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Background: Neutropenia has been reported with interleukin-6 (IL-6) pathway
inhibitors and could potentially be associated with increased rates of infection.
The reduced neutrophil counts seen with IL-6 inhibitors may be due to effects on
margination of circulating neutrophils as opposed to a decrease in bone marrow
production or reduced survival. Efficacy of sirukumab (SIR), a human anti-IL-6
cytokine monoclonal antibody, has recently been shown in several phase 3 trials.
Objectives: To assess incidence of neutropenia from completed and ongoing
SIRROUND clinical studies.

Methods: Neutrophil counts were compared for SIR 50mg g4w and 100mg g2w
doses vs placebo (pbo) in the pbo-controlled period (Wks 0—18) of 2 phase 3
trials and in long-term analysis for the 5-trial, phase 3 program.

Results: 2926 pts received SIR for up to 3.4y with a median duration of 1.46y.
For the 18-wk pbo-controlled period, neutropenia was more frequent in both SIR
groups compared with pbo. Across all groups, the majority of the decreases in
neutrophil counts were National Cancer Institute Common Terminology Criteria
for Adverse Events grade 0/1, within the normal range, and the incidence of
grade 3/4 decreases was low across groups (Table). Neutropenia began at Wk
2 and persisted through the study period. In long-term analysis, the proportions
of pts with grade 1, 2, or 3 neutropenia were slightly higher than in the 18-wk
pbo-controlled period, suggesting the majority of events occurred early. No dose
relationship was observed in the grade or frequency of neutropenia. Grade 3/4
neutropenia was mostly transient and resolved after interrupting the dose or
resolved within the dosing interval such that no change in dose schedule was
required. The majority of grade 4 decreases in neutrophils were not correlated
with infections; 2 cases of serious infections occurred with grade 4 neutropenia.
The distribution of neutropenia by grade was similar in pts who did or did not use
disease-modifying antirheumatic drugs (DMARDs) at baseline.

Table 1. Neutropenia by Maximum Toxicity Grade Across Phase 3 Trials (n, %)

Neutrophil count decreased 0-18 wks Long-term analysis
Pbo SIR SIR SIR SIR
(N=850) 50mgg4w 100mgg2w 50mg gdw 100mg g2w
(N=848) (N=850)  (N=1454) (N=1461)

Grade 0 (>LLN) 816 (96.9) 576 (68.3) 568 (67.1) 843 (58.0) 806 (55.2)
Grade 1 (3) 19(2.3) 149 (17.7) 167 (19.7) 313 (21.5) 352 (24.1)
Grade 2 (<1,500-1,000/mm®)  5(0.6) 97 (11.5) 94 (11.1) 222(15.3) 240 (16.4)
Grade 3 (<1,000-500/mm?) 1(04) 2125  16(1.9) 68(47)  61(42)
Grade 4 (<500/mm?) 1(0.1) 0 1(0.1) 8(0.6) 2(0.1)

LLN, lower limit of normal.

Conclusions: Across phase 3 studies, there was no dose effect of SIR on
neutropenia, and the use of DMARDs did not have an apparent effect on
neutropenia. The majority of grade 4 neutropenia with SIR was not associated
with infections.
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PATIENT-REPORTED OUTCOMES IN PATIENTS WITH
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Background: Two previous randomized, controlled trials (RCTs), BREVACTA
and SUMMACTA, showed subcutaneous tocilizumab (TCZ-SC) was superior to
placebo (PBO) and comparable to intravenous TCZ (TCZ-1V) in combination with
csDMARDs for improving RA disease activity."?

Objectives: To compare the efficacy of TCZ-SC with PBO or TCZ-IV + csDMARDs
for improvement in patient-reported outcomes (PROs) in 2 RCT populations.
Methods: Both RCTs enrolled patients (pts) with inadequate responses to
DMARDs; up to 20% had inadequate responses to tumor necrosis factor
inhibitors. In BREVACTA, pts received blinded TCZ-SC 162 mg or PBO every 2
weeks (q2w) + csDMARDs for 24 weeks. In SUMMACTA, pts received TCZ-SC
162 mg weekly or TCZ-1V 8 mg/kg g4w + csDMARDs for the 24-week double-blind
period. PROs, assessed at 12 weeks (prior to rescue) in BREVACTA and 24
weeks in SUMMACTA, included patient global assessment (PtGA; visual analog
score [VAS], 0-100 mm), pain (VAS), Health Assessment Questionnaire Disability
Index (HAQ-DI, 0-3) and Short Form-36 (SF-36) physical and mental component
summary (PCS, MCS: 0-50) and domain (0-100) scores. The proportions of
pts reporting scores > minimum clinically important differences (MCID) and >
age/gender-matched normative values were assessed for each treatment group.
Results: Baseline PRO scores were mostly comparable between treatment
groups in each study and between study populations. In BREVACTA, significantly
more pts who received TCZ-SC reported scores > MCID for all PROs at week 12
compared with PBO (54% to 73% vs 42% to 55%, respectively; number needed to
treat [NNT], 5.2 to 13.0). Compared with 1% to 20% at baseline, 8% to 34% of pts
who received TCZ-SC and 4% to 25% of PBO pts reported scores > normative
values in all PROs at week 12 (Table). In SUMMACTA, similar proportions of pts
who received TCZ-SC and TCZ-1V reported scores > MCID in all PROs at week
24 (61% to 84% vs 64% to 84%, respectively). The proportion of patients who
reported scores > normative values was comparable between the TCZ-SC and
TCZ-IV groups across all PROs; compared with 0.2% to 23% at baseline, 14% to
41% of pts who received TCZ-SC and 15% to 42% of pts who received TCZ-IV
reported scores > normative values at week 24 (Table).

Table. PROs at 12 weeks in BREVACTA and 24 weeks in SUMMACTA
Change From Baseline in PROs
BREVACTAT SUMMACTAT
LSM Change From Week 12 Change NNT | LSM ChangeFrom | Week 24 Change
Baselins! 2 MCID, % Basalina® 2 MCID, %
TCZsC PBO TCZSC FBO TCZSC | TCZIV | TCZsSC | TCZIV
q2w q2w 92w q2w qw qéw d qdw
Patient global =255 -13.0 724 531 .2 -35.0 -36.0 8 83
Patient pain =206 -9.63 63.9* 48.0 ] =292 -31.1 i 802 |
HAQ-DI -04 -0.2 58.2** 46.7 7 -06 -0.6 73 74
SF-36 PCS 560 29 63.1" 517 .8 87 89 8 79,
SF-36 MCS (T 16 EA A 44.1 .9 6.4 6.5 6 64.
Physical 28 59.2* 50.2 111 189 19.0 172 78.0
Role-physical T 64.3" 550 108 209 213 .0 pa
Bodily pain 86 FRTE 545 55 255 275 84.4 829
General health 60.9* 512 103 13.0 133 70. 733
Vitality 66.7 545 8.2 16.1 14. 74 747
Social funcucmng 57.3"" 417 6.4 20.0 20.4 B7. 701
Role-emotional 53.5% 455 12.! 15.7 16.9 60. 64.8
Mental health 61.4™ 479 74 10.7 10.9 B7. 85.1
CDAI -13.0 - - - -248 —25.4 - -
Patients Reporting Scores  Normative Values, %
BREVACTA! SUMMACTAt
Basoline Week 12 Baseline Week 24
TCZsC PBO TCZSC PBO TCZSC | TCZIV | TCZSC | TCZIV
q2w q2w q2w q2w W qdw qw qiw
HAQ-DI 3.9 .5 15.8 108 .3 39 333 301
SF-36 PCS 14 ) 79 38 .2 08 14.0 14.7
SF-36 MCS 16.3 9.7 316 226 183 203 38.7 386
Physical functioning 4.4 55 120 80 27 49 208 210
Role-physical 34 098 136 8.0 43 39 19.1 203
Baodily pain 32 23 20.8 13.2 1.3 28 29.8 345
General health 78 9.6 172 118 9.2 73 216 224
Vitality 131 14.7 323 236 = 12.0 37.9 36.1
Social functioning 94 124 23.0 16.5 10.2 10.1 29.4 318 |
Role-emotional 10.8 87 220 137 11.9 14.2 252 28
Mental heaith 18.6 202 337 245 232 213 414 42
LSM. least squares mean; NNT, number needed to treat; PBO, placebo; qw. weekly; q2w. every 2 weeks: qdw. every 4 weeks.
*P<0.05* P<001. " P <0001
T Analyses were performed using the intention-to-treat population in BREVACTA (TCZ SC, n =437, PBO, n = 219) and the per-
protocol population in SUMMACTA (TCZ SC, n = 558; TCZ IV, n = 537).
|- Adjusted for region and boy weight category (< 60 kg: 60 to < 100 kg: = 100 kg).

Conclusions: In BREVACTA, TCZ-SC + csDMARDs resulted in significantly
greater improvements across all PROs and significantly more pts reporting scores



