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INTRODUCTION METHODS
 BAFF and APRIL signal through TACI, BCMA, and/or BAFF-R, and play important roles in * APRIL and BAFF gene expression was assessed Iin published transcriptional datasets from
the activation, differentiation, and/or survival of B cells, including antibody-secreting cells, as healthy donors and SLE patients.

. . 1
well as T cells and innate immune cells. * To evaluate In vivo biodistribution, povetacicept (10 mg/kg) or a molar-matched dose of WT

» Therapeutic agents targeting BAFF and/or APRIL have demonstrated promising clinical TACI-Ig (telitacicept; sourced from Clinigen) was administered IV to healthy C57BL/6 mice.
potential in systemic lupus erythematosus (SLE), lupus nephritis (LN), and other B cell- Lupus-related tissues were collected ~18 hours later, following perfusion, and evaluated by

and more potent inhibition of both cytokines is likely required for optimal efficacy. Affinity determination b f |
* Affinity determination by surface plasmon

* Povetacicept (TACI vTD-Fc; ALPN- _ o . . . SPR ducted
- Povetacicept: a Dual BAFF/APRIL Inhibitor for Multiple Autoimmune Diseases resonance (SPR) was conducted on a
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RESULTS

Figure 1: BAFF, APRIL, BAFF-R, BCMA, and TACI Gene Expression is Increased Figure 3: Povetacicept Reduces B Cells, Plasma Cells, and Autoantibodies, and
in Circulating Myeloid/B Cell Populations in SLE Patients as Compared to Healthy Suppresses Autoimmune Anemia in the IFNa-Accelerated NZB/W Mouse Lupus
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ANOVA with uncorrected Fisher’s Least Significant Difference (LSD) test (A), or Kruskal-Wallis test with uncorrected Dunn’s test (B — D). P values < 0.05

Publicly available transcriptional datasets were used to evaluate the expression of (A) BAFF- and APRIL-related genes in immune cell subsets sorted for considered statistically significant. Abbreviation definitions: ANOVA = analysis of variance; TACI = TACI, transmembrane activator and CAML interactor.

RNA sequencing (RNASeq) from healthy adults®. Samples from SLE patients were compared to healthy adults using (B) transcript per million (TPM)
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Figure 4: Treatment with Povetacicept Significantly Reduces Proteinuria,
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Pharmacol 56:948 (2016)
- Povetacicept significantly reduces multiple disease parameters in the IFNa-accelerated NZB/W mouse model of
Liver 0.4+0.2 25104 0.2 2 Theoretical, calculated by Expasy (web.expasy.org/compute_pi/), ptSig y P P

Prot pl (Protpi.ch/Calculator/Protein Tool), or at Alpine based on lupus, more effectively than WT TACI-Ig or conventional B cell depletion.
Povetacicept (12 mg/kg) or a molar-matched dose of Anal. Biochem 179:319 (1989)

. e . Povetacicept exhibits greater distribution to lupus-related tissues in normal mice than WT TACI-Fc (telitacicept),
telitacicept was administered IV to healthy C57BL/6 mice.

IV = intravenous; MW = molecular weight; kDa = kilodaltons; ; KD = which may reflect its smaller size, higher target affinity, and/or lower isoelectric point, possibly contributing to its

Tissues were collected ~18 hours later and evaluated by dissociat ant: SPR = surf | . CNBD = i the NZB/W di del 9
quantitative immunohistochemistry for human Fc staining. SEM Ssocation constan, _ __S.ur ace plasmorn resonance, . greater potency in the Isease model =
could not be determined; pl = isoelectric point (pH at which the net

= standard error of the mean; SMG = submandibular gland. charge of a protein is zero). Telitacicept was sourced from Clinigen. Dual, potent inhibition of both BAFF and APRIL may be required to achieve optimal suppression of pathogenic
pathways in SLE and related diseases.

These results strongly support the clinical evaluation of povetacicept in SLE, as well as in other B cell- and/or
autoantibody-related diseases.

A phase 2 study in SLE (DENALI) is in preparation; clinical trials in autoimmune glomerulonephritis, including lupus
nephritis (NCT05732402), and autoimmune cytopenias (NCT05757570) are ongoing.
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