Nefecon treatment provides kidney benefits for patients with IgAN that extend to those with low
levels of UPCR: A subanalysis of the Phase 3 NeflgArd trial
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INTRODUCTION

* IgAN is the most common form of primary glomerulonephritis and a major cause of chronic kidney disease and kidney failure worldwide*

* Recent data from the cohort of patients with IgAN in RaDaR (UK National Registry of Rare Kidney Diseases) showed that approximately 20% of patients with proteinuria <0.44 g/g and 30% with
proteinuria 0.44 to <0.88 g/g progressed to kidney failure within 10 years of diagnosis. The study also concluded that even an eGFR decline as low as 1 mL/min/1.73 m?2 per year would result
in approximately 40% of patients reaching kidney failure and that an eGFR decline of <1 mL/min/1.73 m?2 per year should be the target for successful therapy*

* Nefecon is a novel, oral, targeted-release capsule formulation of budesonide, designed to treat IgAN by reducing Gd-IgA1 production at the Peyer’s patch-rich distal ileum?

¢ Results from the global, double-blind, randomized, placebo-controlled Phase 3 NeflgArd clinical trial demonstrated that Nefecon treatment for 9 months led to a significant reduction in the
average decline in eGFR over 2 years in patients with primary IgAN, which was preserved during a 15-month off-drug observational period?

* The benefit was consistent across subgroups, including patients with baseline UPCR <1.5 g/g or 21.5 g/g?

* In this analysis, we further explored the potential benefits of Nefecon treatment in patients with baseline UPCR levels above and below 0.8 g/g
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* Eligible patients were aged 218 years with primary IgAN, with an eGFR of 35-90 mL/min/1.73 m? and persistent proteinuria with a high risk of kidney failure (defined as either UPCR 20.8 g/g or
proteinuria 21 g/24 h), despite optimized RAS blockade?

* Patients received Nefecon 16 mg/day or placebo, in addition to optimized supportive care, for 9 months (including optimized RAS inhibition), with a 2-week tapering period, followed by a
15-month blinded observational follow-up with continued optimized supportive care?

* Here we report change in eGFR(calculated using CKD-EPI), measured at multiple time points over 2 years and compared with baseline, for those patients with UPCR <0.8 g/g or 20.8 g/g

Figure 1: Mean (SE) absolute change in eGFR by baseline UPCR subgroup Table 1: Summary of eGFR (CKD-EPI) results by baseline UPCR subgroup
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estimates of variability between arms.
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presentations, posters, and
* Over the 2-year study period, mean reductions in eGFR were lower in patients treated with Nefecon 16 mg/day versus placebo regardless of baseline UPCR, materials

and eGFR benefit was maintained in the UPCR <0.8 g/g subgroup for up to 24 months following treatment initiation, despite treatment cessation at Month 9
* There was a significant difference between the Nefecon 16 mg/day and placebo treatment arms in the time-weighted average change in eGFR over 2 years
for patients with UPCR <0.8 g/g (p=0.0026) and 20.8 g/g (p<0.0001)
* In this study, patients with UPCR <0.8 g/g who received Nefecon achieved an eGFR slope of —0.25 mL/min/1.73 m2 per year; this suggests Nefecon treatment
may support patients to achieve the RaDaR treatment target of an eGFR decline of <1 mL/min/1.73 m? per year with the objective to avoid kidney failure in
their lifetime®
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ABBREVIATIONS AUC, area under the curve; Cl, confidence interval; CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; eGFR, estimated glomerular filtration rate; Gd-IgA1, galactose-deficient immunoglobulin A1;
IgAN, immunoglobulin A nephropathy; IQR, interquartile range; LS, least squares; RaDaR, UK National Registry of Rare Kidney Diseases; RAS, renin—angiotensin system; SE, standard error; UPCR, urine protein-creatinine ratio.
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