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BAFF/APRIL Inhibition Potentially Modulates B Cells & Pathogenic
Autoantibodies

Glomerulonephritis (e.g., IgAN, pMN, LN, AAV)
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Adapted from Tumlin J, et al. Poster presented at the World Congress of Nephrology (WCN), Buenos Aires, Argentina, April 13-16, 2024.




() RUBY:3 Study Schema: IgAN Cohorts

* RUBY-3 is an ongoing, first-in-disease, open-label, multiple ascending dose, phase 1b/2a study of
povetacicept in adults with glomerulonephritis, including IgAN, pMN, LN, and AAV.

Entry Criteria Treatment Assessments

Safety
I9A Nephropathy Dose Escalation in Each Disease AEs

A W opsy 1031 240 mg SC Qaw el Ry
UPCR = 0.5 g )
o 80 mg SC Q4W

eGFR = 30 mL/min/1.73m?

Maximal ACEVARB = 12 wk All Enrolled Participants: UPCR, eGFR

No background Povetacicept SC Q4W up to 2 yr Gd-lgAl
Immunosuppression

< 50% glomerulosclerosis and Primary Treatment Period: 24 wk Exploratory Endpoints
IFTA (< 75% allowed if eGFR 1st Extension: 28 wk Serum Igs

2 45 mL/min/1.73mm?) 2nd Extension: 52 wk B cell subsets

Efficacy
4

* As of 01 Mar 2024, a total of 41 participants with IgAN had enrolled (80 mg, N=12; 240 mg, N=29).
» All data reported are from 01 Mar 2024 except Gd-IgAl data, which are from 11 Mar 2024.

AAV, antineutrop hilic cytoplasmic antibody-associated vasculitis; ACEi, angiotensin-converting enzyme inhibitor; AE, adverse event; AEI, AE of interest; ARB, angiotensin receptor blocker; eGFR, estimated
glomerular filtration rate; Gd-1gA1, galactose-deficient IgAL; IFTA, interstitial fibrosis and tubular atrophy; Ig, immunoglobulin; IgAN, IgA nephropathy; LN, lupus nephritis; pMN, primary membranous
nephropathy; Q4W, once every 4 weeks; SC, subcutaneous; UPCR, urine protein to creatinine ratio.



Baseline Characteristics: IgAN

Characteristic 80 mg SC Q4W 240 mg SC Q4W
(Mean * SD or N [%]) N=12 N=29

Prior Treatments

- Corticosteroids 2 (17%) 4 (14%)
- Eculizumab 1 (8%) 0
Current Treatments

- SGLT2 Inhibitor 2 (17%) 11 (38%)
- Endothelin Antagonist 0 0
Medical History

- Hypertension 7 (58%) 18 (62%)
- Diabetes 5 (42%) 4 (14%)

BMI, body mass index; eGFR, estimated glomerular filtration rate; IgAN, IgA nephropathy; Q4W, once every 4 weeks; SC, subcutaneous; SGLT2, sodium-glucose cotransporter 2; UPCR, urine protein to
creatinine ratio.




Povetacicept Shows UPCR Reduction, Remission, and Hematuria

Resolution in

IgA Nephropathy

Reductions in Proteinuria (UPCR)
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Achievement of Remission

Defined as: UPCR < 0.5 g/g, UPCRreduced by = 50% from BL,
and stable renal function (< 25% reduction in eGFR from BL)
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100% of IgAN participants achieved Hematuria Resolution, defined as negative/trace hematuria
among those with non-negative/trace hematuria at BL, at 36 and 48 weeks (4/4 and 1/1, respectively)

BL, baseline; eGFR, estimated glomerular filtration rate; IgAN, IgA nephropathy; UPCR, urine protein to creatinine ratio.

1. Bagchi S. Kidney Int Rep. 2021;6(6):1661-1668.



Povetacicept Provides Stable eGFR in IgA Nephropathy

Stable Renal Function (eGFR)
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eGFR, estimated glomerular filtration rate.




Povetacicept is Associated with Reductions in Gd-IgA1l

Reductions in Gd-IgA1
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GdlgAl, galactose-deficient IgAL (akey biomarker inIgANY)
1. Zhang K, et al. Kidney Blood Press Res 2019;44(5):1196-1206.




Pharmacodynamic Serum Ig Reductions
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Safety Data: Povetacicept in IgAN

Adverse Event (AE) Type Zﬁlg;%g AI,LI:g4/-1\N
Treatment-Emergent AEs (n, %) 7 (58%) 10 (34%) 17 (41%)
-Gr1 5 (42%) 5 (17%) 10 (24%)
-Gr2 1 (8%) 5 (17%) 6 (15%)
-Gr3 1 (8%)? 0 1 (2%)

-Grz4 0 0 0

- Treatment-related 1 (8%)P 1 (3%)° 2 (5%)

AEs of Interest (AEl, n,%)

- Administration-related reaction 0 1 (3%)¢ 1 (2%)

- Severe hypogammaglobulinemia (IgG < 3 g/L) 0 0 0

- Malignancy 1 (8%)2 0 1 (2%)

Any Infection AE (n, %) 2 (17%) 8 (28%) 10 (24%)
-Grl 1 (8%) 5 (17%) 6 (15%)
-Gr2 1 (8%) 3 (10%) 4 (10%)
-Gr=3 0 0 0

a Gr 3 breast ductal carcinoma in situ, considered treatment unrelated by investigator (medical history of breast lobular carcinoma in situ and melanoma in situ). ® Gr 2 viral upper respiratory tract infection.
¢ Gr 1 viral upper respiratory tract infection and blood IgM decreased in 1 participant. ¢ Gr 2 rash.
IgAN, 1gA nephropathy.




Summary/Conclusions

» Data from RUBY-3 show reductions in disease activity, including a > 60% reduction in UPCR
at 9 months, stable renal function, resolution of hematuria, and remission among patients
with IgAN who received povetacicept.

» Treatment was also associated with reductions in the disease-related biomarker Gd-IgALl.

» Povetacicept 80 mg and 240 mg SC Q4W was generally well tolerated, with most AEs mild
or moderate in severity.

 Further development of povetacicept in glomerulonephtritis, particularly IgAN, is warranted; a
pivotal trial in IJAN (RAINIER) is in preparation and planned to initiate later this year.

Gd-1gAl, galactose-deficient IgALl; IgAN, IgA nephropathy; Q4W, once every 4 weeks; SC, subcutaneous; UPCR, urine protein to creatinine ratio.




	Default Section
	Slide 1: Updated Results from the RUBY-3 Study  of Povetacicept, an Enhanced Dual BAFF/APRIL Antagonist, in IgA Nephropathy
	Slide 2: Disclosures
	Slide 3: BAFF/APRIL Inhibition Potentially Modulates B Cells & Pathogenic Autoantibodies
	Slide 4: Study Schema: IgAN Cohorts
	Slide 5: Baseline Characteristics: IgAN
	Slide 6: Povetacicept Shows UPCR Reduction, Remission, and Hematuria Resolution in IgA Nephropathy
	Slide 7: Povetacicept Provides Stable eGFR in IgA Nephropathy
	Slide 8: Povetacicept is Associated with Reductions in Gd-IgA1
	Slide 9: Pharmacodynamic Serum Ig Reductions
	Slide 10: Safety Data: Povetacicept in IgAN
	Slide 11: Summary/Conclusions


