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INTRODUCTION

» Nefecon is a novel, oral, targeted-release budesonide formulation specifically designed to treat IgAN by acting locally in the distal ileum?2

|t was the first ever treatment approved by the FDA and EMA for adult patients with primary IgAN at risk of rapid disease progression®3

* |n the interim analysis of the Phase 3 NeflgArd trial (N=199), treatment with Nefecon resulted in a significant reduction in UPCR (27%, p=0.0003)
and significant eGFR treatment benefit of 3.87 mL/min/1.73 m? compared with placebo after 9 months?

* Here, we present primary data from the complete 2-year study, comprising 9 months of treatment and 15 months of follow-up?'-?

Full 2-year Phase 3 trial results

* Designed to assess whether 9 months of Nefecon treatment leads to a
significant reduction in kidney function decline over 2 years

* Read out positive data in March 2023; global study with 364 patients

* FDA Priority Review granted: August 2023

Inclusion/exclusion criteria

* The study included patients aged 218 years with: biopsy-proven primary IgAN;

Table 1: Key demographics and baseline characteristics

Median age, years (range)
<45 years, n (%)
Sex, n (%)

UPCR >0.8 g/g or proteinuria 21 g/24 h despite optimized RAS inhibitor Male
blockade; and eGFR 35-90 mL/min/1.73 m? Female
* Exclusion criteria included: poorly controlled diabetes or blood pressure Race, n (%)
(2140/90 mmHg); any secondary form of IgAN or non-IgAN White
glomerulonephritis; and having undergone a kidney transplant Asian

Figure 1: NeflgArd: A two-part, global, randomized, double-blind,

placebo-controlled study

ceraanin Treatment, Follow-up,
creening double-blinded double-blinded

Black or African American

Other

Nefecon 16 mg/day Placebo
(n=182) (n=182)
43 (21-69) 42 (20-73)
98 (53.8) 104 (57.1)
117 (64.3) 123 (67.6)
65 (35.7) 59 (32.4)
138 (75.8) 137 (75.3)
43 (23.6) 40 (22.0)
0 (0.0) 0 (0.0)
1(0.5) 5(2.7)

Median (IQR) blood pressure, mmHg

Systolic 126 (121-132) 124 (117-130)
r N ~N Diastolic 79 (76-84) 79 (74-84)
9 months 15 months observation Median (IQR) UPCR (g/g) 1.28 (0.90-1.76)  1.25 (0.88-1.74)
ﬁﬁﬁﬁﬁﬁﬁ on drug off drug Median (IQR) UACR | _ _
g/g) 0.99 (0.68-1.40) 0.98 (0.66-1.42)
w Median (IQR) eGFR CKD-EPI 56.1 55.1
erecon : 2 i} _
bt oed e s O - |+ (i 273 455710 (460677
ctable RAS Microhematuria at randomization, n (%)
blockade Yes 123 (67.6) 127 (69.8)
Placebo In-
-)|H|||||||||||||||||||||||||||||||||||||||||| - e g
S\ / Median (IQR) years since 2.4 (0.6-6.9) 2.6 (0.6-6.5)
All randomized patients remained blinded and on optimized RAS inhibition IgAN diagnosis R R
Systemic CS or immunosuppressant use before randomization, n (%)
Primary efficacy endpoint Yes 15 (8.2) 19 (10.4)
% Time-weighted average change from baseline in eGFR over the 2-year period No 167 (91.8) 163 (89.6)
Figure 2: Average change from baseline in eGFR over the 2-year period Figure 3: Absolute change in eGFR over time by baseline UPCR
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* The primary endpoint of time-weighted average of eGFR over 2 years showed a statistically significant eGFR treatment benefit in favor of
Nefecon 16 mg/day of 5.05 mL/min/1.73 m? (95% Cl 3.24, 7.38; p<0.0001) compared with placebo
 eGFR benefit at the end of the 9-month treatment period with Nefecon was maintained over the 15-month observational follow-up

* The eGFR benefit with Nefecon vs placebo was consistent irrespective of baseline UPCR

Figure 4: Mean % change in UPCR from baseline Table 2: TEAEs during treatment period” (full analysis set;
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Nefecon was associated with a 41% reduction from baseline in the
time-averaged UPCR between 12 and 24 months compared with placebo Insomnia 10 (5.5) 7 (3.8)

CONCLUSIONS I
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* The NeflgArd study met its 2-year primary endpoint, demonstrating that 9 months of treatment with Nefecon on top and materials

of optimized SoC provided a statistically significant and clinically relevant preservation of eGFR and durable reduction
in proteinuria compared with optimized SoC alone

 The size of the eGFR benefit was maintained over the 15-month off-drug, observational follow-up period, supporting
the disease-modifying effect of Nefecon 16 mg treatment

* Nefecon 16 mg was well tolerated, and the safety profile was as expected for a locally acting oral budesonide product
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