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    Abstract



Background Sarilumab, a fully human mAb directed against IL-6R, demonstrated efficacy in phase 2 of SARIL-RA-MOBILITY in rheumatoid arthritis (RA) patients (pts) with inadequate response to methotrexate (MTX) and was generally well tolerated when dosed every other week (q2w). Two doses were chosen for phase 3.





Objectives To evaluate the clinical efficacy, radiographic and functional improvement, and safety profile of subcutaneous dose regimens of sarilumab+MTX for the treatment of RA.





Methods In phase 3 of the SARIL-RA-MOBILITY study, adults with active, moderate-to-severe RA who had an inadequate response to MTX were randomized to placebo (Pbo), sarilumab 150 mg q2w, or sarilumab 200 mg q2w (1:1:1) plus background MTX. The co-primary endpoints were: 1) proportion of pts achieving ACR20 response at Week (Wk) 24; 2) change from baseline in HAQ-DI at Wk 16 and; 3) change from baseline in van der Heijde modified total Sharp score (mTSS) at Wk 52.





Results Baseline demographic and disease characteristics (efficacy population, n=1197) were similar across groups: 82% female; mean age 51 yrs; disease duration 9 yrs; RF+ 85%; tender joint count 26; swollen joint count 17; hsCRP 2.2 mg/dL. Both doses of sarilumab provided statistically significant, clinically meaningful improvement, relative to Pbo, in all three co-primary endpoints (Table). The key secondary endpoint, major clinical response, during the 52-wk study period, and all secondary clinical response endpoints, including proportion of ACR50 and ACR70 responses, reduction in DAS28CRP, and CDAI scores, were statistically significant with both sarilumab doses at Wk 24 and Wk 52.

Treatment-emergent adverse events (AE) (safety population, n=1282) were observed in 62% of pts in Pbo and 75% to 78% in sarilumab groups. Forty serious AEs were reported in Pbo and 62 and 68 events in sarilumab 150 and 200 mg arms, respectively. The most frequently reported serious AEs were infections in 10, 11, and 17 pts in the Pbo, sarilumab 150 and 200 mg groups (3.9, 3.8 and 6.0 events/100 patient-years), respectively. Seven deaths occurred during the study with an onset of the fatal event during the double-blind period in 5 pts (2 Pbo, 2 150 mg, 1 200 mg) and during open label sarilumab rescue in 2 pts. Lab abnormalities included increases in lipids and transaminases and decreases in neutrophils. No serious infections occurred in pts with neutrophils <1000/μL.
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Conclusions In this phase 3 study, both sarilumab doses (150 mg and 200 mg q2w), in combination with MTX, demonstrated efficacy in pts with active RA who had inadequate response to MTX. Both sarilumab doses met clinical, radiographic, and functional endpoints. Clinical response was maintained throughout the 52-wk study period. Infection SAEs and laboratory abnormalities with sarilumab are consistent with IL-6 signaling blockade.
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