Nefecon treatment response in Asian and White patient populations
with immunoglobulin A nephropathy: A 2-year analysis of the Phase 3 NeflgArd trial

Jonathan Barratt,* Jens Kristensen,? Andrew Stone,? Jirgen Floege,* Vladimir TesaF,> Hernan Trimarchi,® Hong Zhang,” Necmi Eren,® Alexander Paliege,® Heather N. Reich,'® Brad H. Rovin,* and
Richard Lafayette,'? on behalf of the NeflgArd trial investigators

1College of Medicine Biological Sciences and Psychology, University of Leicester, Leicester, UK; 2Calliditas Therapeutics AB, Stockholm, Sweden; 3Stone Biostatistics Ltd., Crewe, UK; “Department of Nephrology and Clinical Inmunology, Rheinisch Westfalische Technische
Hochschule Aachen University Hospital, Aachen, Germany; *Department of Nephrology, First Faculty of Medicine and General University Hospital, Charles University, Prague, Czech Republic; Nephrology Service, Hospital Britanico de Buenos Aires, Buenos Aires,
Argentina; 7Renal Division, Peking University First Hospital, Peking University Institute of Nephrology, Beijing, China; #Department of Nephrology, Kocaeli University, Kocaeli, Turkey; °Division of Nephrology, Department of Internal Medicine Ill, University Hospital Carl
Gustav Carus, Technische Universitit Dresden, Dresden, Germany; °Division of Nephrology, University Health Network, Department of Medicine, University of Toronto, Toronto, ON, Canada; *'Division of Nephrology, The Ohio State University Wexner Medical Center,
Columbus, OH, USA; 2Division of Nephrology, Department of Medicine, Stanford University, Stanford, CA, USA

<
N
©
iy
@
<
<
N
2
5

* The Phase 3 NeflgArd trial was designed to assess whether 9 months of treatment
with Nefecon 16 mg/day leads to a significant reduction in kidney function decline
compared with placebo over 2 years; the trial comprised 9 months of treatment and
15 months of observational follow-up

* Inclusion criteria included patients aged >18 years with biopsy-proven primary IgAN;
UPCR 20.8 g/g or proteinuria 21 g/24 h despite optimized RAS inhibitor blockade; and
eGFR 35-90 mL/min/1.73 m?

* Exclusion criteria were poorly controlled diabetes or blood pressure (>140/90 mmHg);
any secondary form of IgAN or non-IgAN glomerulonephritis; systemic diseases that
may cause mesangial IgA deposition; and having undergone a kidney transplant

* The full analysis set comprised 364 patients: Asian (n=83), White (n=275), and
other (n=6); race categories were defined based on those specified by the FDA

* Outcomes of the subgroup race analysis included time-weighted eGFR average over
2 years, changes in UPCR, time to 30% reduction in eGFR or kidney failure,
microhematuria, and safety outcomes

* People of East Asian ancestry have the highest likelihood of all race categories to
progress to kidney failure as a result of IgAN®

* Nefecon is a novel, oral, targeted-release budesonide formulation specifically designed
to treat IgAN by acting locally in the distal ileum?

* Nefecon has received full FDA approval to reduce the loss of kidney function in adults
with primary IgAN who are at risk for disease progression, irrespective of proteinuria
levels, whereas the EMA indication requires patients to have UPCR >1.5 g/g3*

¢ In the interim analysis of the Phase 3 NeflgArd trial, treatment with Nefecon
16 mg/day for 9 months resulted in a significant reduction in UPCR and significant
eGFR benefit compared with placebo at 3 months post treatment®

— The observed benefits were maintained over a further 12-month period
off treatment®

* Here, we present the full 2-year NeflgArd trial data to assess responses to Nefecon
treatment in patients identifying as Asian or White

Figure 1: eGFR stratified by race and treatment Figure 2: UPCR stratified by race and treatment
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* Nefecon significantly differed from placebo in the time-weighted average change in eGFR over 2 years for Asian (p=0.0082*) and White (p<0.0001*) patients,’ with a favorable
estimated absolute mean change in eGFR over 2 years of 5.5 mL/min/1.73 m? in Asian patients and 4.8 mL/min/1.73 m? in White patients (Figure 1)
* Nefecon showed a significant reduction in UPCR versus placebo at 9 months in both race groups (Asian patients: 23.4%, p=0.0472%*; White patients: 32.0%, p<0.0001*), and at
24 months in White patients (Asian patients: 26.7%, p=0.1014*; White patients: 32.1%, p=0.0003*) (Figure 2)
¢ The time to a confirmed 30% reduction in eGFR or kidney failure event was significantly delayed with Nefecon versus placebo, irrespective of race (Asian patients:
HR 0.32, 95% Cl 0.09, 0.91; p=0.0239*; White patients: HR 0.48, 95% Cl| 0.28, 0.83; p=0.0046*)
* Nefecon significantly reduced the likelihood of microhematuria in both Asian (OR 3.5, 95% Cl 1.2, 11.7; p=0.0303) and White patients (OR 2.3, 95% CI 1.3, 3.9; p=0.0030) (Figure 3)
* Rates of TEAEs were broadly similar across groups, although with a slightly higher overall rate of TEAEs in Asian patients (Table 1)

Figure 3: Proportion of patients with microhematuria* Table 1: TEAEs and AEs during the 9-month treatment period,
stratified by race and treatment stratified by race and treatment
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*One-sided p-values. 'Data analyzed using ratios of geometric least square means.*A patient was defined as without hematuria if the urine dipstick returned a result of negative or trace. Patients without at least two valid results from 12 months
onwards were excluded from the analysis. There was one death reported during treatment with Nefecon(a fatal coronavirus infection that was considered unrelated to study treatment).

CONCLUSIONS I
Scan to view Nefecon

* The 2-year full NeflgArd trial demonstrated that treatment with Nefecon 16 mg/day for 9 months provided a statistically significant and clinically relevant presentations,
preservation of eGFR compared with placebo® FEEER AT GEHE
— Nefecon achieved a durable reduction in proteinuria when evaluated 15 months after end of treatment®
— Nefecon was well tolerated, with a safety profile as expected for a locally acting oral budesonide product®

* The results from this subgroup race analysis indicate that, although the number of patients identifying as Asian was considerably lower than the number
identifying as White, Nefecon was efficacious and well tolerated, irrespective of White or Asian race
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ABBREVIATIONS AE, adverse event; Cl, confidence interval; eGFR, estimated glomerular filtration rate; EMA; European Medicines Agency; FDA, US Food and Drug Administration; HR, hazard ratio; IgA, immunoglobulin A; IgAN, immunoglobulin A nephropathy; OR, odds ratio;
RAS, renin—angiotensin system; SE, standard error; TEAE, treatment-emergent adverse event; UPCR, urine protein—creatinine ratio.
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