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Background
g B cell activating factor (BAFF) of the tumor necrosis factor (TNF) family and a proliferation-inducing ligand (APRIL), cytokines which bind and signal through h Fig Ure 2: P O\/e'I'O Cic e p'l' Sig N iﬂc O N 'I'ly S U p presses Dise O Se in

BAFF receptor, transmembrane activator and CAML interactor (TACI), and/or B cell maturation antigen (BCMA) on B cells, play overlapping and

non-redundant roles in B cell development, proliferation, function, and survival. Therapeutic agents targeting BAFF and/or APRIL have demonstrated .l.h N Z B/ N ZW F I_ N h ‘.|.° M d |
promising clinical potential in B cell-related diseases such as systemic lupus erythematosus (SLE) and autoantibody-related diseases such as lupus nepbhritis, e ( ) ] U p U S e p rl IS O e
IgA nephropathy (IgAN), and primary membranous nephropathy; however, there is still need for more safe and efficacious therapies. Povetacicept
(ALPN-303) is an Fc fusion protein of an engineered TACI variant TNF receptor superfamily domain (vTD) with enhanced affinity for APRIL and BAFF which
mediates more potent inhibitory activity than wild type TACI-Fc or BAFF- or APRIL-specific antibodies. Povetacicept may therefore significantly improve Proteinuria Anti-dsDNA Renal |gG De posits*
clinical outcomes in SLE and other B cell-related diseases. In this first-in-human study (NCT05034484), 72 healthy adult volunteers were randomized 4:2 < ~ £<0.0001
into single ascending dose cohorts of intravenous (IV) or subcutaneous (SC) povetacicept or placebo. Participants were followed to assess safety and Ic"f)J 4- £ . | ' |
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Figure 4: Povetacicept is Well-Tolerated Overall

F' 3, R U BY ‘| S.I. d D . Povetacicept has been well-tolerated overall; the most common adverse events (AEs) have been mild (G1) headache or migraine. Asymptomatically
Ig Ure o - U y eS I g n decreased Ig, an expected pharmacodynamic (PD) effect, has been noted, primarily of the IgM isotype, with no hypogammaglobulinemia of total IgG. The

incidence of infection has not been significantly different from placebo. No G4-5 AEs, serious AEs, serious or severe infection, severe hypogamma-

globulinemia, or cytokine release (no significant changes in: Granulocyte-macrophage colony-stimulating factor (GM-CSF), IFNy, IL-3, IL-5, IL-6, IL-7, IL-8, IL-10,

/

: . : o IL-18, macrophage inflammatory protein (MIP)-1a, MIP-13, monocyte chemoattractant protein (MCP)-1, TNFa, or TNFB) have been observed.
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Figure 5: Povetacicept Provides Dose-Dependent

Pharmacokinetics and Target Coverage Figure 6: Povetacicept Dose-Dependently and Reversibly
Dose-dependent PK is observed by both IV and SC routes with good bioavailability (60 to >100% at 80 Reduces CII’CUIOITlng |mmUHOg|ObU|IﬂS ana Anthdy_

to 960 mg). Estimated half-life (t1/2) at 80 to 240 mg SC is 3.7 to 7.4 days, respectively. SeCreﬂﬂg Cells
Through Day 28 post-dose, >95% coverage of APRIL achieved by both IV and SC 240 mg doses.
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Summary and Conclusions
4 N

n this first-in-human study, povetacicept has been well-tolerated as single IV or SC doses of up to 960 mg in adult healthy volunteers. The most frequent adverse event has
oeen mild headache or migraine. No severe infections or hypogammaglobulinemia, or cytokine release of any grade, have been observed.

Povetacicept demonstrates dose-dependent PK/PD. Coverage of free APRIL is maintained for 2—3 and 24 weeks with 80 and 240 mg, respectively, corresponding to reductions
in serum lg and antibody-secreting cells.

These data support dose regimens of 80—-240 mg SC every 4 weeks in future studies.
Further clinical development of povetacicept in SLE and other autoimmune / autoantibody-related diseases is strongly supported.

A clinical study of povetacicept in glomerulonephritis (NCT05732402) has been initiated and a study in autoimmune cytopenias (NCT05757570) is now open for enrollment.

A study in SLE is in preparation.
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