Addendum to the FDA Briefing Document
Arthritis Advisory Committee Meeting
August 2, 2017

This document contains additional safety data relevant to the August 2, 2017, Arthritis Advisory
Committee Meeting. At this meeting, the committee will discuss biologics license application
(BLA) 761057 for sirukumab injection for the treatment of adult patients with moderately to
severely active rheumatoid arthritis (RA) who have had an inadequate response or are intolerant
to one or more disease modifying anti-rheumatic drugs (DMARDs). The information is provided
according to the topic area in the FDA briefing document.
Death
In the FDA briefing document, Kaplan-Meier analyses of time to death through 52 weeks of
exposure in studies ARA3002 and ARA3003 were provided (Figure 6 in the FDA briefing
document). The figure included patients who were randomized to placebo, sirukumab 50 mg
every 4 weeks (q4w), and sirukumab 100 mg every 2 weeks (q2w). The following figure
includes data from patients who crossed over from placebo to sirukumab, referred to as the
combined 50 mg and combined 100 mg sirukumab arms. Data are displayed to the end of the
safety cutoff (Figure 1). The hazard ratios of death are shown in Table 1.
Figure 1: Kaplan-Meier Analysis of Time to Death for All Patients in Studies ARA3002 and ARA3003

Source: IR response, Figure 2, page 8, submitted 7/24/17
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Figure 2: Kaplan-Meier Analysis of the Time to Onset of Malignancies excluding NMSC during the Study: ARA3002 and
ARA3003

Abbreviations: NMSC=non-melanoma skin cancer
Source: IR Response, Figure 2, page 18, submitted 7/11/17

Table 5: Analysis of Time to Onset of Malignancy excluding NMSC Using Time-Dependent Covariate Cox Proportional
Hazards Model during the Study: ARA3002 and ARA3003

Treatment comparisons
100 mg q2w vs Placebo
50 mg q4w vs Placebo

Hazard Ratio (95% CI)
2.6 (0.3, 21.6)
2.5 (0.3, 20.4)

Time-dependent covariate proportional hazards model with treatment as time-dependent covariate, stratified by study
Abbreviations: CI=confidence interval
Source: IR Response, Table 3, page 16, submitted 7/11/17

Comparison to Adalimumab
In study ARA3005, sirukumab 50 mg q4w and sirukumab 100 mg q2w were compared to
adalimumab. In the FDA briefing document, safety data were displayed through Week 24.
Table 6 provides an overall summary and incidence of adverse events by treatment arm in study
ARA3005 through the 120 day safety update cutoff date (July 29, 2016). The incidence rates
(per 100 patient years) of death, serious adverse events (SAEs), treatment-emergent adverse
events, adverse events leading to discontinuation, malignancy, MACE (narrow), treatmentemergent infections, and SAEs of infection were higher in each sirukumab group compared to
adalimumab. There was one gastrointestinal (GI) perforation that occurred in the sirukumab 50
mg group.
In the FDA briefing document, data related to AST and ALT elevations through Week 24 were
included. Table 7 includes additional data related to total bilirubin elevations. The proportion of
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