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a  b  s  t  r  a  c  t

Objectives:  The  objective  of this  sub-study  was  to assess  the  use  of colchicine  for  the  treatment  of  gout
flares  in  real  life  conditions  in  the GOSPEL  cohort  following  the  2006  EULAR  recommendations  for  gout
management.
Methods:  This  national  cross-sectional  epidemiologic  survey  included  outpatients  with  gout  suffering
from  acute  flare  followed  by  randomly  selected  primary  care  physicians  (n =  398)  and  private  practice
rheumatologists  (n =  109)  between  October  2008  and  September  2009  in  France.  Data  regarding  patient
characteristics  and  treatment  prescription  was  collected  by each  physician.  Glomerular  filtration  rate
(eGFR)  was  estimated  using  the  Cockroft-Gault  formula.  Patients  included  in  the  survey  for  a gout  flare
filled in  a specific  self-questionnaire  including  colchicine  effective  intake  and  pain  relief  (numeric  scale).
Results: This  analysis  focused  on  the 349  patients  presenting  with  gout  flare  and  treated  with  colchicine.
Mean  (±SD)  prescribed  dose  of  colchicine  was  2.8  (±0.7)  mg  within  the  first 24  hours  and  the cumulative
dose  over  the first  three  days  of  treatment  was 6.9  (±1.8)  mg. Patients  with  mild  decline  in eGFR  (eDFG

60–80  mL/min)  were  prescribed  an  average  initial  dose  of 2.8  mg  (±0.8)  mg  (n =  58),  2.7  (±0.8)  mg  in
chronic  kidney  disease  (CKD)  stage  3 (n = 43) and 2.5  (±0.7)  mg in  CKD  stage  4  (n =  2).  Cumulative  doses
of  colchicine  did  not  take  into  account  either  renal  impairment  or age.
Conclusions:  This  study  draws  attention  to some  misuse  of  colchicine  in  daily  practice  and  the  prescription
of  excessive  doses  especially  in case  of  renal  impairment.  eGFR  should  be  enforced  in daily  practice.
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1. Introduction

Colchicine has been the longstanding treatment of acute
gout arthritis; however, its use for a long time has relied on

experience-based practice rather than on evidence-based medicine
until recent advances. Indeed, up to 2006 in France, textbooks and
summary of product characteristics (SmPC) advocated the pre-
scription of three milligrams on the first day of treatment of gout
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are, two milligrams on the next two days and one milligram on
ubsequent days. With the acute gout flare receiving colchicine
valuation (AGREE) trial, Terkeltaub et al. provided strong data
egarding the use of low dose (1.8 mg  at day 1) of colchicine for
cute gout flares at onset [1]. The first randomized controlled trial
n colchicine in acute gout [2] essentially revealed correct efficacy
f the drug with a poor tolerance profile at high doses (mean dose
f colchicine 6.7 mg  at day 1). Although its level of evidence has
ecently been discussed [3], the AGREE trial provided evidence that
ow dose colchicine permitted equal efficacy with better tolerance
han such high doses.

These data further supported the previous 2006 recommenda-
ions of the EUropean League Against Rheumatism (EULAR) [4] that
dvocated limiting colchicine doses to 1.5 mg  daily. Further to this
tudy, international recommendations such as the 2012 American
ollege of Rheumatology (ACR) guidelines [5] and the upcoming
014 EULAR recommendations, more firmly advise prescribing ini-
ial low doses of colchicine for gout flares, stressing the risk high
oses may  entail. In France a pharmacovigilance survey led to a
eduction in colchicine dosage to 3 mg  at the maximum daily dose
fter 2009.

However, several studies draw attention to the major dis-
repancy existing between what is being recommended and
he treatments patients are administered in real life conditions
6–9]. Furthermore, data regarding colchicine doses after the first
4 hours of treatment remain insubstantial, and colchicine doses
o be used after the first day of treatment in daily practice so far
emain unknown.

Colchicine’s side effects, especially pancytopenia, rhabdomyol-
sis or neuromyopathy [10], can prove to be severe and even fatal
11–13]. Drug-drug interactions [14] and comorbidities, especially
enal impairment [15], can dramatically modify colchicine pharma-
okinetics and accelerate such side effects. Previous studies have
hown the relatively restricted knowledge of physicians regarding
out, its comorbidities and treatment, including colchicine [8,9].
o study has so far investigated whether physicians tend to tailor

heir use of colchicine to meet their patients’ profile, especially in
ases of renal impairment.

The objective of this study was to provide an assessment of the
se of colchicine in France for the treatment of gout flares in real

ife conditions after the 2006 EULAR recommendations and prior
o the publication of the AGREE trial and French National updates.

. Methods

.1. Survey design

This survey is part of the GOSPEL survey, completed in 2009,
hose design and patient characteristics have been published

lsewhere [16]. This national cross-sectional epidemiologic survey
ncluded outpatients at least 18 years of age diagnosed by their
wn physician as being afflicted by gout. Selected physicians par-
icipating in the study were primary care physicians (PCPs) and
rivate practice rheumatologists whose demographic distribution
nd geographic characteristics were representative of the physician
opulation taking care of gouty patients throughout continental
rance. In short, physicians were invited to include their next two
utpatients with gout to take part in the study. Each patient was
ssessed twice, during the baseline visit on the day they were
ncluded in the study, and three to six months later either dur-
ng a second visit or during a phone call (as determined by each

hysician). Patients’ characteristics, gout history and treatments
rescribed were recorded by physicians at the end of the baseline
isit. Patients were given two self-questionnaires; the first included

 part dedicated to patients suffering from gout flare with data
ine 83 (2016) 687–693

regarding daily assessment of pain to be returned within 15 days
after the baseline visit.

The research project was  approved by the French Data Pro-
tection Authority (Commission nationale informatique et libertés
[CNIL]), and the financial arrangements for remunerating investi-
gators were approved by the French Board of Physicians (Conseil
national de l’ordre des médecins).

2.2. Renal function

The assessment of chronic kidney disease (CKD) [17,18] was
limited to significant alteration of estimated glomerular filtration
rate (eGFR). Stage 2 CKD was not determined given that there
was no research for proteinuria, renal imaging, or kidney histology
findings. Creatinine clearance estimated by the Cockroft and Gault
formula gave an estimation of the GFR (eGFR). Mild decline in eGFR
was defined as a decreased eGFR between 60 and 80 mL/min, stage
3 CKD was  defined as a moderate alteration in eGFR between 30
and 60 mL/min, stage 4 CKD expressed a severe decrease in eGFR
between 15 and 30 mL/min, and stage 5 CKD relates to kidney fail-
ure with eGFR below 15 mL/min [17].

2.3. Colchicine doses

For every single patient presenting with gout flare, each physi-
cian wrote down the prescribed dose of colchicine corresponding to
each day of treatment of gout flare. Cumulative doses of colchicine
prescribed for the first three days of treatment were obtained by
adding up each daily dose. Dose adjusted to age was  assessed by
comparing daily and cumulative doses between age groups (under
55 years of age, between 55 and 65 years of age, between 65 and 75
years of age, and above 75 years of age). Dose adaptation to CKD was
assessed by comparing daily and cumulative doses of colchicine
prescriptions. The doses prescribed on the first day of treatment
were compared to the doses authorized in France at the time of the
GOSPEL study and subsequently, according to dose limitations in
2011 up to a maximum of 3 mg  on day 1 and considering that pre-
scription above 2 mg  for patients older than 75 years or with CKD
3 were inappropriate.

2.4. Treatment efficacy

Treatment efficacy was  assessed by using patient daily self-
reported pain on a pain severity numeric scale ranging from 0
(absence of pain) to 6 (very severe pain, impairing daily activities
and sleep) using a last observation carried forward (LOCF) analy-
sis. Pain relief was considered attained when the level of pain was
declared as 0 or 1 (mild pain that can be ignored).

2.5. Statistical analysis

Statistical analysis was descriptive and performed using SAS
version 8.2 (SAS Institute, Cary, NC, USA). Qualitative variables were
reported as numbers and percentages (%) of each response modal-
ity. Quantitative variables were reported as numbers, mean ± SD.

3. Results

3.1. Treatment of flare and patients’ characteristics

A total of 349 patients presenting with gout flare at the time of
the visit and treated by colchicine were included in this sub-study,
among which 313 were treated by PCPs and 36 by private practice

rheumatologists (Fig. 1). Global characteristics of the whole GOSPEL
cohort were reported elsewhere [16]. Patients were on average 63.1
(±11.4) years old and 86.5% were male. Among the 349 patients,
23.3% were under 55 years of age, 33.1% between 55 and 65 years,
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GOSPEL cohort: 
N= 1003  patients

654 patients 
excluded: patients  not 

in gout flare,  not 
treated  wi th col chi cine  

and missing data

349 patients presenting with 
gout flare at the first visit 

and treated with colchicine

313 patients treated by 
PCPs

36 patients treated by 
rheumatologists

Fig. 1. Flow chart of patients who met  inclusion criteria for the sub-study popula-
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ion. PCPs: primary care physicians.

6.5% between 65 and 75 years, and 17.2% at least 75 years. Renal
unction was only assessed in 264 (75.6%) of these patients, among
hom 158 (59.8%) had normal renal function, 59 (22.3%) mild
ecline in eGFR, 45 (17%) CKD 3, and two patients CKD 4 (Table 1).
mong this population, 17.6% of patients presented with topha-
eous gout and 69.5% of patients suffered from at least three flares
ach year.

Gout flare was treated with colchicine as monotherapy by
9.7% of physicians whereas the others prescribed a combina-
ion therapy, colchicine with NSAIDs (19.2% of PCPs and 30.6% of
heumatologists). One single physician prescribed an association of
olchicine and corticosteroids. Colchicine was prescribed as a sin-
le compound (Colchicine®) in 23.2% of cases, or associated with
iemonium methylsulfate and opium (Colchimax®) for 76.8% of

atients (78.0% of patients treated by PCPs and 66.7% of patients
y rheumatologists).

able 1
atients’ characteristics of the GOSPEL cohort, of patients seen for gout flare and treated b
hysicians and rheumatologists for this gout flare.

Patient characteristics GOSPEL cohort
(n = 1003)

Patients in
treated by
(n = 349)

Male 87.8% (879) 86.5% (302
Family  history of gout 19.2% (191) 17.6% (61)
Obesity  (BMI ≥ 30 kg/m2) 28.7% (286) 29.6% (103
Hypertension 54.5% (543) 49.7% (173
Coronary artery disease 8.8% (87) 5.5% (19) 

Diabetes mellitus 14.9% (148) 14.3% (49)
Dyslipidemia 47.2% (468) 48.7% (169
Cerebrovascular accident 3.1% (31) 2.9% (10) 

Age  (years)
<55 24.2% (241) 23.3% (80)
[55–65[  33.0%(328) 33.1% (114
[65–75[  26.1% (259) 26.5% (91)
≥75  16.7% (166) 17.2% (59)

Creatinine clearance: CKD % (n)
<  15 mL/min: stage 5 CKD 0.1% (1) 0% (0) 

[15–30[  mL/min: stage 4 CKD 1.3% (9) 0.8% (2) 

[30–60[ mL/min: stage 3 CKD 18.2% (127) 17.0% (45)
[60–80[  mL/min: mild RI 23.4% (163) 22.3% (59)
≥80  mL/min: no CKD 57.0% (397) 59.8% (158

MI: Body Mass Index; CKD: chronic kidney disease; PCP: primary care physician; RI: m
ormula.
first seven days of treatment for the treatment of gout flares: a: by primary care
physicians (n = 313); b: by rheumatologists (n = 36).

3.2. Colchicine prescription

3.2.1. Initial dosing of colchicine within the first 24 hours
As shown in Fig. 2, initial dose was 1 mg  for 8.6% of physi-

cians within the first 24 hours of treatment, 2 mg for 6.5%, and
were uncommon: 4 mg  were only prescribed by 2.5% of physicians
and 1.8% prescribed a higher loading dose of 5 mg  or 6 mg  (for six

y colchicine in the GOSPEL cohort and patients respectively treated by primary care

 gout flare
 colchicine

Patients treated
by PCPs (n = 313)

Patients treated by
rheumatologists
(n = 36)

) 87.2% (273) 80.6% (29)
 17.4% (54) 19.4% (7)
) 30.7% (96) 20.0% (7)
) 50.2% (157) 45.7% (16)

5.1% (16) 9.1% (3)
 15.2% (47) 6.1% (2)
) 50.2% (157) 35.3% (12)

2.9% (9) 3.0% (1)

 24.3% (75) 14.3% (5)
) 33.7% (104) 28.6% (10)

 25.6% (79) 34.3% (12)
 16.5% (51) 22.9% (8)

0% (0) 0% (0)
0.4% (1) 5.0% (1)

 16.4% (40) 25.0% (5)
 20.9% (51) 40.0% (8)
) 62.3% (152) 30.0% (6)

ild renal impairment; creatinine clearance calculated with the Cockroft and Gault
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Fig. 3. Cumulative doses of colchicine prescribed on the first three days of treatment

menced their treatment faster (37 [±40] hours, median 24 hours)
compared to those treated by rheumatologists (73 [±126] hours,
median 48 hours).
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atients). Average dose usually prescribed by physicians on the
rst day of treatment was 2.8 (±0.7) mg.  PCPs and rheumatolo-
ists showed different prescription patterns, 2.9 (±0.6) mg  and 2.0
±0.9) mg,  respectively. All prescriptions above 3 mg  were made by
CPs. In addition, one-third of rheumatologists (35.3%) did not use
oading doses (compared to 5.5% of PCPs) and limited their first
aily prescription to 1 mg  of colchicine (Fig. 2).

.2.2. Cumulative doses of colchicine over the first three days of
reatment of gout flare

The average cumulative dose of colchicine prescribed over the
rst three days of treatment was 6.9 (±1.8) mg,  and ranged from 3
o 18 mg.  Patients were prescribed a cumulative dose of 7 mg  in 56%
f the cases, 6 mg  in 16%, 8 mg  in 13%, and 9 mg  in 5% of patients.
he mean cumulative dose prescribed by rheumatologists was  5.3
±1.6) mg,  and 7.0 (±1.7) mg  by PCPs.

.2.3. Prescription of colchicine over the first week of treatment
Daily prescriptions of colchicine over the first week of treatment

re outlined in Fig. 2 for patients treated by both PCPs and rheuma-
ologists. At day 4, 28.2% of physicians prescribed at least 2 mg  daily,
3.9% and 5.0% of them still prescribed 2 mg  and above at day 5 and
ay 7, respectively. When comparing both groups of physicians,
rescribed doses of colchicine were lower in patients treated by
heumatologists and no daily prescription exceeded 3 mg  per day,
s opposed to patients treated by PCPs who received prolonged
oses above 3 mg  per day throughout the week.

.3. Adjustment of doses to age and renal impairment

.3.1. Age
The colchicine dose prescribed by physicians within the first

4 hours was 2.9 (±0.9) mg  when patients were under 75 years of
ge and 2.6 (±0.7) mg  when patients were older. A proportion of
5.5% of patients with an age above 75 years was prescribed at least

 mg on the first day. Cumulative doses on the first three days of
reatment were also equivalent at all ages (Fig. 3a).

.3.2. Renal impairment
In case of mild decline in eGFR, patients were prescribed an

verage initial daily dose of 2.8 mg  (±0.8) mg,  2.7 (±0.8) mg  in
KD stage 3 and 2.5 (±0.7) mg  in CKD stage 4. Patients without
enal impairment were prescribed an average dose of 2.9 (±0.6) mg
f colchicine on the first day of treatment. Prescribed cumulative
oses of colchicine on the first three days of treatment related to
enal impairment are reported in Fig. 4. Among the 17.8% patients
uffering from stage 3 CKD or worse, 75.6% were prescribed at
east 3 mg  of colchicine within the first 24 hours. However, 86.0%
f patients suffering from stage 3 CKD received a loading dose of
olchicine compared to 95.1% in the group of patients with normal
enal function. Nevertheless, cumulative doses over the first three
ays of treatment were similar with 6.5(±1.8) mg  and 7.0(±1.5) mg
olchicine, respectively (Fig. 3b).

.3.3. Combination of age and renal impairment
When combining age and renal function, over the first three

ays of treatment, patients under 65 years of age and with eGFR
bove 60 mL/min were prescribed an average cumulative dose of
olchicine of 7.0 (±1.6) mg  (n = 132). Patients older than or equal to
5 years of age were prescribed an average dose of 6.6 (±1.7) mg  of
olchicine when eGFR was  below (n = 42) and 6.9 (±1.4) mg  when

GFR was above (n = 68) 60 mL/min. On the first day of treatment,
atients at least 65 years old and with CKD3 were prescribed 4 mg

n one case and 3 mg  in 76.2% (n = 32) of cases. Fig. 4 illustrates the
roportion of patients being prescribed doses on the first day of
of  the gout flare according to patients’ (a) age and (b) renal impairment. CKD: chronic
kidney disease; eGFR: estimated glomerular filtration rate. *Traditional pattern of
3  mg on the first day and 2 mg the next two  days used in 2009 in France.

treatment above the dose limitations enforced in 2011. A propor-
tion of 18.6% of prescriptions were inappropriate when taking into
account both age and renal impairment.

3.4. Treatment efficacy

On average, treatment with colchicine was administered 40
(±55) hours after the onset of flare. Patients treated by PCPs com-
Fig. 4. Proportion of patients receiving doses of colchicine in the first 24 hours of
treatment above the doses limitation in 2011 in France without consideration for (i)
age  (>75 years) or (ii) renal impairment (CKD), taking into account only one or both
of them. CKD: chronic renal disease, namely CKD < 60 mL/min.
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Before treatment initiation, average pain was  4.9 (±0.9) cm on
he numeric pain scale. Average pain on day 2 was 3.6 (±1.3) cm,
.7(±1.4) on day 3, 1.4 (±1.2) cm on day 5, and 0.8 (±1.0) cm on
ay 7. Pain relief was achieved for 4.5% of patients on day 2, 20.4%
n day 3, 56.6% on day 5 and 79.0% on day 7. At the end of the first
eek 42.4% of patients treated by rheumatologists complained of

hronic pain compared to 18.5% for those treated by PCPs.

.5. Tolerance

Amongst side effects reported by patients, dyspepsia affected
9.7% of patients (severe in four cases), 40.4% patients complained
f nausea (severe in four patients), 10.0% of patients reported
omiting (severe in one); 10.5% of patients had constipation,
nd abdominal discomfort was reported by 69.5% (severe in 10
atients), stomach ache affected 38.0%, pyrosis was  reported by
6.2% (severe in two patients). Diarrhea affected 76.1% of patients
slightly for 98, mild for 129, and severe for 31). At the final visit,
reatment was reported to have been discontinued due to such side
ffects in only five cases, and dose was decreased in one (68 missing
atients).

. Discussion

This survey provides an overview of the use of colchicine for
he treatment of acute gout flares. The prominent results relate to
he high doses of colchicine usually prescribed by French physi-
ians in 2009, in particular to elderly patients and those with renal
mpairment.

This survey was carried out three years after the 2006 EULAR
ecommendations for the management of gout [4], and one year
efore publication of the AGREE trial [1]. The way treatment was
rescribed at the time of the study was consistent with European
nd French regulatory agencies that still recommended loading
oses of 3 mg  a day and authorized up to 4 mg  of colchicine daily

ntake. Therefore, only 1.8% of patients received colchicine dosage
bove the maximum dose authorized in France at that time, and
.3% taking current 2015 national recommendations into account.
he maximal daily dose was finally limited to 3 mg  in France in
eptember 2011 (following a dear doctor letter from the French
harmacovigilance Authorities) as well as recommendations to

imit doses in cases of age above 75 years and CKD 3.
With respect to the new 2012 ACR and the 2014 EULAR recom-

endations recently presented [19], only 14% received less than
 mg  colchicine on day 1, as evidenced by the AGREE trial and
he new FDA recommendations. Colchicine’s efficacy in control-
ing gout flare is known to be significant if the first intake takes
lace in the first 36 hours (if possible within the first 12 hours from
nset). This could account for the difference in initial doses pre-
cribed by PCPs since rheumatologists, as subspecialists, tend to see
heir patients after the onset of flare. However, given the median
f 48 hours delay for rheumatologists, one could have expected a
reater proportion of patients not treated by a loading dose above

 mg.  The late initiation of colchicine could explain why  flares
ffecting patients treated by rheumatologists were less success-
ully treated within the first week of treatment than those treated
y PCPs. Another plausible explanation for the better outcome of
reatment of patients followed-up by GPs is that patients treated by
heumatologists were in average older and with more severe renal
mpairment.

No strong data has been provided so far regarding the doses

f colchicine that should be used after the first day of treatment,
lthough recent guidelines tend to argue for their reduction [5].
oses recommended at the time by the French regulatory agency
y means of the SmPC for the treatment of gout flares was 2 mg
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of colchicine daily on the second and third day of treatment and
1 mg  subsequently. One cannot help but feel concerned about the
immoderate 6 mg  doses being prescribed daily and the high doses
being sustained thereafter as observed in our cohort. Such a treat-
ment could end up being hazardous for patients. However, by
chance no serious intoxication was  reported in this cohort given
the high doses patients had been prescribed.

This survey also points out the fact that, in France, colchicine
is rarely used solely by itself. It was almost systematically associ-
ated with anticholinergic and opioid compounds (in France with
tiemonium methylsulfate and opium). Tiemonium methylsulfate
is associated with colchicine to prevent gastrointestinal (GI) side
effects and, therefore, to improve treatment maintenance. The use
of such compounds in patients at risk of developing serious side
effects remains a moot point, with a risk of overlooking diarrhea
as the first sign of colchicine toxicity [20] although this data is still
debatable as intoxication in such a situation might not be as severe.
Many patients in our study had CKD and were therefore at risk
of developing more severe colchicine intoxication. The overuse of
anti-cholinergic drugs in our cohort could also have led to severe
adverse effects in patients where treatment was maintained and GI
symptoms were not taken into account.

The analysis of both daily and cumulative doses clearly reveals
the differences between traditionally prescribed doses of colchicine
for gout flares and the low doses that proved sufficient in the AGREE
trial a year later [1], although these results have recently been
debated in a Cochrane review [3]. However, these low doses (1.5 mg
on day 1) had already been advocated by the EULAR three years ear-
lier and had clearly not been implemented, especially in general
practice [4]. This raises the issue of how international guidelines
[5,21] are being disseminated throughout the world and the effec-
tive change they can bring in daily care.

The use of colchicine with patients with renal impairment is
not well established [5]. However, it is a well-known fact that they
are responsible for major pharmacokinetics modifications and can
trigger severe side effects at usual doses [15,22]. The striking evi-
dence provided by this GOSPEL 2 sub-study is the gap between
inappropriate colchicine dosage and renal impairment. In addition,
colchicine was  prescribed in two  cases of CKD stage 4, not taking
into account French recommendations. The GOSPEL 1 survey had
already demonstrated that a low total of 5.2% of gouty patients had
only been identified by their physicians as being affected by CKD,
whereas after creatinine clearance calculation (Cockroft-Gault for-
mula), it appeared that 42% percent of patients were suffering from
a mild decline in eGFR to moderate/severe CKD. This reinforces
the presumption that physicians do not use equations for the esti-
mation of GFR which are easily available nowadays [23]. Ethnicity
was unavailable in the GOSPEL collected data, thus renal function
could not be assessed using the MDRD formula, which would prob-
ably have revealed more severe CKD than those estimated by the
Cockroft-Gault Formula. The CKD-EPI equation offering the most
accurate assessment of CKD [24] could not be used for the same
reason. Moreover, nearly one-quarter of patients did not have their
renal function monitored. Indeed, current results corroborate the
fact that our results related to colchicine over-prescription with
respect to renal impairment are probably under-estimated.

Our study advocates the need to generalize the prescription for
laboratory testing of eGFR rather than doing so exclusively from
serum creatinine levels; hopefully nowadays many laboratories
systematically provide one to three mentioned eGFRs. This is essen-
tial to provide an accurate estimation of renal function, identify
patients with CKD, and adapt colchicine prescription accordingly.

However, progress seems to have been made as rheumatologists
already reduced their prescription of colchicine. This is further reas-
suring as they tend to take care of patients with more severe renal
impairment.
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Recently, the French regulatory agencies recommended reduc-
ng doses of colchicine with patients over 75 years of age, which is
pparently not always respected in daily practice. Oral corticoste-
oids are an alternative to colchicine in that the CKD setting still
eemed underused at the time of the GOSPEL study.

A limitation to our study is that data are only related to pre-
cription habits of a single country. Comparative data between
eighbouring countries [25,26] revealed disparities in pharmaco-

ogic prescriptions. Our results might therefore have been quite
ifferent had the study been performed in another country. How-
ver, several studies tackled the issue of the limited knowledge of
hysicians regarding gout and its management [6–9], suggesting
robably similar results of the same study performed elsewhere. It
hould be recalled that NSAIDs are preferred for the treatment of
cute gout in many North European countries compared to South
uropean countries.

Drug-drug interaction is a key issue when using colchicine
ith patients presenting such comorbidities. Indeed, statins can

rigger muscle impairment during colchicine treatment [27,28].
acrolides and pristinamycin should also be strictly avoided as

ndicated by Terkeltaub’s study [14] and this key point has been
ecalled by the French pharmacovigilance authorities in a dear
octor letter. This specific issue was not addressed in the GOSPEL
tudy.

The pattern of colchicine prescription by French physicians in
009 underlines the decisive advances brought about by the AGREE
rial [1] and consecutive international guidelines. Our study further
mphasizes how potentially damaging the side effects of colchicine
an be, all the more so since they are being underestimated by
hysicians. Our investigation also draws attention to the effec-
iveness of prescribing lower doses of this drug as advocated by
erkeltaub et al. [1], as well as ACR and EULAR recommenda-
ions [4,5]. Subscribing to this approach could lead to a profitable
ecrease in colchicine over-prescription. However, the discrepancy
etween everyday practice and the 2006 EULAR recommendations,
ogether with the further necessity for French regulatory agen-
ies to warn physicians to be consistent in their prescriptions of
olchicine (2011 and 2013), demonstrate that little has changed in
he way treatments are still being handled. Such a study under-
ines the guidance needed regarding colchicine prescription that

as updated in recent international guidelines. Implementation of
uch major recommendations and quality indicators are key issues
n daily practice. However, general practitioners can hardly be
xpected to keep up to date with international guidelines published
n specialized journals. National regulatory agencies are essential
o communicate such guidelines. In 2009 in France, no caution was
uggested in case of renal impairment or age above 75 years. In
014 in the SmPC, a 3 mg  dose on the first day is still allowed
nd guidance in case of renal impairment and an elderly patient
emains vague. Although this survey brings to light that colchicine
se in clinical practice is far removed from international guide-

ines and published data, practitioners rarely cross the threshold
f doses authorized by their regulatory agency. We highlight that
ncouraging national regulatory agencies to update their guide-
ines is essential to promoting better use of colchicine, especially
n elderly and CKD patients.
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