
1090  Kedor C, et al. Ann Rheum Dis 2020;79:1090–1097. doi:10.1136/annrheumdis-2020-217155

Adult Still’s disease

CliniCal sCienCe

Canakinumab for Treatment of Adult- Onset Still’s 
Disease to Achieve Reduction of Arthritic 
Manifestation (CONSIDER): phase II, randomised, 
double- blind, placebo- controlled, multicentre, 
investigator- initiated trial
Claudia Kedor    ,1 Joachim listing,2 Jan Zernicke,1 anja Weiß,2 Frank Behrens,3 
norbert Blank,4 Joerg Christoph Henes,5 Joern Kekow,6 andrea Rubbert- Roth    ,7 
Hendrik schulze- Koops    ,8 eva seipelt,9 Christof specker,10 eugen Feist1

To cite: Kedor C, 
listing J, Zernicke J, 
et al. Ann Rheum Dis 
2020;79:1090–1097.

Handling editor Josef s 
smolen

 ► additional material is 
published online only. To view, 
please visit the journal online 
(http:// dx. doi. org/ 10. 1136/ 
annrheumdis- 2020- 217155).

For numbered affiliations see 
end of article.

Correspondence to
Claudia Kedor, Department of 
Rheumatology and Clinical 
immunology, Charité 
Universitätsmedizin Berlin, 
Berlin 10117, Germany;  
 claudia. kedor@ charite. de

Received 20 February 2020
Revised 22 april 2020
accepted 22 april 2020
Published Online First 
13 May 2020

© author(s) (or their 
employer(s)) 2020. Re- use 
permitted under CC BY- nC. no 
commercial re- use. see rights 
and permissions. Published 
by BMJ.

AbSTrACT
background inhibition of interleukin (il)-1 represents a 
promising treatment option in adult- onset still’s disease 
(aOsD).
Objective To investigate the efficacy and safety of 
canakinumab in patients with aOsD and active joint 
involvement by means of a multicentre, double- blind, 
randomised, placebo- controlled trial.
Methods Patients with aOsD and active joint 
involvement (tender and swollen joint counts of ≥4 each) 
were treated with canakinumab (4 mg/kg, maximum 
300 mg subcutaneous every 4 weeks) or placebo. The 
primary endpoint was the proportion of patients with a 
clinically relevant reduction in disease activity at week 
12 as determined by the change in disease activity score 
(ΔDas28>1.2).
results at enrolment, patients had high active disease 
with a mean Das28(esR) of 5.4 in the canakinumab and 
5.3 in the placebo group, respectively. in the intention- 
to- treat analysis, 12 patients (67%) in the canakinumab 
group and 7 patients (41%) in the placebo group fulfilled 
the primary outcome criterion (p=0.18). in the per- 
protocol analysis, significantly higher american College 
of Rheumatology (aCR) 30% (61% vs 20%, p=0.033), 
aCR 50% (50% vs 6.7%, p=0.009) and aCR 70% (28% 
vs 0%, p=0.049) response rates were observed in the 
canakinumab group compared with the placebo group. 
Two patients in the canakinumab group experienced a 
serious adverse event.
Conclusion although the study was terminated 
prematurely and the primary endpoint was not achieved, 
treatment with canakinumab led to an improvement of 
several outcome measures in aOsD. The overall safety 
findings were consistent with the known profile of 
canakinumab. Thus, our data support indication for il-1 
inhibition with canakinumab in aOsD.

InTrOduCTIOn
Targeted therapies have changed the course of 
disease and outcome in several autoimmune 
diseases. Recently, major progress has been 
achieved in the treatment of autoinflammatory 
conditions, especially with the approval of inter-
leukin (IL)-1 and IL-6 inhibitors.1–5 These drugs 

have been mainly investigated in controlled clinical 
trials in children, including systemic juvenile idio-
pathic arthritis (sJIA).6–22 However, due to a lower 
prevalence of disease, a lack of standardised classi-
fication criteria and outcome measurements, only 
a few studies were have been performed in adults 
so far.23–36

Because of a similar pathogenesis, broadly 
overlapping symptoms and organ involvement, 

Key messages

What is already known about this subject?
 ► During protocol development in 2011, and 
regularly through study trial premature 
termination in 2018, we searched PubMed with 
the terms adult- onset Still’s disease (AOSD) 
and a combination of AOSD and interleukin 
(IL)-1, canakinumab, anakinra, treatment, 
clinical trials, review and macrophage activating 
syndrome.

 ► (In vivo) Studies show the central importance 
of innate immune cell activation and the 
overproduction of proinflammatory cytokines, 
such as IL-1, IL-6 and IL-18.

What does this study add?
 ► This study was of important relevance for the 
approval of canakinumab for the treatment of 
patients with AOSD by the European Medicines 
Agency.

How might this impact on clinical practice or 
future developments?

 ► AOSD is a rare systemic autoinflammatory 
disease with potentially severe disease 
manifestations and complications. In the 
beginning of this trial there were no approved 
drugs for the specific diagnosis AOSD. 
Physicians used to point to rheumatoid arthritis, 
(systemic) juvenile arthritis and Still’s disease 
to treat patients. This study supports that the 
use of canakinumab in patients with AOSD 
represents a valuable treatment approach.
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Figure 1 Study design. ΔDAS, change in disease activity score.

adult- onset Still's disease (AOSD) is believed to represent a 
disease continuum of sJIA.37 38 This hypothesis is supported by 
similar biomarker profiles, including cytokine and transcriptomic 
data, as well as by the disease manifestation.39 40 In addition to 
the classic traits of spiking fever, transient rash and arthritic joint 
involvement, both conditions can be complicated by potentially 
life- threatening manifestations such as serositis, vasculitis, pneu-
monitis and macrophage activating syndrome (MAS).41 42 Espe-
cially in MAS, the pathogenic relevance of dysregulated cytokine 
release is evident, leading to severe complications and a high 
mortality rate.41

In agreement with the postulation that sJIA and AOSD repre-
sent the same disease, it has been shown in numerous studies 
that similar approaches with IL-1 and IL-6 inhibiting drugs 
are sufficient to control disease activity in both conditions. In 
a retrospective analysis, the efficacy and safety of canakinumab 
are comparable between children and adolescent patients with 
sJIA.43 In particular, arthritic joint involvement was improved 
to a similar degree, irrespective of the age of the treated patients 
in these sJIA studies.43 However, these findings have still to 
be confirmed by controlled clinical studies in AOSD. In this 
context, it is remarkable to mention that the IL-6 receptor antag-
onist tocilizumab has failed to significantly improve primary as 
well as secondary outcome measures in a small phase III study 
in AOSD recently.28 Of note, in this study, the placebo response 
rates were clearly higher as in the sJIA study.7 This indicates that 
the obtained results from controlled studies in children may not 
at times be easily translated into adult patients.

Tumour necrosis factor inhibition can be considered as third- 
line treatment for patients with AOSD, preferentially with 
chronic arthritis, as shown in some uncontrolled trials involving 
small cohorts of patients.44–49 Tadekinig alfa, a recombinant 
human IL-18- binding protein, was investigated in an open- label 
study and showed promising results for efficacy in AOSD.50

Canakinumab is a specific IL-1β antagonist, which has been 
approved for the treatment of different autoinflammatory 
diseases, including children aged >2 years with sJIA, adults 
and children aged >2 years with cryopyrin associated periodic 
syndrome (CAPS), TNF receptor associated periodic syndrome 
(TRAPS) and familial mediterranean fever (FMF). Of note, 
the optimal dosing regimen was found to be different in the 

investigated conditions according to pharmacokinetic and 
dynamic results. In fact, patients with sJIA require a dosage 
of canakinumab at 4 mg/kg body weight and a short injection 
interval with monthly administration in contrast to CAPS with a 
bimonthly cycle. Since only a few small cohort studies have been 
published for the efficacy and safety of canakinumab in AOSD so 
far, we initiated a clinical study by using a similar dosing regimen 
as in sJIA.

PATIenTS And MeTHOdS
Study design
The phase II Canakinumab for Treatment of Adult- Onset 
Still’s Disease to Achieve Reduction of Arthritic Manifestation 
(CONSIDER) study was performed as a multicentre, double- 
blind, randomised, placebo- controlled trial in patients with 
AOSD and active joint involvement (figure 1). Randomisa-
tion stratified by pretreatment status with biological disease- 
modifying antirheumatic drug (bDMARDs) and study centre was 
performed in a 1:1 ratio to the canakinumab 4 mg/kg body weight 
or the placebo arm according to Atkinsons’s DA- optimal biassed 
coin algorithm.51 As justification for the selection of the higher 
canakinumab dose, reference is made to the similarity of the clin-
ical pictures of Still's disease in juvenile and adult age groups. 
According to current knowledge gained from pharmacokinetic 
investigations, a higher dose of canakinumab (4 mg/kg monthly) 
is required in patients with sJIA compared, for example, with 
CAPS patients.52 53 Placebo non- responders at week 12 received 
canakinumab from weeks 12 to 24. Patients who responded to 
treatment at week 24 were able to enter the long- term extension 
(LTE) phase being treated with canakinumab (open label).

Patients
All patients provided written informed consent before any assess-
ment was performed. Patients were not involved in study design 
development.54 Patients with AOSD and active joint involvement 
were eligible for enrolment if they fulfilled the AOSD Yamaguchi 
classification criteria,55 were aged between 18 and 75 years, had 
a disease activity based on DAS28(ESR) of ≥3.2 at screening, 
and had ≥4 tender and swollen (28- joint count) joint counts 
at screening and baseline. In patients treated with non- steroidal 
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anti- inflammatory drugs (NSAIDs), glucocorticoids or conven-
tional DMARDs, a stable dose prior to randomisation and 
throughout study treatment was required (≥2 weeks (NSAIDs), 
≥1 week (glucocorticoids with a dose of ≤10 mg/day predniso-
lone equivalent) and ≥6 weeks (conventional DMARDs)). For 
bDMARDs, a washout period between 1 week and 9 months was 
required, depending on the substance.28 35 53 56 After approval 
of canakinumab for the indication of AOSD by the European 
Medicines Agency (EMA), recruitment was stopped prematurely 
with enrolment of 36 out of 68 planned patients.

efficacy outcomes
The primary outcome was defined as the proportion of patients 
with a clinically relevant reduction of the articular manifestation 
measured by change in disease activity score (ΔDAS28(ESR)>1.2) 
at week 12. Several additional secondary outcomes were inves-
tigated at weeks 4, 8 and 12 and at visits thereafter, including 
DAS28 (ESR and CRP), fever episodes, physician assessment of 
disease activity, limitation of motion (LOM), patient- reported 
outcomes: assessment of pain, Health Assessment Question-
naire (HAQ)–Disability Index quality of life 36- Item Short Form 
Survey (SF-36), American College of Rheumatology (ACR) 
and European League Against Rheumatism (EULAR) response 
criteria developed for rheumatoid arthritis and a modified 
adapted ACR variable (requiring ACR 30% response (ACR30) 
in addition no intermittent fever in the preceding week and no 
more than one out of seven variables worsening by more than 
30%).

Safety evaluation
Safety events including relevant laboratory changes were 
captured at every visit. Furthermore, in the safety analysis, the 
two patients randomised to the placebo group who mistakenly 
received canakinumab at week 4 were considered to be exposed 
to canakinumab thereafter. According to these determinations, 
assignments of adverse events (AEs) and serious adverse events 
(SAEs) were made; the total placebo and canakinumab exposure 
times were calculated; and rates per 100 patient- years were esti-
mated for each AE and SAE. Patients who contributed to placebo 
and canakinumab exposure added for that reason also to the 
denominator of both groups in the case that the percentage of 
patients with an AE was calculated.

Statistical analyses
The statistical evaluation of the efficacy of canakinumab was 
conducted according to the intention- to- treat (ITT) principle. 
The safety analyses were based on all patients randomised who 
received at least one dose of the study drug.

The two- sided Fisher’s exact test was applied to compare the 
primary endpoint at week 12. Patients with missing primary 
outcome data were considered to be non- responders. Further-
more, Fisher’s exact test was applied to compare binary and 
categorical (eg, EULAR response criteria) secondary outcome 
measures at weeks 4, 8 and 12 between the treatment groups. 
Additionally, mid- p 95% CIs of the response rates were calcu-
lated to describe the uncertainty in the estimates. The last obser-
vation carried forward (LOCF) method was used to impute a 
maximum of five missing parameters needed to calculate the 
ACR response criterion. Non- responder imputation was used 
in the other case, as well as in the case of other missing binary 
outcome data. No adjustments of p values for multiple testing 
were made. This is also true for the PP analyses.

Analysis of covariance (ANCOVA) was applied to compare 
the outcome of continuous parameters at week 12 between the 
treatment group (verum) and the placebo group after adjustment 
for the baseline status (covariable). For parameters assessed at 
screening and at the baseline visit, the average of both values 
was used as covariable. LOCF was used to impute missing values 
of the outcome at week 12. In addition, baseline (covariable) 
adjusted least square means (LSmeans) of the outcome param-
eter and their corresponding 95% CI were calculated. Since in 
the case of skewed parameters large individual values were able 
to bias the LSmean estimates and to increase the error variance 
clearly, the following specification was made: a non- parametric 
ANCOVA model was applied in case of the following parame-
ters: laboratory parameters: erythrocyte sedimentation rate, C 
reactive protein, ferritin and joint counts. No adjustments of p 
values for multiple testing were made in any analysis of secondary 
outcomes. The online supplementary material includes details to 
the statistical analysis.

reSulTS
description of patients included
A total of 41 patients were screened and 36 of them were 
randomised (figure 2). In one of the patients randomised to 
canakinumab, the diagnosis was changed to Whipple’s disease 
leading to exclusion from the efficacy analysis. Baseline char-
acteristics are summarised in table 1 and online supplementary 
table S1. Due to the limited sample sizes, some differences, for 
example, in the percentage of female patients or the percentage 
of patients with short disease duration, were observed, which 
did not achieve statistical significance.

efficacy outcomes of the double-blind period (ITT population 
if not otherwise indicated)
Twelve patients in the canakinumab and seven patients in the 
placebo group showed a reduction of the DAS28(ESR) of more 
than 1.2 at week 12 (66.7% vs 41.2%, respectively) (figure 3). 
The difference in the DAS28(ESR) response rate of 25.5% (95% 
CI −10.3% to 55.9%) was not statistically significant (p=0.18, 
Fisher’s test) and the primary outcome was not met.

Although the response rates for several secondary outcome 
parameters were higher in the verum group, the differences 
compared with the placebo group did not achieve statistical 
significance (table 2 and online supplementary table S2).

Information on systemic manifestations was collected at 
each visit; lymphadenopathy, serositis and other features were 
captured in physical examination. Laboratory abnormalities 
were captured in the AE form. At week 12, more canakinumab- 
treated patients reported to be free from fever for the past 7 days 
(77.8% and 64.7%) compared with placebo. A similar occur-
rence of skin manifestations was observed in the canakinumab 
and placebo groups (1/21 (4.8%) and 1/15 (6.7%)). There was 
no report of lymphadenopathy, pericarditis, pleuritis or labora-
tory abnormalities in both groups.

In the per- protocol (PP) population, two patients randomised 
to placebo who received canakinumab at week 4 were excluded. 
This led to a decrease in the response rate in the placebo group 
to 5 (33.3%) (p=0.08, Fisher’s test) (online supplementary table 
S3). There were significant differences between response rates in 
the PP analyses regarding ACR30, ACR 50% response and ACR 
70% response (online supplementary figure S1).

Five verum patients (33.3%) compared with two (11.8%) 
of the placebo patients achieved remission according to the 
DAS28(ESR) criterion (DAS28(ESR)<2.6) at week 12 (p=0.23, 
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Figure 2 Flowchart of patients screened and randomised.

Table 1 Baseline characteristics

Parameter

Canakinumab Placebo

n=18 n=17

Female n (%) 10 (55.6) 13 (76.5)

Age Mean (SD) 41.06 (13.2) 40.53 (13.2)

Time since diagnosis (years) Median (IQR) 2.6 (0.3–4.7) 1.6 (0.3–3.8)

Diagnosis since <1 year n (%) 6 (33.3) 8 (47.1)

Diagnosis since ≥5 years n (%) 4 (22.2) 4 (23.5)

Previous bDMARDs n (%) 13 (72.2) 13 (76.5)

Previous anakinra n (%) 12 (66.7) 13 (76.5)

Previous TNF inhibitors n (%) 6 (33.3) 6 (35.3)

Previous tocilizumab n (%) 4 (22.2) 2 (11.8)

28- tender joint count Mean (SD) 6.94 (4.4) 7.29 (5.2)

28- swollen joint count Mean (SD) 5.22 (1.5) 6.65 (4.7)

DAS28(ESR) Mean (SD) 5.4 (0.8) 5.3 (1.2)

ESR (mm/hour) Median (IQR) 44 (28–70) 50 (17.5–63)

CRP (mg/L) Median (IQR) 40.4 (20.5–85.8) 38 (9.4–101.2)

Ferritin (ng/mL) Median (IQR) 448 (220–772) 173.4 (60–664)

Fever n (%) 9 (50) 8 (47.1)

Lymphadenopathy n (%) 2 (11.1) 0

Serositis n (%) 0 0

Skin manifestation (rash) n (%) 4 (22.2) 6 (35.3)

Sore throat n (%) 1 (5.6) 0

Myalgia n (%) 1 (5.6) 0

bDMARD, biological disease- modifying antirheumatic drug; CRP, C- reactive protein; 
DAS28 (CRP), disease activity score 28 (using C- reactive protein value); DAS28 
(ESR), disease activity score 28 (using erythrocyte sedimentation rate value) ; ESR, 
erythrocyte sedimentation rate; TNF, tumour necrosis factor.

figure 4). Of note, in the PP analyses, none of the remaining 
placebo patients achieved DAS28(CRP) or extended remis-
sion with a significant difference in favour of canakinumab 
(DAS28(CRP) remission, n=7, p=0.01, and extended remis-
sion, n=5, p=0.05, respectively; online supplementary table 
S4).

By using ANCOVA, a significantly higher improvement in 
disease activity score 28 (using erythrocyte sedimentation 
rate value) DAS28(ESR) and disease activity score 28 (using 
C- reactive protein value) DAS28(CRP) was observed in the 
canakinumab group at week 12 (online supplementary table 
S2). Further secondary outcome measures such as physician’s 
global assessment of disease activity, pain, ferritin levels, 
HAQ, SF-36 and LOM are shown for the PP analyses in online 
supplementary table S5.

Clinical outcomes from weeks 12 to 24
Placebo non- responders who switched to canakinumab 
according to the protocol had a similar outcome after 12 
weeks of treatment with canakinumab (at week 24) than those 
randomised to verum at baseline (BL) (online supplementary 
table S6).

Ten out of 12 canakinumab DAS28(ESR) responders at week 
12 remained DAS28(ESR) responders until week 24, while the 
other two remained responders until week 20.

Four placebo responders who were not withdrawn after week 
12 remained DAS28(ESR) responders until week 24. Of note, 
two of them had received one dose of canakinumab at week 4 
(mistakes by independent pharmacists).
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Figure 3 Intention- to- treat improvement in disease activity score 28 (using erythrocyte sedimentation rate value) DAS28(ESR) and disease activity 
score 28 (using C- reactive protein value) pDAS28(CRP). LSmeans estimates of DAS28(ESR) and DAS28(CRP) and their 95% CIs calculated by means of 
a linear mixed model: green line: LSmeans canakinumab group, green area: 95% CI of the LSmeans of the canakinumab group; red line: LSmeans of 
the placebo group, red area: 95% CI of the LSmeans of the placebo group, brown area: overlap of both 95% CI areas. LSmeans, least square means.

Table 2 Intention- to- treat number of patients fulfilling primary and secondary response criteria at week 12

Outcome parameter

Canakinumab Placebo

P value Or (95% CI)responder n (%) 95% CI responder n (%) 95% CI

DAS28(ESR) response 12 (66.7) 43.1 to 85.2 7 (41.2) 20.1 to 65 0.18 2.86 (0.72 to 11.31)

DAS28(CRP) response 12 (66.7) 43.1 to 85.2 7 (41.2) 20.1 to 65 0.18 2.86 (0.72 to 11.31)

ACR20 11 (61.1) 37.7 to 81.1 7 (41.2) 20.1 to 65 0.32 2.86 (0.72 to 11.31)

ACR30 11 (61.1) 37.7 to 81.1 5 (29.4) 11.7 to 53.7 0.09 2.24 (0.58 to 8.69)

ACR30 mod 10 (55.6) 32.7 to 76.8 4 (23.5) 8 to 47.5 0.09 3.77 (0.92 to 15.44)

ACR50 9 (50) 27.8 to 72.2 3 (17.6) 4.7 to 40.9 0.08 4.06 (0.95 to 17.42)

ACR70 5 (27.8) 11 to 51.3 2 (11.8) 2 to 33.7 0.40 4.67 (0.99 to 22.03)

ACR90 2 (11.1) 1.9 to 32.1 1 (5.9) 0.3 to 25.8 1.0 2.88 (0.48 to 17.45)

EULAR response 14 (77.8) 54.7 to 92.5 9 (52.9) 29.7 to 75.2 0.16 1.88 (0.16 to 22.83)

EULAR DAS(CRP) Resp. 13 (72.2) 48.7 to 89 8 (47.1) 24.8 to 70.3 0.18 3.11 (0.72 to 13.44)

Diff. response in % indicates difference between the response rates (in per cent)
EULAR response indicates good or moderate response according to the EULAR criterion based on disease activity score 28 (using erythrocyte sedimentation rate value) 
DAS28(ESR) or if specified on disease activity score 28 (using C- reactive protein value) DAS28(CRP).
ACR, American College of Rheumatology; ACR20, ACR 20% response; ACR30, ACR 30% response; ACR90, ACR 90% response; ACR30 mod, modified ACR 30 response; EULAR, 
European League Against Rheumatism; Resp, response.

lTe phase
In this phase, patients who responded to treatment with the 
study drug (canakinumab or placebo) were treated with open- 
label canakinumab to capture long- term safety events and effi-
cacy. Four patients remained in DAS28(ESR) remission (<2.6), 
whereas the remaining three patients were in low- disease activity 
(<3.2) during the full LTE period.

Safety analysis
Within the first 12- week- period of this trial, two patients experi-
enced an SAE, both of them under treatment with canakinumab 
(increased liver enzymes and patellofemoral pain syndrome 
leading to hospitalisation).

Further seven SAEs were observed in the second period of the 
study (between weeks 12 and 24): two in canakinumab- exposed 
patients (deep vein thrombosis and hypotonia) and the other five 
in one patient treated with placebo (fracture at MCP 5, hand 
fracture, removal of a medical device at MCP 5, upper abdom-
inal pain and acute cholecystitis).

During the LTE period, there were two ongoing SAEs which 
began prior to week 24 (upper abdominal pain in previous 
hospitalisation for cholecystitis and chondromalacia due to 
patellofemoral syndrome).

Further details to SAEs and all AEs are included in the online 
supplementary material.

First results of this study have been presented as posters in EULAR 
Congress and German Rheumatology Congress in 2019.57 58

dISCuSSIOn
This study was of important relevance for approval of canaki-
numab for the treatment of patients with AOSD by the EMA. 
Due to the rarity and severity of the disease as well as the condi-
tional approval of canakinumab for AOSD by the EMA, it was 
difficult to complete the recruitment of this placebo- controlled 
trial. For these reasons, the study was terminated prematurely 
and only 3635 out of the planned 68 patients could be included 
in the efficacy analysis. Of note, randomisation within strata 
of patients led to similar baseline characteristics with a highly 
active disease with a mean DAS28(ESR) score of 5.4 in the 
canakinumab (n=18) and 5.3 in the placebo group (n=17). Our 
prediction of the DAS28 (ESR and CRP) response rates in the 
active treatment group, as well as in the placebo group, was very 
close to the obtained results; however, due to a lower number 
of recruited patients, the difference in the primary outcome and 
several secondary outcomes was not statistically significant. The 
primary outcome, in addition to several secondary outcomes, was 
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Figure 4 DAS28(ESR) disease activity by treatment groups and visits 
with imputation.

not met. Nevertheless, most of the observed results including, for 
example, DAS28 (ESR and CRP) but also ACR30, ACR50 and 
ACR70 rates were higher in the canakinumab group compared 
with the placebo group. The better results in the canakinumab 
arm were especially highlighted in the PP analysis, since the 
respective response rates as well as the change in the mean levels 
were higher in the verum group at week 12 and now significant. 
Furthermore, the efficacy of canakinumab was also supported 
by the fact that placebo non- responders who switched to canak-
inumab at week 12 reached a similar efficacy outcome after 12 
weeks of treatment as those randomised to canakinumab during 
the first 12 weeks.

It is important to note that our study was also hampered 
by the fact that at the time of protocol design, no established 
outcome measures were available for evaluation of disease 
activity in AOSD in clinical trials. Therefore, our decision to 
use the active joint involvement in AOSD as a primary outcome 
measure may not be fully representative of the disease state, 
since this measure does not sufficiently take into account the 
systemic manifestations in AOSD. We used a modified adapted 
ACR variable as a secondary outcome parameter in order to 
estimate disease activity including systemic features. We would 
strongly encourage to establish a specific AOSD score, like 
the modified Pouchot or the 2016 published AIDAI score.59–62 
Unfortunately, a Pouchot score post hoc analysis with our study 
data is not possible because there are simply too many baseline 
parameters missing to precisely describe the systemic disease 
activity. Furthermore, it is known that a significant proportion 
of patients with AOSD have a self- limited course of their disease. 
An additional limitation of this study was the lack of information 
about the reason for previous treatment discontinuation. Another 
unfortunate point to consider was the fact that two patients of 
the placebo group received mistakenly canakinumab at week 4. 
All of these might have contributed to a relatively high placebo 
response rate in our study. However, a higher response rate was 
observed in the canakinumab arm compared with placebo for 
most of the outcome measures. Thus, the results also indicate 

that inhibition of IL-1β signalling in AOSD represents a valuable 
treatment approach.

The discussion concerning an individualised treatment for 
specific manifestations of AOSD is ongoing. The main ques-
tion is whether IL-6 blockade could be more effective in the 
control of arthritic manifestation, whereas lL-1 could be a 
better target in case of predominant systemic manifestation. 
However, the evidence for a dichotomous approach in AOSD 
is still limited, and several studies have shown a beneficial result 
for both targets in one or more AOSD manifestations simultane-
ously.10 14 17 27 30 39 43 63–68 In our study, we focused on articular 
manifestations of AOSD; therefore, our cohort is not representa-
tive for the full spectrum of disease, and further research investi-
gating a stratified treatment approach is needed.

As in other previous canakinumab studies, no identical placebo 
for canakinumab was available in this study. The decision to use 
unblinded, independent drug dispensers led to mistakes. In fact, 
the pharmacokinetics (PK)/pharmacodynamics (PD) analysis of 
all patients revealed that two placebo patients were inadvertently 
treated with canakinumab. Since the primary endpoint was 
missed by a very close margin, the fact that these two placebo 
patients reached remission could be the reason that the primary 
endpoint was not met.

In a biomarker substudy of this CONSIDER randomised 
controlled trial, we were also able to show that the transcrip-
tomic signature from patients with AOSD was similar to patients 
with sJIA.40 These results provide additional evidence for the 
role of the IL-1 signalling pathway and support the concept of a 
Still's disease continuum that includes both a paediatric/juvenile- 
onset (sJIA) and an adult- onset (AOSD) form.

Although the study was terminated prematurely and the 
primary endpoint did not achieve statistical significance, treat-
ment of patients with AOSD and active joint involvement 
with canakinumab led to an improvement of several outcome 
measures. In addition, the safety profile was similar to that 
reported in sJIA, and no unexpected safety issues were observed. 
These data support the treatment of patients with AOSD with 
canakinumab using 4 mg/kg body weight every 4 weeks.39
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