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INTRODUCTION STUDY DESIGN & STATUS
« BAFF and APRIL play critical, overlapping, and non-redundant roles in the activation, differentiation, and/or RUBY-3 (NCT05732402) is an ongoing, first-in-disease, open-label, multiple ascending dose, phase 1b/2a
survival of B cells (particularly antibody-secreting cells) and other immune cell types.*? study of povetacicept in adults with glomerulonephritis, including IgAN, pMN, and LN.
* Inhibition of BAFF and/or APRIL has shown promise in multiple glomerulonephritis conditions,38 with the
potential to modify the underlying pathogenic autoimmunity. 0» RUBY:3 Study Schema and Disposition and Analysis Status: IgAN Cohorts
+ Povetacicept (ALPN-303) is an Fc fusion of a variant TACI domain engineered for more potent dual
BAFF/APRIL inhibition than wild-type TACI-Ig or anti-BAFF or anti-APRIL antibodies.® Entry Criteria Treatment Assessments

* In multiple preclinical disease models, povetacicept demonstrated activity superior to wild-type TACI-Ig;
BAFF-, APRIL-, or FcRn-specific inhibitors; and B-cell depletion.%-11

* In healthy volunteers, povetacicept was well tolerated and induced on-target PD effects, including reduced Dose Escalation Safety
IgA Nephropathy

circulating Ig levels (including the IgAN biomarker Gd-IgA1) and antibody-secreting cells.1? in Each Disease AEs
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RESULTS

Baseline Characteristics for IJAN Cohort Treated with

Low Dose Povetacicept (80 mg SC Q4W) KEY RESULTS: Low Dose Povetacicept (80 mg SC Q4W) in IgA Nephropathy
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* No administration-related reactions, severe infections or severe from baseline, and stable renal function (< 25% reduction in eGFR from baseline). Data: 25 Oct 2023 Data: 25 Oct 2023
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First and only participant with pMN
enrolled to date:

* 70-yr-old African-American male
* Duration of disease: 0.4 yr
+ Current treatment: lisinopril

SUMMARY/CONCLUSIONS

Povetacicept 80 mg SC Q4W has been well tolerated with multiple dosing.

Anti-PLA2R1 (RU/mL)

Data: 25 Oct 2023
Week

In participants with IgAN, povetacicept 80 mg demonstrates very promising activity at 6 months, with > 50% reduction in UPCR,

Immunological remission (anti-PLA2R1 reduced to below > W i 3 > =y
> 60% reduction in Gd-IgA1l, and consideration of clinical remission.

the limit of detection) at wk 22

In a first and ongoing case of pMN, immunological remission was observed at 22 wk.
A higher dose of povetacicept (240 mg SC Q4W) is currently being evaluated.

These findings suggest a highly promising clinical profile for povetacicept (based on initial clinical and biomarker activity and dose schedule)
and strongly support further development in glomerulonephritis, particularly IgAN.
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