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IgA Nephropathy: B-Cell–Mediated Kidney Disease With High Unmet Need for Safe and Effective 
Disease-Modifying Therapies1-3

APRIL = a proliferation-inducing ligand; BAFF = B-cell activating factor; CKD = chronic kidney disease; eGFR = estimated glomerular filtration rate; Gd-IgA1 = galactose-deficient immunoglobulin A1; IgAN = IgA nephropathy; TACI = transmembrane activator and calcium-modulator and cyclophilin ligand interactor.
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• BAFF and APRIL are the two main drivers of B-cell overproduction of Gd-IgA1 and 
anti–Gd-IgA1 autoantibodies and have redundant and overlapping functions1,15,16

• In animal models, dual inhibition has been shown to better mitigate disease 
progression than single inhibition17

• Dual inhibition may prevent compensatory increases in signaling1,18,19

• Inhibiting APRIL alone could lead to upregulation of BAFF, potentially affecting 
treatment efficacy20
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Atacicept Clinical Development Program in IgAN

Commitment to providing long-term access to atacicept for all ORIGIN participants

• Phase 2 extension study in participants who 
complete ORIGIN 2b or ORIGIN 3

• Objectives:
1. Provide patients with extended access to 

atacicept prior to commercial availability in 
their country or region

2. Capture longer-term data for research 
purposes

3. Generate data from reinitiation of atacicept 
treatment following off-treatment period

Inclusion Criteria
• Completed the protocol-defined treatment period on treatment 

in a parent study of atacicept in patients with IgAN
Key Endpoints
• Evaluate the long-term efficacy and safety of atacicept:

– Changes in serum Gd-IgA1 levels
– Changes in hematuria
– Changes in proteinuria
– Changes in eGFR
– Safety and adverse events
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Fc = fragment crystallizable region; IgG1 = immunoglobulin G1; Kd = dissociation constant; SC = subcutaneous; t1/2 = half-life.

• Rational drug design: fully humanized TACI-Fc fusion protein resulting in a 
soluble receptor for cytokines BAFF and APRIL1,11,12

• Precision B-cell modulator that reduces expression of both the pathogenic 
autoantigen (Gd-IgA1) and autoantibody (anti–Gd-IgA1)1,11,12

• Half-life of 35 days with nanomolar potency for binding BAFF and APRIL13,14

• At-home self-administration of 1 mL SC weekly injection

• IgAN is associated with a relentless loss of kidney function and high 
lifetime risk of kidney failure4

• IgAN is predominantly diagnosed in young adults; most patients already 
show signs of CKD at diagnosis and approximately 50% require dialysis or 
transplant within 10–20 years of diagnosis5-7

• IgAN is associated with key biomarkers of disease: increased serum 
Gd-IgA1 levels, hematuria, proteinuria, and eGFR decline8

• Current treatment options have not been shown to reduce the rate of 
eGFR decline to a level that minimizes the lifetime risk of kidney failure9,10

Atacicept: Dual BAFF/APRIL Inhibitor With Disease-Modifying Potential in Clinical Development
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Extension Study of Atacicept in IgAN
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BAFF Kd 1.45 nM14

APRIL Kd 0.672 nM14 

TACI
receptor

Fc domain
of IgG1

Atacicept t1/2=35 days13

Consistent with Phase 2b: study design, patient population, atacicept dose, and SC formulation

Atacicept 150 mg QW

Immune Complex Deposition Leading to
Glomerulonephritis and Kidney Damage 

Formation of Circulating Immune ComplexesB-Cell Activation

BAFF and APRIL are 
upregulated and activate

B cells via the TACI receptor

Activated B cells produce autoantigen (Gd-IgA1) 
and autoantibodies (anti–Gd-IgA1), forming 

immune complexes

Immune complexes deposit in the mesangium, resulting in 
glomerular inflammation (nephritis) and progressive kidney injury 

with hematuria, proteinuria, and eGFR decline
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Stabilization of eGFRResolution of Hematuria Reduction in ProteinuriaReduction in Gd-IgA1

Long-Term Results Consistent With Disease-Modifying IgAN Profile23

Data From First Dose of Atacicept Through 96 Weeks 

Atacicept group includes all participants who received any atacicept dose at any timepoint, with baseline (BL) defined as the last available measurement prior to the first dose of atacicept. Data from weeks 0 to 60 include participants who switched from placebo to atacicept. aPercentage changes from BL computed using FDA-endorsed 
mixed-effects modeling; bPercentages represent change from BL in number of participants with hematuria (urine dipstick blood ≥ 1+) at each visit divided by number of participants with BL hematuria shown on the lower axis; resolution defined as urine dipstick blood of trace or negative; cChanges from BL in eGFR were analyzed using 
mixed-effects model for repeated measures (MMRM) analysis and least-squares estimation and standard error (SE) were estimated from the model directly; eGFR slope was analyzed using mixed-effects model with random intercept and random slope, and mean slope and SE were estimated from the model directly. CI = confidence interval. 
ClinicalTrials.gov NCT04716231.

ClinicalTrials.gov NCT04716231.

ClinicalTrials.gov NCT06674577.
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