this trial, the tolerability
profile of Colcrys® in patients who received the
recommended dosage was similar to the toler-
ability profile seen in placebo recipients. In an-
other controlled trial, colchicine (at recommended
dosages for Colcrys®) was more effective than
placebo as a short-term (up to 6 months) in pre-
venting gout flares in patients who also received
allopurinol, and was generally well tolerated.
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