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CLINICAL SCIENCE

Long-term efficacy and safety of canakinumab in
patients with colchicine-resistant familial
Mediterranean fever: results from the randomised

phase Il CLUSTER trial

Seza Ozen

ABSTRACT

Objectives To evaluate the long-term efficacy and
safety of canakinumab to treat patients with colchicine-
resistant familial Mediterranean fever (crFMF) during
Epoch 4 (weeks 41 to 113) of the CLUSTER study.
Methods Patients received open-label canakinumab
150 or 300mg, every 4 or 8 weeks during a 72-week
period. We evaluated disease activity every 8 weeks
using the physician global assessment (PGA) of disease
activity, counting the number of flares, and measuring
concentrations of C reactive protein (CRP) and serum
amyloid A (SAA). Safety was studied by determination
and classification of observed adverse events (AEs). We
analysed safety and efficacy separately in two subgroups
of patients receiving a cumulative dose of less than
2700 mg, or equal or more than 2700 mg.

Results Of the 61 patients that started the CLUSTER
study, 60 entered Epoch 4 and 57 completed it. During
the 72-week period, 35/60 (58.3%) patients experienced
no flares, and 23/60 (38.3%) had one flare, as compared
with a median of 17.5 flares per year reported at
baseline. PGA scores indicated no disease activity for the
majority of patients throughout the study. Median CRP
concentrations were always lower than 10mg/L, while
median SAA concentrations remained over the limit of
normal (10 mg/L) but under the 30 mg/L threshold. No
new or unexpected AEs were reported.

Conclusion crFMF patients treated with canakinumab
during 72 weeks experienced a minimal incidence of
flares and good control of clinical disease activity, with
no new safety concerns reported.

INTRODUCTION
Familial Mediterranean fever (FMF) is an auto-
inflammatory hereditary disease characterised by
recurrent attacks of fever and serositis (peritonitis,
pleuritis and/or acute synovitis), with increased
blood concentrations of acute phase reactants,
including C reactive protein (CRP) and serum
amyloid A protein (SAA).! > Renal secondary
amyloidosis is the major complication of FMF,
leading to end-stage renal disease.>™

FMF is associated with the presence of patho-
genic mutations in the MEFV gene which encodes
pyrin, a protein expressed in cells of the innate
immune system.’ ® These mutations lead to excessive
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What is already known about this subject?

» Colchicine is the cornerstone of current
therapy for familial Mediterranean fever (FMF);
however, a subset of patients are resistant or
intolerant to it.

» Canakinumab, a therapeutic anti-interleukin-1[3
monoclonal antibody, is effective in controlling
and preventing flares in patients with
colchicine-resistant FMF (crFMF).

What does this study add?

» This study evaluated the long-term efficacy
and safety of canakinumab to treat patients
with crFMF during a 72-week period, with dose
regimens adjusted individually. The results show
that patients treated with canakinumab had
a good control of disease, with low incidence
of flares and median C reactive protein serum
values in the normal range throughout the
study, whereas median serum amyloid A levels
remained over the limit of normal (10 mg/L) but
under the 30 mg/L threshold.

» No new or unexpected adverse events were
reported, and no apparent correlation between
their occurrence and the dose regimen was
observed.

How might this impact on clinical practice or

future developments?

» These results underscore the potential of
canakinumab as a long-term therapy for
patients with crFMF, and show that individual
dose adjustment can be important for
optimising its therapeutic effect.

activation of the pyrin inflammasome with subse-
quent release of large amounts of interleukin 1 beta
(IL-1B).” Dysregulated IL-1P plays a pivotal role in
the pathogenesis of FMF.®

According to the current European League
Against Rheumatism (EULAR) recommendations,
the aim of FMF treatment is to control acute
attacks, minimise chronic subclinical inflammation
and its sequelae, mainly secondary amyloidosis,
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and improve the patient’s quality of life (QoL).>® Colchicine
is the cornerstone of current therapy for FMF; its regular use
prevents attacks, suppresses chronic subclinical inflammation,
prevents amyloidosis and improves QoL.? ' However, a subset
of patients fail to respond, or are intolerant to colchicine. Several
studies have shown that IL-1f inhibition improves clinical and
laboratory features in patients with colchicine-resistant FMF
(crFMF).""" Results up to week 40 of the phase III CLUSTER
trial (NCT02059291) demonstrated that canakinumab, a fully
human anti-IL-1p monoclonal antibody, was effective to control
inflammation and prevent flares in patients with crEMF.'® Here
we report results from Epoch 4, a 72-week period of open-label
treatment designed to study the long-term safety and efficacy of
canakinumab in patients with crFMFE.

METHODS

Study design

The CLUSTER study (NCT02059291, https://clinicaltrials.gov/)
evaluated the efficacy and safety of canakinumab in patients
with three recurrent fever syndromes: crFMF, mevalonate kinase
deficiency (also known as the hyperimmunoglobulinaemia D
syndrome) and the tumour necrosis factor receptor-associated
periodic syndrome. It included three cohorts of patients, one
per condition, and each cohort followed the same study design,
as previously reported.’® The CLUSTER study was divided in
four epochs: a screening period of up to 12 weeks (Epoch 1),
a randomised, double-blind, placebo-controlled period of 16
weeks (Epoch 2), a randomised withdrawal, open-label period
of 24 weeks (Epoch 3), and an open-label treatment period of
72 weeks (Epoch 4). In this article, we report results of patients
with crFMF in Epoch 4 (weeks 41 to 113 of the trial).

At the start of Epoch 3, a proportion of the patients were
randomised 1:1 to receive either canakinumab 150 mg or placebo
every 8 weeks (q8w), and the rest were treated with open-label
canakinumab (150 mg or 300 mg every 4 weeks (q4w)). Patients
experiencing a flare (defined as physician global assessment
(PGA) score =2and CRP serum levels>30mg/L) were eligible
to start or up-titrate canakinumab up to 300mg q4w. Thus, at
the end of Epoch 3, patients were receiving either placebo q8w,
canakinumab 150mg (q4w or q8w) or canakinumab 300 mg
(q4w or q8w).

Patients who completed Epoch 3 on placebo entered Epoch 4
and attended scheduled visits but did not receive canakinumab
unless they experienced a flare, in which case they started
open-label treatment with canakinumab 150 mg q8w. All other
patients entering Epoch 4 continued on the same canakinumab
regimen they were receiving at the end of Epoch 3. If patients
experienced a flare during Epoch 4, stepwise up-titration
(ie, 150mg q8w to 150mg q4w to 300 mg q4w) was allowed
(maximum 300mg gq4w). Down-titration was not allowed in
Epoch 4. During the whole study, doses were adjusted by weight
in patients with body weight lower than 40kg, who received
canakinumab at either 2mg/kg (instead of 150mg) or 4 mg/
kg (instead of 300mg). Most patients (58/61) were receiving
colchicine treatment at study entry, and they were instructed to
continue this treatment at a stable dose during the trial. Overall,
seven patients did not take colchicine during Epoch 4, reported
reasons were lack of efficacy (two patients), lack of tolerability
(one patient) and not known (four patients). Sixty-two centres in
16 countries participated in the study. The institutional review
board or independent ethics committee at each centre approved
the study. Patients or guardians, as appropriate, provided written
informed consent.

Objectives

The primary objective of the study was to demonstrate that
canakinumab treatment at a dose of 150 mg g4w is superior to
placebo in achieving a clinically meaningful reduction of disease
activity, defined as resolution of the baseline flare at day 15 and
no new disease flare over 16 weeks of treatment (end of Epoch
2). This primary endpoint was met for the three cohorts of
patients, and results have been previously reported.'® Secondary
objectives for Epoch 4 were to evaluate the long-term safety and
tolerability of canakinumab, and exploratory objectives included
the evaluation of long-term efficacy by assessing the number of
flares per patient, the PGA of disease activity and the analysis of
CRP and SAA serum levels over time.

Patients

The detailed inclusion and exclusion criteria for patients in
the CLUSTER study have been reported previously.'® Eligible
patients with crFMF had a diagnosis of FMF according to Tel
Hashomer criteria'” and resistance or intolerance to colchicine.
Patients were considered resistant to colchicine if they had histor-
ical data documenting =1 flare/month despite effective doses of
colchicine (from 1.5 mg to 3.0 mg/day or equivalent paediatric
age/weight-adjusted regimen). Patients were not involved in the
design or conduct of the study, development of outcomes or
dissemination of study results.

Assessments

Visits to assess efficacy and safety were scheduled at 8-week
intervals. PGA of disease activity was performed by the inves-
tigator as previously reported.'® CRP and SAA were measured
at the local and central laboratories. A new disease flare was
defined as PGA =2 and CRP =30 mg/L.

Safety assessments consisted of collecting all adverse events
(AEs) with their severity, and the regular monitoring of haema-
tology, blood chemistry (including creatinine clearance), vital
signs and body weight.

Statistical analysis

The safety set for Epoch 4 was used for all safety and efficacy
analyses, and consisted of all patients with crFMF who received
study treatment in Epoch 4 and had =1 post-baseline safety
assessment. Efficacy and safety data were analysed in two groups
of patients classified according to the cumulative dose received
over 72 weeks in Epoch 4, <2700 mg, and =2700 mg. The cut-
off was chosen because 2700 mg was the minimal cumulative
dose received by patients starting Epoch 4 with intermediate dose
regimens (150 mg g4w or 300 mg q8w). All patients included in
the <2700 mg group started Epoch 4 on the lower dose regimen
(150 mg q8w) or without treatment (figure 1). Descriptive statis-
tics were used to summarise baseline demographics and disease
characteristics, and for presenting efficacy results. The associ-
ation between baseline characteristics and the requirement for
increased doses of canakinumab was assessed using the Kruskal-
Wallis and the Mann-Whitney U tests, with patients<40kg being
excluded as they received weight-adjusted doses.

RESULTS

Patient disposition and baseline characteristics

Of the 61 crFMF patients who were enrolled in the CLUSTER
trial,'® 60 entered Epoch 4, and 57 completed the study. Figure 1
shows the patient disposition with the treatment regimens
received in a flow diagram. Three patients (5%) discontinued the
study in Epoch 4, one of them due to his own decision, another
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Figure 1
qdw, every 4 weeks; q8w, every 8 weeks.

due to pregnancy, and a third one due to an AE of pyoderma
gangrenosum. Overall, 44 patients received <2700 mg canaki-
numab and 16 received =2700 mg.

Demographics and disease characteristics at baseline (ie, when
patients with an active flare were randomised to canakinumab
or placebo) are presented in table 1. The patient population
had a median age of 18 years, with three (5%) patients<6 years
old. Fourteen (23%) patients had body weight lower than 40kg
and therefore received weight-adjusted doses as described in
the Methods section. Twenty-seven per cent of patients were
previously treated with biologics, mainly anakinra. Patients had
frequent flares before entering the trial, with a median of 17.5
flares per year.

Control of disease activity

During the 72-week treatment period of Epoch 4, the majority
of the patients with crFMF had either no flares (35/60, 58%) or
a single flare (23/60, 38%), with two and three flares reported
by one patient each, and a median of zero flares per year. The
incidence of flares was similar in the two cumulative dose
groups, with no flares reported by 26/44 (59%) patients in the
<2700mg group and 9/16 (57%) patients in the =2700mg
group. Low PGA scores were maintained throughout Epoch
4 in most patients (figure 2), with more than 90% of patients
showing no or minimal disease activity at study end. PGA scores
were not apparently higher in the group receiving =2700mg,
indicating that good control of disease could be achieved in
patients requiring higher doses of canakinumab. Of note, 6/7
patients who did not receive colchicine during Epoch 4 reported
no disease flares, and their PGA indicated no (5/7) or minimal
(2/7) disease activity at study end.

To achieve good control of disease activity, the dosing of
canakinumab during Epoch 4 could be increased as described in
the Methods section. Figure 3 shows the proportion of patients
treated with the different dose regimens at the beginning and at
the end of the 72-week period. Most patients entered Epoch 4
on the lower dose regimen of 150 mg q8w (70%), and in many
patients (40%), this regimen was sufficient to control disease
activity until study end. A similar proportion of patients (44%)
received intermediate dose regimens (150mg g4w or 300 mg
q8w) to control disease activity by the end of study, whereas up-ti-
tration to the highest dose regimen 300 mg q4w was required in
16% of the patients. All four patients who started the 72-week
period with no canakinumab treatment, experienced a flare and
started canakinumab during the study. Concerning patients not
treated with colchicine, 3/7 remained in the lower 150 mg q8w

Cumulative dose 22700 mg in Epoch 4

Patient flow diagram showing treatment regimens at the beginning and the end of Epoch 4. AE, adverse event; N, number of patients;

dose until study end, and one required the maximum 300 mg
g4w dose.

We found no associations between the requirement of high
doses of canakinumab and the type of mutation in the MEFV

Table 1 Baseline demographic and disease characteristics (safety
set)*
Patients

Characteristics (n=60)
Median age, years (Q1, Q3) 18.0 (14.0 t0 29.5)
Female, n (%) 28 (46.7)
Caucasian, n (%) 49 (81.7)
Median duration of disease, years (Q1, Q3) 13.8(9.3t024.2)
Median number of flares per year (Q1, Q3) 17.5(12.0 to 27.5)
Active disease at maximum colchicine dose, n (%) 59 (98.3)
CRP (mg/L), median (Q1, Q3) 102 (56.7 to 202.6)
SAA (mg/L), median (Q1, Q3) 618 (265.5 to 1266.0)
PGA score (disease activity), n (%)

0 (None) 0

1 (Minimal) 0

2 (Mild) 9 (15.0)

3 (Moderate) 34 (56.7)

4 (Severe) 17 (28.3)
Arthralgia/arthritis, n (%)

None 21 (35.0)

Minimal 8(13.3)

Mild 12 (20.0)

Moderate 16 (26.7)

Severe 3 (5.0)
MEFV genotype, n (%)

M694V/IM694V 42 (70.0)

M694V/M6941 3 (5.0

Other genotypes with mutations in exon 10 13 (21.7)

No mutations in exon 10" 2(3.3)
Prior use of biologics, n (%) 16 (26.7)

Anakinra 15 (25.0)

*Baseline characteristics at study entry (day 0) for crFMF patients of the safety set
of Epoch 4 (from week 41 to week 113). As described in the methods, active disease
was an eligibility criterion to enter the study.

tTwo Japanese patients with no mutations in exon 10 were included in the
CLUSTER trial, but not randomised in Epoch 2 and treated with open-label
canakinumab. These patients were included in all analyses of the safety population
in Epoch 4.

crFMF, colchicine-resistant familial Mediterranean fever; CRP, C-reactive protein; n,
number of patients; PGA, physician global assessment; SAA, serum amyloid A.
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Figure 2 Disease activity as measured by PGA over time. Percentages of patients were calculated using as denominator the total number of
patients evaluated at each time point (n), for the groups of patients who received cumulative doses <2700 mg (n=44) and =2700 mg (n=16) during

Epoch 4. PGA, physician’s global assessment.

gene, or the duration of disease reported at baseline. A direct
association was observed between patient’s body weight and
the need for higher doses of canakinumab (p<0.01). Five of 13
patients over 73kg vs 1/30 patients under 73 kg required the
highest 300 mg q4w dose (p=0.01).

Analysis of CRP and SAA blood concentrations

In Epoch 2, a rapid decrease of CRP serum levels from baseline
was observed in patients treated with canakinumab.'® During
Epoch 4, low levels of CRP were generally maintained for 72
weeks, with median CRP concentrations lower than 10 mg for
all measurements between week 41 and week 113 (figure 4A).
Of note, median CRP values seemed slightly higher during most
of Epoch 4 in the group of patients receiving higher cumulative
doses of canakinumab, but values became very similar during the
last 16 weeks of the study. As depicted in figure 4B, most patients
in both cumulative dose groups presented with CRP concentra-
tions lower than 10 mg/L throughout Epoch 4.

Median SAA levels observed throughout Epoch 4 remained
over the 10mg/L limit of normal, but under the 30mg/L
threshold. Median SAA values were different in the two cumu-
lative dose groups (figure 4C), they ranged from 12 to 23 mg/L

B Start of E4, Week 41 (N =60)

70

60 1

501

401

% Patients

in the <2700 mg group and mostly from 36 to 56 mg/L in the
>2700mg group. Percentages of patients with values under
the 10 mg/L limit seemed to be higher in the <2700 mg group
than in the 22700 mg group (figure 4D). Considering the nine
visits in Epoch 4, three or more SAA measurements with values
higher than 50 and 70 mg/L were reported in 25/60 (42%) and
18/60 (30%) patients, respectively. These proportions did not
appear to be different in the few patients not treated with colchi-
cine (3/7 and 2/7 patients, respectively). Of note, most patients
(51/60) had normal renal function at study baseline, as measured
by creatinine clearance (chronic kidney disease stage 1: >90mL/
min/1.73 m?). The mean and median values of creatinine clear-
ance for these patients remained normal at every time point of
the study, with no relevant differences between the two cumula-
tive dose groups. In the nine patients with decreased creatinine
clearance, no clear trend to improvement or worsening of renal
function was observed (data not shown).

Safety

The median duration of exposure to canakinumab in Epoch 4
was 511.5 days, and the total exposure was 79.4 patients-years.
The exposure-adjusted rate of AEs was 1.53 per 100 patient-days

¥ End of Study, Week 113 (N =57)

No treatment

66.1
40.4
35.1
30
20
136 15.8
10+ 6.8 8> 58 6.8
B o
0 T T T T
q8w q4w q8w qdw

Canakinumab 150 mg

Canakinumab 300 mg

Figure 3 Distribution of canakinumab treatment regimens at the beginning and end of Epoch 4. Patients that entered Epoch 4 continued the same
canakinumab regimen that they were receiving when completed Epoch 3, and patients that experienced a flare of disease were eligible for stepwise
up-titration (ie, 150 mg q8w to 150 mg g4w to 300 mg g4w) to a maximum regimen of 300 mg q4w. E4, Epoch 4; N, number of patients; 4w, every 4
weeks; q8w, every 8 weeks.
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For the overall population, median values remained under the 30 mg/L threshold throughout the study (data not shown). Of note, high baseline
values were expected since active disease was an eligibility criterion to enter the study. (B) Proportion of patients with CRP concentrations <10 mg/L.
Percentages of patients with CRP concentration in the normal range were calculated using as denominator the number of patients for whom
measurements were available at each time point (n), which ranged as described for figure 4A. (C) Median SAA levels. SAA median concentrations
presented as for figure 4A, N varied from 41 to 44 for the <2700 mg dose group and from 13 to 16 for the =2700mg dose group. (D) Proportion of
patients with SAA level <10 mg/L. Percentages of patients with SAA under the limit of normal presented as in figure 4B, with N ranging as in figure
4C. crFMF, colchicine-resistant familial Mediterranean fever; CRP, C-reactive protein; SAA, serum amyloid A.
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Table 2 Exposure-adjusted incidence of AEs per 100 pt-days, and
total number of AEs in Epoch 4 (safety set)

Cumulative dose Total

<2700 mg (n=44) Cumulative dose (n=60)

Exp.=20619 pt- >2700mg (n=16) Exp.=28994

days* Exp.=8375 pt-days pt-days

Event rate (n)t Event rate (n) Event rate (n)
Total AEs 1.38 (297) 1.92 (161) 1.53 (458)
Total AEs excluding FMF  1.21 (262) 1.50 (126) 1.30 (388)
and fever
Infections 0.37 (79) 0.33 (28) 0.36 (107)
Most common AEst
FMF§ 0.12 (26) 0.36 (30) 0.19 (56)
Abdominal pain 0.03 (6) 0.12 (10) 0.06 (16)
Headache 0.06 (13) 0.06 (5) 0.06 (18)
Back pain 0.03(7) 0.05 (4) 0.04 (11)
URTIY| 0.04 (9) 0.08 (7) 0.05 (16)
Fever 0.04 (9) 0.06 (5) 0.05 (14)
Arthralgia 0.04 (9) 0.06 (5) 0.05 (14)
SAEs 0.09 (20) 0.04 (3) 0.08 (23)
Serious infections 0.02 (5) 0.001 (1) 0.02 (6)
AEs leading to <0.01 (1) 0.0 (0) <0.01 (1)

discontinuation

*Exp. to canakinumab in each group, in pt-days.

tn: total number of events in the 72-week period.

$AEs (preferred term) occurring in =15% of the total population.

§Some cases of FMF flares were reported as AEs using this preferred term.

IURTI, upper respiratory tract infection.

AE, adverse event; exp., exposure; FMF, familial Mediterranean fever; pt-days, patient days; SAE, serious
AEs.

(table 2), and it appeared to be higher in the =2700mg group
(1.92) than in the <2700 mg group (1.38). The majority of AEs
(90.6%) were mild to moderate in severity. Some common AEs
were related to symptoms of FMF flares, including abdom-
inal pain and fever, and were reported more frequently in the
=>2700mg group, contributing to the difference in the overall
rate between the two groups. The most frequently reported
system organ class was infections and infestations, with events
observed in 70% of patients, and upper respiratory tract infec-
tion was the most frequently reported preferred term in this class
(15% of patients). Grade 1 neutropaenia was reported in three
(5.29%) patients, grade 2 in four patients (6.9%), and there were
no cases of grade 3 or higher. One event (pyoderma gangre-
nosum) led to discontinuation of treatment, it occurred in one of
the two Japanese patients with no mutations in exon 10 involved
in the study, and it was considered of moderate severity and not
related to canakinumab by the investigator. Twenty-three serious
AEs (SAEs) were reported in 13 (21.7%) patients, seven of which
were considered probably related to FMF flares. SAEs were
reported in 11 (25%) patients in the <2700 mg group (including
four patients with events probably related to FMF) and in two
(12%, with no events probably related to FMF) in the =2700 mg
group. There were six cases of serious infections (one each:
acute sinusitis, cellulitis, gastroenteritis, infectious colitis, perito-
nitis and urinary tract infection), five of which were observed in
the <2700 group. No opportunistic infections, no complications
related to amyloidosis and no deaths were reported during the
study.

DISCUSSION

Previously reported results up to week 40 of the CLUSTER
study demonstrated that canakinumab is effective in controlling
flares in patients with crFMFE.'® Here, we report results from
week 40, showing that continuous treatment with canakinumab
allows crFMF patients to maintain long-term control of clinical

symptoms. This was most clearly illustrated by the fact that >90%
of the patients experienced no flares or one flare throughout
the 72-week period, while a median of 17.5 flares per year was
reported before baseline. To reach control of disease, the dosage
of canakinumab was individually adapted during the study, and
results showed that required doses varied between individuals.
Elevated body weight was directly associated with the require-
ment of high doses of canakinumab, suggesting that adjustment
of the regimen according to body weight may be important to
achieve good control of disease activity. These findings should
be taken into account when choosing individual canakinumab
dosing in clinical practice. In any case, PGA and other assess-
ments of disease activity showed that patients requiring high
doses of canakinumab could reach similar control of symp-
toms as those needing lower doses. Of note, all four patients
who started Epoch 4 with no canakinumab treatment experi-
enced flares, suggesting that continuous treatment is required for
sustained control of disease symptoms.

Median serum CRP levels remained low during the whole
treatment period, also indicating a positive effect of treatment
on the subclinical inflammation observed in FMF patients
between flares. Median SAA levels were moderately higher than
the limit of normal, particularly in those patients who required
higher doses of canakinumab. It can be speculated that the use of
even higher doses of the drug may help to achieve normalisation
of SAA levels, but this would require further investigations. Of
note, most patients recruited in the study (58/60) carry exon 10
high-penetrance mutations, known to be associated with severe
disease. We observed no substantial changes in median creati-
nine clearance values during the trial. Currently, it is not known
to what extent canakinumab treatment can prevent amyloidosis
and renal complications.

The results of this study support IL-1B inhibition with canaki-
numab as a valid therapeutic option for patients with FMF with
an inadequate response to colchicine. Colchicine compliance
should be taken into account when assessing resistance to colchi-
cine, since poor colchicine compliance is frequent and may lead
to inadequate responses.® It is essential to reduce the frequency
of FMF attacks in patients who do not respond to colchicine
to avoid complications of persistent inflammation, including
renal failure due to secondary amyloidosis.” '® However, since
the effect of canakinumab on amyloidosis is unknown, colchi-
cine treatment is to be continued in patients treated with canaki-
numab. This needs to be clearly communicated to patients, since
the absence of attacks may increase the risk of reduced adherence
to colchicine treatment. This study included seven patients with
crFEMF that were not receiving colchicine in Epoch 4. Only one
of them reported a flare, and no apparent differences with the
rest of the patients were observed for any of the clinical param-
eters studied, although the small number of patients precludes
any firm conclusions.

There were no new or unexpected safety findings in Epoch 4.
Overall, no association between the occurrence of serious infec-
tions, or other SAEs, and increased cumulative canakinumab
doses was apparent.

Limitations of the present study include the open-label nature
of canakinumab treatment, the limited number of patients
involved and the absence of a control group of patients not
treated with canakinumab. In addition, a more standardised
definition of inactive disease would be helpful to better define
the target of canakinumab treatment in crFMF. In conclusion,
the results of this study showed that patients with crFMF treated
with canakinumab at doses ranging from 150 mg q8w to 300 mg
g4w maintained a good control of clinical disease activity with
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highly reduced occurrence of flares during a 72-week period,
and underscore the potential of canakinumab as a long-term
therapy for these patients.
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