Achievement of Low Disease Activity and Remission in Patients with Systemic Lupus Erythematosus Treated with Dapirolizumab Peqgol:
48-Week Results from a Phase 3 Trial
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State (LLDAS) and remission in patients with systemic lupus ~ DZP+pSOC ns : DZP+50C PBO+50C J
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erythematosus (SLE) treated with dapirolizumab pegol (DZP) £ and time in. th icallv i
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DZP is a novel CD40L inhibitor with broad modulatory effects on SLE immunopathology; outcomes for patients with SLE following Concomitant systemic glucocorticoids, n (%) 171 (82.2) 87 (81.3) — 40 - —~ 40 - (80/208)
it consists of a polyethylene glycol (PEG)-conjugated antigen-binding fragment (Fab’), b D7P £ S
which lacks an Fc domain. treatment wit y Glucocorticoid dose, mg/day, mean (SD) 7.9 (5.9) 9.6 (8.1) E LJ 28.4
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| Figure 1 Primary endpoint: BICLA response at Week 48 (18/107)
 LLDAS and remission (Definition of Remission in SLE [DORIS]) are recommended Immunosuppressants, n (%) 129 (62.0) 70 (65.4)
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» PHOENYCS GO, a 48-week, randomized, double-blind, PBO-controlled trial, included patients 50 . * i 49.5 BILAG 2004, mean (SD) 18.4 (4.0) 18.7 (4.4) 0 210 211 12 23 Visits 24 VISIts
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(ant|malar|als, QIUCOCOFtICOIdS, and/or |mmunosuppressants, Flgure 2). ﬂ 40 - 34.6 Full analysis set. intercurrent event handling, remaining missing data were counted as not in LLDAS (analogous to NRI). (B) Difference between DZP+SOC and PBO+SOC, 95% CIs, and p-values were estimated and tested using the CMH risk difference estimate controlling for stratification factors.
* LLDAS required: SLEDAI-2K score <4 with no activity in major organ systems (renal, CNS, g . . o . . o o
cardiopulmonary, vasculitis, fever); no new and/or worsening disease activity defined using s 30 - _o— Flgure 3 Achievement of LLDAS by VISIT Flgure 5 Achievement of remission by VISIT
SLEDAI-2K; PGA <33 mm; prednisone equivalent glucocorticoid dose <7.5 mg/day in >50% &
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DZP+SOC: n=208; PBO+SOC: n=107; Table 1). < c 10-
» Greater proportions of patients receiving DZP+SOC versus PBO+SOC achieved LLDAS (Figure 3), Screening Double-blind treatment period OLE/SFU ® 20 * o - *
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receiving DZP+SOC versus 40.2% receiving PBO+SOC had >1 visit in LLDAS (Figure 4A).
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secondary endpoint of LLDAS in >50% of visits (LLDAS-50) versus 15.9% (17/107) of patients Week-2 0 4 8 12 16 20 24 28 32 36 40 44 48 54 " X
receiving PBO+50C (nominal p=0'1 O42)' [a] Randomized set; [b] Investigators were required to initiate glucocorticoid tapering for patients with a dose >7.5 mg/day prednisone Wee Wee
: L : : o ival baseline with the goal of reaching <7.5 mg/day, in line with EULAR 2019 idelines,® with i i | Full analysis set; NRI. All p-val inal and lled f Itiplicity. Diff b DZP+50C and PBO+S0C, 95% CIs, and p-val imated and tested using the CMH risk diff Full analysis set; NRI. All p-val inal and lled f Itiplicity. Diff b DZP+50C and PBO+S0C, 95% CIs, and p-val imated and tested using the CMH risk diff
* Anominally significantly greater proportion of patients receiving DZP+SOC versus PBO+SOC than Weck 8. Guidance was provided on tapering, but the exact tapering regimen was at the discretion of the investigator and adapted to _ estimate controlling for stratfication factors. A composite strategy was used for escape treatment intervention, premature withdrawal from the study, or permanent discontinuation of stuy medication, where  estimate controlling for sratification factors, A composite strategy was used for escape treatment intervention, premature withdrawal from the study, or permanent discontinuation of study medication, where
achieved remission at Week 48 (Flgure 5). the individual patient’s disease state. Tapering between Week 44 and 48 was avoided. participants were counted as not in LLDAS. After intercurrent event handling, remaining missing data were counted as not in LLDAS (analogous to NRI). participants were assigned as non-responders. After intercurrent event handling, any remaining missing data were handled using NRI.

anti-dsDNA: anti-double stranded DNA; BICLA: BILAG-based Composite Lupus Assessment; BILAG: British Isles Lupus Assessment Group; C3: complement C3; C4: complement C4; CI: confidence interval; CMH: Cochran-Mantel-Haenszel; CNS: central nervous system; DORIS: Definition of Remission in SLE; DZP: dapirolizumab pegol; Fab': antigen-binding fragment; iv: intravenous; LLDAS: Lupus Low Disease Activity State; LLDAS-50: LLDAS in >50% of visits; LS: least squares; NRI: non-responder imputation; OLE: open-label extension; PBO: placebo; PEG: polyethylene glycol; PGA: Physician’s Global Assessment; Q4W: every 4 weeks; SD: standard deviation;
SFU: safety follow-up; SLE: systemic lupus erythematosus; SLEDAI-2K: SLE Disease Activity Index-2K; SOC: standard of care.
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