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Sponsor 
Novartis 

Generic Drug Name 
Canakinumab (ACZ885) 

Trial Indication(s) 

Acute Gouty Arthritis 

Protocol Number 

CACZ885H2361E1 

Protocol Title 

A 36-week open-label extension study of CACZ885H2361 on the safety and tolerability of canakinumab 150 mg s.c. pre-filled syringe (PFS) in treating 
acute gouty arthritis flares in frequently flaring patients 

Clinical Trial Phase 

Phase III 

Phase of Drug Development 

Phase III 

Study Start/End Dates   
25-Aug-2011 to 09-May-2013 
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Study Design/Methodology 
This was a 36-week, multi-center, open-label clinical extension study in patients with acute gouty arthritis flares. Patients completing the core study 
CACZ885H2361 were allowed to continue to be treated in this extension study for any new gouty arthritis flare on-demand. All enrolled patients were to 
receive canakinumab 150 milligrams (mg) subcutaneously (s.c.) PFS on-demand upon each new gouty arthritis flare regardless of their treatment in the 
core study. 
 
Centers 

68 centers in 4 countries: Canada (3), Germany (5), Lithuania (6), United States (54). 

Objectives: 

Primary objective 
To evaluate the long-term safety, tolerability and immunogenicity of canakinumab 150 mg s.c. administered as PFS. 

Secondary objective 
 To evaluate the time to first new gouty arthritis flare since initial dose in core study. 
 To evaluate the frequency of new gouty arthritis flares 
 To evaluate the long-term efficacy of canakinumab 150 mg s.c. PFS with respect to the treatment of signs and symptoms of new gouty arthritis 

flares, defined as: 
o Patient’s assessment of acute gouty arthritis pain intensity in the most affected joint (Likert scale) over time 
o Patient’s assessment of acute gouty arthritis pain intensity in the most affected joint (on a 0-100 mm visual analogue scale [VAS]) over 

time 
o Patient’s global assessment of response to treatment (Likert scale) over time 
o Physician’s assessment of tenderness, swelling and erythema of the most affected joint over time 
o Physician’s global assessment of response to treatment (Likert scale) over time 

 To evaluate the pharmacokinetics (PK) of canakinumab 150 mg s.c. PFS 

Test Product (s), Dose(s), and Mode(s) of Administration 
ACZ885 (canakinumab) 150 mg for s.c. injection.  
All patients were to receive canakinumab 150 mg (PFS) s.c., given on demand upon new flares. Canakinumab (PFS for s.c. injection were supplied to 
the investigators at dose strengths of 1 mL solution (150 mg). 

Reference Product(s), Dose(s), and Mode(s) of Administration 
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Not applicable. 

Criteria for Evaluation 
Primary variable: 
 
Analysis of safety and tolerability data was presented according to the most recent treatment received in the core study CACZ885H2361: 

 Canakinumab 150 mg s.c. Lyophilized (LYO) 
 Canakinumab 150 mg s.c. pre-filled syringe (PFS)  
 Triamcinolone acetonide 40 mg intramuscular (i.m.) 

Secondary variable:  
 
Long-term efficacy of canakinumab 150 mg s.c. PFS with respect to the treatment of signs and symptoms of new gout flares, defined as: 

 Time to first new gouty arthritis flare 
 Frequency of new gout flares 
 Patient’s assessment of acute gouty arthritis pain intensity in the most affected joint (Likert scale) over time 
 Patient’s assessment of acute gouty arthritis pain intensity in the most affected joint (on a 0-100 mm VAS) over time 
 Patient’s global assessment of response to treatment (Likert scale) over time 
 Physician’s assessment of tenderness, swelling and erythema of the most affected joint over time 
 Physician’s global assessment of response to treatment (Likert scale) over time 

Pharmacokinetics (PK) 
 Canakinumab concentrations were assessed in serum. 

Statistical Methods  

The data analysis was a follow-up analysis from the core study and the analysis included all data from the core and extension studies.  
 
The safety set was used for the analysis of safety data during the core and extension studies. Adverse events (AE) were summarized by presenting, for 
each treatment group, the number and percentage of patients having any AE based on the preferred term. 
 
All efficacy analyses were performed using the Full Analysis set (FAS) or the Modified Analysis Set (MAS). All variables were analyzed using two-sided 
tests at a 0.05 significance level. Time to first new gouty arthritis flare was tested for the superiority of canakinumab (PFS) to triamcinolone acetonide 
using the FAS.  
Treatment difference for time to first new gouty arthritis flare was analyzed using a Cox proportional hazard regression model with treatment, Uric acid 
Lowering Therapy (ULT) and body mass index at baseline using FAS.  
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Pain values (VAS) and patient’s assessment of gout pain intensity in the most affected joint at baseline (Likert scale), physician’s assessment of 
tenderness, swelling, erythema of the most affected joint (Likert scale) and patient’s and physician’s global assessment of response to treatment (Likert 
scale) were summarized at scheduled study visits for baseline flare and the 1st, 2nd, and the last post baseline flares treated with canakinumab (PFS) by 
time point using the MAS. 
The number of flares per patient was analyzed using a negative binomial generalized linear model with ULT use and BMI at baseline as explanatory 
variables. This analysis was performed using the FAS. The flares occurred in the extension were only considered until the  1st dosed flare in the 
extension study (including this flare). The flares occurred after switching to the PFS in extension study were not considered. 

Study Population: Key Inclusion/Exclusion Criteria  
Inclusion criteria 

o Compliance and completion of the canakinumab PFS core study 
o Unchanged significant clinical medical history from entry into core study 

 
Exclusion criteria 
 

o Physician judgment of unsuitability for the study 
o Pregnant or nursing women Other protocol-defined inclusion/exclusion criteria may apply 

 

 
 
 
 
 
 
 
 
Participant Flow Table 
Patient disposition (Randomized Set) 
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Baseline Characteristics 
Demographic and background characteristics by treatment (Safety Set) 

 Canakinumab, Pre- 
filled Syringes (PFS) 

Canakinumab, 
Lyophilizate (LYO) 

Triamcinolone Acetonide Total 

Overall Number of Participants 1
3
3 

132 13
2 

397 

Age, Customized 
Measure Count of 

Type: Participants 

Unit of participants 
measure: 

Number 
Analyzed 

133 participants 132 participants 132 participants 397 participants 

< 65 years  113 84.96% 104 78.79% 110 83.33% 327      82.37% 

>= 65-74 years  15 11.28% 24 18.18% 18 13.64% 57        14.36% 

>= 75 years  5 3.76% 4 3.03% 4 3.03%              13 3.27% 
Sex: Female, Male 
Measure Count of 
Type:   Participants 
Unit of participants 
measure: 

Number 
Analyzed 

133 participants 132 participants 132 participants 397  participants 

Female 15 11.28% 9 6.82% 10 7.58% 34 8.56% 

Male 118 88.72% 123 93.18% 122 92.42% 363  91.44% 
Race/Ethnicity, 
Customized 
Measure Count of 
Type: Participants 
Unit of participants 
measure: 

Number 
Analyzed 

133 participants 132 participants 132 participants 397 participants 

Caucasian  93 69.92% 93 70.45% 97 73.48% 283    71.28% 
Black  35 26.32% 31 23.48% 29 21.97% 95     23.93% 
Asian  4 3.01% 4 3.03% 4 3.03% 12 3.02% 
Native american  0 0% 0 0% 0 0% 0 0% 
Pacific islander  0 0% 0 0% 0 0% 0 0% 
Other  1 0.75% 4 3.03% 2 1.52% 7 1.76% 
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Primary Outcome Result(s) 
As the primary objective of this extension study was to evaluate the long-term safety, tolerability and immunogenicity of canakinumab 150 mg s.c. 
administered as PFS, there is no primary efficacy variable. All efficacy variables are part of the secondary objectives of the study. 
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Secondary Outcome Result(s) 
Time to first new flare: Survival analysis by treatment (Full Analysis Set) 

 

Flare rate per year: Rate ratio estimate of treatment effect from negative binomial model (Full Analysis Set) 
 

 
 
Number of Participant with New Flares 
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New flares occurred before first study medication dose in extension 1 study were considered. 

 
 
 
Change from baseline in Pain intensity (Likert scale): Last post-baseline flare treated with ACZ (PFS) (Modified Analysis Set)  



 Confidential Page 10 of 26 
Clinical Trial Results (CTR)  CACZ885H2361E1 
 

 
 

Change from baseline in Pain intensity (0–100mm VAS): Last post-baseline flare treated with ACZ (PFS) (Modified Analysis Set) 
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Patient’s global assessment of response to treatment (Likert scale) over time: Last post-baseline flare treated with ACZ (PFS) 
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Change form baseline in Physician’s assessment of tenderness, swelling and erythema 
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Data for patients randomized to ACZ885 (LYO) are presented before the 1st treatment with ACZ (PFS) at scheduled study visits and after 
the 1st treatment with ACZ (PFS) at post-baseline flares treated with ACZ (PFS). Data for patients randomized to Triam 40mg im are 
presented before the 1st treatment with ACZ (PFS) at scheduled study visits and after the 1st treatment with ACZ (PFS) at post-baseline 
flares treated with ACZ (PFS). 
 
Change from baseline in Physician's global assessment of response to treatment 
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Safety Results 

Exposure adjusted (per 100 patient years) incidence of frequent AEs (incidence rate per 100 patient years greater than 5 in any treatment 
group) by primary system organ class (safety set)  
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Other Relevant Findings 
PK concentrations (ug/mL): Last post-baseline flare treated with ACZ (PFS) Summary statistics by timepoint and treatment (Safety Set)  
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Conclusion: 
This extension study provides further evidence that canakinumab (PFS) is effective in the treatment of signs and symptoms of gouty arthritis flares, with 
the additional benefit to the patients over triamcinolone acetonide in clinical response. In addition, the efficacy of canakinumab (PFS) was maintained upon 
re-treatment. There were no new safety signals and no indication of a worsening safety profile upon re-treatment with canakinumab. The overall benefit/risk 
of canakinumab in this indication remains positive and potentially better than that of triamcinolone acetonide.  

Date of Clinical Study Report 
03 April 2014 


