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Targeted-release budesonide versus placebo in patients with @ @

1gA nephropathy (NEFIGAN): a double-blind, randomised,
placebo-controlled phase 2b trial

Hewther
e Mercer, Fernonda

Background IgA nephropathy is thought to he assacialed wilh mucosal immune system dysfunction, which manifests
as renal IgA deposition that leads to impairment and end-stage renal discase in 20-40% of patients within 10-20 years.
In this trial (NEFIGAN) we aimed to assess safety and effcacy of a novel targeted-release formulation of budesonide
(TRE-budesonide], designed to deliver the drug to the distal ileum in patients with IgA nephropathy.

Methods We did a randomised, double-blind, placeho-controlled phase 2b trial, comprised ol 6-month rul
9-month treatment, and 3-month follow-up phascs at 62 nephrology clinics across ten European countrics. We
ited patients aged at least 18 years with biopsy-confirmed primary IgA nephropathy and persistent proteinuria
optimised renimngiotensin system (RAS) blockade. We randonly alloated paticnts with 1 compuier
1y TRF-budesonide,

iy T before brcakfst duri th wesment phas. Al paticnts contied optmiscd RAS tlockde tresmcnt
nuwmm the trial. Our primary outcome was mean change from baseline in UPCR for the -month treatment
d patients who took at least one dose of
cy measurement. Safely was assessed in all patients who received

tered with ClinicalTrials.gov, number NCT01738035.

Findings Between Dec 11, 2012, and June 25, 2015, 150 randomised patients were treated (safity set) and 149 patients
ble for the full analysis set. Overall, at @ months TRE-budesonide (16 mg/day plus 8 mg{day) was associated

with 3 24-4% (SEM 7-7%) decrease from haseline in mean UPCR (change in UPCR vs placeho 0-74; 95% CT

0-59-0-94; p=0-0066). At 9 months, mean UPCR had decreased

{0:71; 0:53-0-94; p=0-0092) and 21.5% in the 51 paticats wh

50 patients who received placebo had an increase in mean UPCR

lowup. Incidence of adverse events was similar in all groups (43 [85%] of 49

group, 48 [94%] of 51 in the TRF- hudesonide§ mgday.and 42 545%] o 50 controls). Two of 13 serous adrerse uanﬁ

svere possibly associated with TRF-budesonide—decp vein thrombosis fiom g

renal fi in follow-up (patients were tapered from 16 mgjday 1o 8 mpday over 2 weeks and lnﬂu»-up was

assessed 4 week:

Interpretation TRF-budesonide 16 mg/day, added to optimised RAS blockade, reduced proteinuria in patients with
IgA nephropathy. This effect is indicative of a reduced risk of future progesion to end-stage renal dasusc
TRI-budesonide could become the firs specilic reatment for IgA nephropathy ta »

Funding Pharmalink AB,

Intreduction cm {RAS)

TgA nephropathy is the mosi prevalent chronic  enzyme inhibitay “Fls) recepior
Jomerular disease worldwide, with patients oflen blockers (AR pent for patients with
gnosed 25 young adulis? Ahout 20-10% of patients phropathy uria of more than 1 g/day
progress to b £ udsuggtupsiaon far
diaguosis ™ Mejor risk factors for progressio the madmum recor 4 dose o
re persistent prateinuria, h n sein s than 1 gy (ecommendation

rular_filtation % ith per

fex than 50 ml fmin

RAS blockade, KDIGO

Puheco

i
Uppade S
(Res———

www kidney-international org

Results from part A of the multi-center,

double-blind, randomized,

clinical trial

) Gheok for updates

commentary on page 2

placebo-controlled NeflgArd trial, which OPEN
evaluated targeted-release formulation of
budesonide for the treatment of primary

immunoglobulin A nephropathy

Jonathan Barratt', Richard Lafayette”, Jens Kristensen”, Andrew Stone”, Daniel Cattran”, Jiirgen Floege®,
Vladimir Tesar’, Herndn Trimarchi®, Hong Zhang”, Necmi Eren'”, Alexander Paliege'' and

Brad H. Rovin

; for the NeflgArd Trial Investigators

'College of Medicine Biological Sciences and Psychology, University of Leicester, Leicester, UK; “Division of Nephrology, Department of
“ste

Medicine, Stanford University, Stanford, Cabifornia, USA; *Callditas Therapeutics AB, Stockholm, Sweder

tone Biostatistics Ltd,

UK: *Division of Nephrology, Toronto General Hospital Research Institute, University of Toronto, Toronto, Ontario, Canada; “Department
o Neghéckay and Chked Ininiology Rbeiith Weisaliche TechOich Hochrtule Aachen ikishy Hosphl Acher, Conaay
ublic;

“Department of Nephrology, 1st School

Medicine and General University Hospital, Charles University, Prague, Czech Rep

“Nephrology Service, Hospital Britdnico de Bueno; ires, Buenos Aires, Argentin *Renal Division, Peking Univeriy Fist Hos{uml Peking
University Institute of Nephrology, Bejing, China; '°Department of Nephrology, Kocaeli University, Kocaeli, Turkey; ''Division of
Nephrology, Department of Internal Medicine I, Universiy Hospital Carl Gustav Carus at the Technische Universitat Dresden, Dresden,
Germany; and "“Division of Nephrology, the Ohio State University Wexner Medical Center, Columbus, Ohio, USA

The therapeutic potential of a novel, targeted-release
formulation of oral budesonide (Nefecon) for the treatment
of IgA nephropathy (IgAN) was first demonstrated by the
phase 2b NEFIGAN trial. To verify these findings, the phase
3 NefigArd trial tested the efficacy and safety of nine
months of treatment with Nefecon (16 mg/d) versus
placebo in adult patients with primary IgAN at risk of
progressing to kidney failure (ClinicalTrials.gov:
NCT03643965). NefigArd was a multicenter, randomized,
double-blind, placebo-controlled two-part trial. In Part A,
199 patients with IgAN were treated with Nefecon or
placebo for nine months and observed for an additional
three months. The primary endpoint for Part A was 24-hour
urine protein-to-creatinine ratio (UPCR) after nine months.
Secondary efficacy outcomes evaluated included estimated
glomerular filtration rate (eGFR) at nine and 12 months and
the UPCR at 12 months. At nine months, UPCR was 27%
lower in the Nefecon group compared with placebo, along
with a benefit in eGFR preservation corresponding to a 3.87
ml/min/1.73 m? difference versus placebo (both
significant). Nefecon was well-tolerated, and treatment-
emergent adverse events were mostly mild to moderate in
severity and reversible. Part B is ongoing and will be
reported on later. Thus, NefigArd is the first phase 3 IgA

Comespondence: Brad H. Rovin, Division of Nephrology, the Ohio State
University Wexner Medical Center, 410 W 10th Avenve, Columbus, Ohio
43210, USA. E-mait: 8rad Rovin@osumc.edu

"The Neflghrd Trial Investigators are listed in the Appericix
eceived 1 July 2022 revised 23 September 2022; accepted 29
September 2022; published online 19 October 2022

(2029 103, 39140

nephropathy trial to show dinically important
improvements in UPCR and eGFR and confirms the findings
from the phase 2b NEFIGAN study.
Kidney Intemational (2023) 103, 391402

RDS: glomerular disease: giucoc

Araphesgatty
opmi © 2022 Ieraions Soity of Nephology. Pubished by
Eisevier Inc. Thi s an open access a ND license
0 memons

nephropathy (1 mesangioproliferative
glomerulonephritis, characterized by the deposition of
galactose-deficient IgAI (Gd-TgAl)-containing immune
complexes in the glomerular mesangium.' These immune
complexes initiate a cascade of inflammatory events, eventu

* At the time the present study was initiated, no IgAN >p<um
treatments were available, and guidelines recommended goal-
directed supportive care comprisi
blood pressure control, and renin-angiotensin system (RAS)
blockade to reduce proteinuria.

There is accumulating evidence for the gut mucosal im
mune system and mucosal-derived Gd-IgA1 in the patho-
genesis of primary IgAN. Peyer's patches are aggregations of
Iymphoid follicles, located in the mucosal layer of the intes-
tine, and concentrated in the ileum. They are part of the gut-
associated lymphoid system and serve as antigen sampling

391

Efficacy and safety of a targeted-release formulation of
budesonide in patients with primary IgA nephropathy
(NeflgArd): 2-year results from a randomised phase 3 trial

Summary
Background IzA nephropathy is a chronic immune-mediated kidney disease and a major cause of kidney failure
wockbvide, The gt mvcoal imemune sten i bnplcated v it patbogracss, and Nefeson i 2 oorel. om,
targeted-rel idesan gned 1o act at the gul mucosal level. We present s from the
2year, |.hw 3 Nrblginl |m|u| N»lm.n in p.:llenl\ with TgA nephropathy.

Methods In this phase 3, multicentre, randomised, double.blind, placcbo-controlled trial, adult paticnts (aged
=18 years) with primary IgA nephropatl ated ylomeml « filtration rate (eGFR) 35-90 mLmin per 1-73 m2,
and persistent protcinuria (urine protein-creatinine ratio or proteinuria 1 g/24 h) despite optimiscd renin-
angiotensin system blockade were enrolled at 132 hospital e irial i n 25 comusis watieite Paeass
were randomly assigned (L1) t [day oral capsules of Nefecon or matching placebo for 9 months,
followed by a 15-month etiod off study drug. Randomi

technology systemwassiratified according o bateline proteinutia (<2 ar 2/

per 1-73 m3), and region (Asia-Pacifc, Europe, North Americs, o South America). Patients, investigat

staffwere masked o treatment assi iment throughout the 2-year trial. Optimiscd supportive care was also continucd
throughout the trial, The primary cfficacy endpoint was imeweighted avcrage of cGER over 2 years. Efficacy and

Articles

safety analyses were done in the full amalysis set (ie, all randomly assigned patients). The trial was registered on e
P p

nicalTrials.go, NCT03643965, and is complete.

Findings Patients were recruited to the NefTgArd trial between Sept 5, 2018, and Jan 20,2021, with ‘(Mpam-nl\(lll per
treatment group) tandomly assigned in the full analysis sel. 240 (65¢) patients were men and 124 (3

275 (76%) identified as White. The time-weighted average of eGFR over 2 years showed a sta mlh significant
treatment benefit with Nefecon versus placebo (difference 505 mLfmin per 1.73 m2 195'4 C13-24107-38], p<0- onm)
with a time-weighted average change of -2.47 mL{min per 1.73 m? (95% C1-3-88 to ~1.02) reported with Ne
and -7-52 mL{min per 1.73 m? (-8.33 1o 6. 18) reported with placcbo. The most Lounnnnl\ reported treatment-
emergent adverse cveals ducing Uestment with Nefecon were perpherl gederma (3 [175] patiats, i placeb
seven [4%] patients), b 22 ), acne (20 [11%] us
two [13¢]), and headache .m[w ] vs 14 [8%]). No treatment-related deaths were reported.

Interpretation A 9-month treatment period with Nefecon e ided a clinically relesant reduction in eGFR decline and
a durable reduction in protcinuria versus placebo, providing support for a discase-modifying effect in patients with
1A nephropathy. Nefecon was also well olerated, with a safety profle as expected for a locally acting oral budesonide
product

Funding Calliditas Therapeutics.

Copyright © 2023 Elscvier Ltd. All rights reserved.
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Targeted-release budesonide modifies key () Grockto pastes
pathogenic biomarkers in immunoglobulin A
nephropathy: insights from the NEFIGAN trial

fimbury ', Masahiro Muto” 4 S. Bhachu', Katrin Scionti’, Jeremy Brown', Karen Molyneux’,
Claudia Seikrit’, Dita Maixnerova®, Laura Pérez-Alés”, Peter Garred”, Jirgen Floege”, Viadimir Tesat”,
Bengt Fellstrom®”, Rosanna Coppo’ and Jonathan Barratt'

OPEN

“Mayer lgh Nephropathy Laboratories, Department of Cardi iences, University of Leicster, Leceste, UK ‘Depmmem of
Nephralogy, Juntendo Univrsity Faculty of Hedi o

; Ist Faculty
University Hospital, Charles University, Prague, Czech Republi Jor Medcine, Department of Clinkcal Immanclogy,
Section 7631, Rigshospitalet, Lapen’qun Denmark; “Department of Medicol Sciences, Uppsala University, Uppsolo University Hospital,
Uppsala, Sweden; and * linette, Regina Margherita Hospitol, Turin, Itoly

im mn.-gnhulm \ nephroputhy (TZAN) at high risk
ey failure (sccelerated approv:

l‘\ Foind ‘. Drug Admisistratian; conditicnal .lmvmml.
uropean Medicine Agruu ).' * Nelecon delivers budesc

(PYNORC  di
1gh neshropathy, prelnuia

oyright . Intematenal
sevier Inc. This is an open

108, 381 363: hitpsdoi o N elecon is the st approved treatment for patients with

ology. Publshed by
< (hitp

e (GALT) of the dleur dicetly addressing in
thin this Peyer’s patches—rich arca of
the GALT an pulating the local production of the
polymeric poorly  O-galactosylated form  of TgAl or
AL (GA-TgAL) and generaton of path
immune complexes (IgA-IC)* The
is 1o explore the biochemical path-
con cxerted its effects in paticnts
W ‘nhly

was a randomized,
1o assss the satety

despite optimized renin-angiotensin-aldosterone system
Uloukade therapy; fied acwording 1o the
Lselir
Netecon 8 mg/d. Nefecon
in phase, patients gt
d by a 3-month follow-up ;-m
lected during the trial and
JgAN-related biomarkers were

in Supplemmentary Lsble 81, and the Lumine
biomarker analyscs are shown in Supplementar

felcestero RESULTS
"D, 1, and BF are joint first authors. Patient demographics and baseline characteristics are given in
Received 23 December 2022; revised 4 October 2023; accepted 10 SUPplementary Table 53.° Changes from baseline in multiple
November 2023; published oniine 25 November 2023 biomarkers were observed at 9 months, as described below

y ernatonl (133 105, 1 38 s




62"ERA
CONGRESS

VIENNA & VIRTUAL
JUNE 4-7, 2025

Beyoud Nephrology

in collaboration with

O Osterreichische
G Gesellschaft fr
\ /N Nephrologie

INTRODUCTION

IgAN follows a multihit model: elevated Gd-IgA1 (Hit 1)
levels trigger IgA and IgG autoantibody production (Hit 2),
leading to the formation of IgA-IC (Hit 3), which deposits in
the mesangium, causing inflammation and injury.! GALT is
the main site for Gd-IgA1 production. The NeflgArd clinical
trial, which investigated nefecon (a gut-targeted
budesonide formulation), showed eGFR stabilization during
9 months of treatment and durable proteinuria reduction

vs placebo.?

AIM

To assess the changes in markers of Hits 1, 2, and 3 of the
IgAN pathogenic cascade with nefecon in patients from the
Phase 3 clinical trial at different exploratory time points.

METHOD

* In the NeflgArd trial (NCT0364396), patients received
9 months of treatment with either placebo or nefecon
16 mg/day, before entering a 15-month off-drug
observational period

» Gd-lgA1, IgG anti-IgA autoantibody, and IgA-IC levels in
216 consenting NeflgArd participants (n=108 per group)
were measured using serum samples collected at
baseline, 3, 6, 9, 12, and 18 months

* Gd-IgA1 levels were assessed using a commercial assay,
and IgG anti-IgA autoantibody and IgA-IC levels using
in-house sandwich ELISAs

ABBREVIATIONS

TERA

N i e

IgG, immunoglobulin G; SE, standard error.

(€) 77 ©F ] NIC-I ()

R. JONES?, and J. BARRATT'

RESULTS

Effects of nefecon on Hits 1, 2, and 3 of the IgAN
pathogenic cascade: a full NeflgArd analysis

LKHAN', N. NAWAZ', A.A A JAMA', WA. BARRATT', R.C. THOMAS'
'College of Life Sciences, University of Leicester, Leicester, UK; 2Calliditas Therapeutics AB, Stockholm, Sweden

Figure: Relative changes from baseline over time for (A) Gd-IgA1 (Hit 1), (B) IgG anti-IgA
autoantibodies (Hit 2), and (C) IgA-ICs (Hit 3), using robust regression with multiple imputations.

+ Significant reductions in Gd-lgA1 levels
were seen with nefecon vs placebo,
showing the efficacy of nefecon in
addressing Hit 1 of IgAN pathogenesis

* 1gG anti-lgA autoantibodies were also
reduced significantly with nefecon,
tackling Hit 2 of IgAN pathogenesis

* As aresult, we also observed a
significant reduction in IgA-ICs (Hit 3 of
the IgAN pathogenesis) with nefecon

B. Hit 2

(£SE)
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eGFR, estimated glomerular filtration rate; ELISA, enzyme-linked immunosorbent assay; GALT, gut-associated lymphoid tissue; Gd-IgA1, galactose-deficient IgA1; IgA, immunoglobulin A; IgA-IC, IgA-containing immune complex; IgAN, immunoglobulin A nephropathy;
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*

CONCLUSIONS

Nefecon 16 mg/day was the first fully
approved treatment for IgAN based on the
Phase 3 NeflgArd trial findings

* The 18-month NeflgArd biomarker data
represent the complete analysis of the
effects of the drug on the IgAN pathogenic
cascade, showing clear reductions in
markers of Hits 1, 2, and 3, compared with
standard of care alone

* These findings, coupled with other
previously published data, demonstrate that
nefecon has a direct disease-modifying
effect in IgAN
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Efficacy and safety of a targeted-release formulation of
budesonide in patients with primary IgA nephropathy
(NeflgArd): 2-year results from a randomised phase 3 trial

Richard . afayette, fens Kristensen, Andrew Stone, irgen Floege, Viadimis Tesai; Herndn Trimarchi, Hong Zhang, Necmi Fren, Alexander Paliege,
Heather N Reich, Brad H Rovin, 8 on behalf of the Neflg

Summary
TgA nephropathy is a chronic i diated kidney disease and a major cause of kidney failure
wmldwude The gm ||mc0<z| immune system is implicated in its pathogenesis, and Nefecon is a novel, oral,
of ide designed to act at the gut mucosal level. We present findings from the

29 y:ar phaﬁe 3 NeflgArd trial of Nefecon in patients with IgA nephropathy.

Methods Tn this phase 3, multicentre, randomised, double-blind, placebo-controlled trial, adult patients (aged
218 years) with primary IgA nephropathy, estimated glomerular filtration rate (¢GFR) 35-90 mL/min per 1-73 m2,
and persistent proteinuria (urine protein—creatinine ratio =0-8 g/g or proteinuria 1 g/24 h) despite optimised renin-

Published Onfine
August 14,2023

httpsldoi.org/10 1016/
50140 6736(23)01554.4

See Onlinc/Comment
hutps:doi og{10.1016/
50140-6736(23)01633-1

Division of Ney

Department of Medicine,

angiotensin system blockade were enrolled at 132 hospital-based clinical sites in 20 countries world Patients
were randomly assigned (L:1) to receive 16 mg/day oral capsules of Nefecon or matching placebo for 9 month:
followed by a 15-month obscrvational follow-up period off study drug. Randomisation via an interactive respons

ystem was stratified according to baseli inuria (<2 or 22 g/24 h), baseline ¢GER (<60 or =60 mL/min
per 1-73 m?), and region (Asia-Pacific, Europe, North America, or South America). Patients, investigators, and site
staff were masked to treatment assignment throughout the 2-year trial. Optimised supportive care was also continued
throughout the trial. The primary efficacy endpoint was time-weighted average of eGFR over 2 years. Efficacy and
safety analyses were done in the full analysis set (ie, all randomly assigned patients). The trial was registered on
ClinicalTrials.gov, NCT03643965, and is completed.

Findings Patients were recruited to the NeflgArd trial between Sept 5, 2018, and Jan 20, 2021, with 364 patients (182 per
treatment group) randomly assigned in the full analysis set. 240 (66%) patients were men and 124 (u%) we're women,

CA,USA (Prof R Lafayeste MD);

Calliditas Therapeutics,

Stockholm, Sweden

() Kistensen PHOJ; Stone

Blostatistics, Crewe, UK

(A Stone MSc); Department of
al

Nephrology and!

Immunology, Rheinisch-

Westfalische Tech

ische

Hochschule Aachen University

Hospital, Aachen, Germany
(Prof Floege MD); Department
of Nephrology, First Faculty of
Medicine and General

and 275 (76%) identified as White The timeny eighted average of eGFR over 2 years showed a
treatment benefit with Nefecon versus placebo (difference 505 mL/min per 1.73 m2[95% C1 3-24t07-38], p(O -0001),
with a time-weighted average change of ~2. 47 mL/min per 1.73 m? (95% CI -3.88 to ~1-02) reported with Nefecon
and -7-52 mL/min per 1.73 m2 (-8-83 to -6-18) reported with placebo. The most I :

University, Prague, Czech
Republic (Prof ¥ Tesal MD):
Nephrology Service, Hospital

reported
emergent adverse events during treatment with Nefecon were peripheral oedema (31 [17%] patients, vs placebo,
seven [4%] patients), hypertension (22 [12%] vs six [3%]), muscle spasms (22 [12%] vs seven [4%]), acne (20 [11%] vs
two [1%]), and headache (19 [10%] vs 14 [8%]). No treatment-related deaths were reported.

Interpretation A 9-month treatment period with Nefecon provided a clinically relevant reduction in eGFR decline and
a durable reduction in proteinuria versus placebo, providing support for a disease-modifying effect in patients with
TgA nephropathy. Nefecon was also well tolerated, with a safety profile as expected for a locally acting oral budesonide
product.

Funding Calliditas Therapeutics.

Copyright © 2023 Elsevier Ltd. Al rights reserved.

Introduction worldwide. With no cure for IgA nephrop current
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IgA y is a chronic diated kidney  Kidney Discase: lmproving Global Outcomes (KDIGO)
discase characterised by 1gA deposition in the glomeruli! guidelines, published in 2021, recommend providing
lgA nephropathy is the most common primary optimised supportive care (blood pressure management,
glomerular  di globally and has scrious lifestyle modification, maximally tolerated  renin-
conscquences, including reduced life expectand st angiotensin - system  [RAS] inhibition to  reduce
paticnts with IgA nephropathy are cxpected to de protcinuria, and addressing cardiovascular risk). After
kidney failure, with up to 50% doing so within 2( supportive care, patients who remain at high risk for
presentation. Therefore, IgA ncphropathy place progressive chronic kidney discase should be considered
substantial burden on patients and health.care services  for a clinical trial, or for systemic glucocorticoids (if they
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Articles

158 (87%) of 182 patients in the Nefecon group and  treatment was high (171 [94%] patients in each treatment
165 (91%) of 182 in the placebo group received 9 months  group took at least 80% of the total capsules). The overall
of randomised treatment. Compliance with study rate of study completion was high and similar in both
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12 months, with a reduction in UPCR of

49.7% (41-6-56-6).

Results from the UACR analysis were consistent with
those for UPCR, with the Nefecon group showing a
46-3% (36-5-54.5) reduction in time-averaged UACR
between 12 and 24 months compared with the placebo

group (p<0-0001; appendix p 11). The proportion of

patients  without microhaematuria  during  the
observational follow-up period was significantly higher
in the Nefecon group than in the placebo group (in
patients with two or more urine dipstick results during
the observational period, 94 [59%] of 158 vs 59 [39%] of 152;
odds ratio for Nefecon vs placebo 2-5 [95% CI 1-6-4-1],
p=0-0001; appendix p 12). Results of other secondary
cfficacy analyses were generally supportive of the overall
beneficial effectof Nefecon treatment (appendix pp 13-14).

During the 9-month treatment period, Nefecon
16 mgfday was well tolerated, with a safety profile as
expected for a locally acting oral budesonide product.
[ due to rgent adverse
events occurred in 17 (9%) of 182 patients in the Nefecon
group and three (29) of 182 in the placcbo group (table 3).
‘Ireatment-emergent serious adverse events were
reported in 18 (10%) patients in the Nefecon group and
nine (5%) patients in the placebo group, with most
considered unrelated to study treatment (table 3), and no
discernible patierns in terms of body system or organ
(appendix p 15). During the 15-month observational
follow-up, the incidence of treatment-emergent adverse
events and treatment-emergent serious adverse events
was similar between the groups.

One death due to SARS-CoV-2 infection was reported
during Nefecon treatment in a patient with several risk
factors for COVID-19 mortality, and another patient
treated with Nefecon died from a cerebral haemorrhage
10-5 months after their last dose. Neither death was
considered to be related to study treatment. No treatment-
emergent a events leading to death were reported
in the placebo group.

The most commonly reported treatment-emergent
adverse cvents during treatment with Nefecon were
peripheral oedema (31 [17%] of 182 patients vs placebo,
seven [4%] of 182 paticnts), hypertension (22 [12%] vs
six [3%]), muscle spasms (22 [12%)] vs seven [49%)] patients),
acne (20 [11%] vs two [1%]), and headache (19 [10%] vs
14[8%]); appendix p 15). These were generally non-scrious
adverse events and were of mild severity, and reversible
during or after treatment. In the Nefecon group, two
patients had hypertension events, and one patient had
both peripheral and face oedema cvents, all of which were
classed as serious; a fourth patient had a peripheral
oedema cvent that was graded as severe (appendix p 15)
During the observational follow-up, frequencies of the
most commonly reported treatment-emergent adverse
events were similar in both treatment groups, including
of SARS-CoV-2 infection, which was the most frequently
reported event (26 [15%] of 175 patients in the Nefecon
group and 30 [17%] of 174 in the placebo group), among
patients who had a study visit during the observational
follow-up; appendix p 16).

The incidence of infections during treatment was
similar between treatment groups (63 [35%] of 182 patients

wwa thelancel com Vol 402 September 9, 2023
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Visionary Study: Phase 3 Trial of Sibeprenlimab in Immunoglobulin A Nephropathy (IgAN)

ClinicalTrials.gov ID @ NCT05248646
Sponsor @ Otsuka Pharmaceutical Development & Commercialization, Inc.
Information provided by @ Otsuka Pharmaceutical Development & Commercialization, Inc. (Responsible Party)

Last Update Posted @ 2024-03-26

RECRUITING @
A Study of BION-1301 in Adults With IgA Nephropathy

ClinicalTrials.gov ID @ NCT05852938
Sponsor © Chinook Therapeutics, Inc.
Information provided by @ Chinook Therapeutics, Inc. (Responsible Party)

Last Update Posted @ 2024-04-19
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Trial of the Impact of Sibeprenlimab on Immunoglobulin A Nephropathy Kidney Tissue

ClinicalTrials.gov ID @ NCT06740526
Sponsor @ Otsuka Pharmaceutical Development & Commercialization, Inc.

Information provided by @ Otsuka Pharmaceutical Development & Commercialization, Inc. (Responsible Party)

Last Update Posted @ 2025-04-06
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RECRUITING @

Atacicept in Subjects With IgA Nephropathy (ORIGIN 3)

ClinicalTrials.gov ID © NCT04716231
Sponsor @ Vera Therapeutics, Inc.

Information provided by @ Vera Therapeutics, Inc. (Responsible Party)
Last Update Posted @ 2023-11-29

RECRUITING @

A Study of Telitacicept in Patients With Primary IgA Nephropathy

ClinicalTrials.gov ID @ NCT05799287
Sponsor @ RemeGen Co., Ltd.

Information provided by @ RemeGen Co., Ltd. (Responsible Party)
Last Update Posted @ 2023-09-06
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Evaluation of Efficacy of Povetacicept in Adults With Inmunoglobulin A Nephropathy (IgAN)

ClinicalTrials.gov ID @ NCT06564142

Sponsor @ Alpine Immune Sciences Inc, A Subsidiary of Vertex

Information provided by @ Alpine Immune Sciences, Inc. (Alpine Immune Sciences Inc, A Subsidiary of Vertex) (Responsible Party)

Last Update Posted @ 2024-12-05
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Population 1

Expanded IgAN populations*

» Adults with biopsy-proven IgAN or IgAVN
— Minimum eGFR 20 mL/min/1.73m?
— Minimum UPCR 0.5 g/g

« Children (age 10 to <18 y) with biopsy-proven
IgAN or IgAVN (UPCR 21 g/g)

« Adults with recurrent IgAN post-transplant

Population 2
Anti-PLA2R membranous nephropathy

Population 3
Anti-nephrin podocytopathy (MCD/FSGS)

Crecuing [

Monthly Dosing of Atacicept in IgAN

ClinicalTrials.gov ID @ NCT07020923

Sponsor @ Vera Therapeutics, Inc.

Information provided by @ Vera Therapeutics, Inc. (Responsible Party)
Last Update Posted @ 2025-06-24
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A Randomized, Controlled Trial of Rituximab in IgA

Nephropathy with Proteinuria and Renal Dysfunction Ig A
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A Study to Learn About the Effects of Felzartamab Infusions on Adults With
Immunoglobulin A Nephropathy (IgAN)

Conditions
Immunoglobulin A Nephropathy (IgAN)
Locations
Little Rock, Arkansas, United States

Apple Valley, Californi ted States.

Oxnard, California, United States San Dimas, California, United States
59 locg

[ nerosvesszr

A Study of Mezagitamab in Adults With Primary IgA Nephropathy Kidney
Condition

Conditions
Kidney Disease

Locations

Montgomery, Alabama, United States Los Angeles, California, United States

Lauderdale Lakes, Florida, United States Miami, Florida, United States.
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Development of a sweeping and blocking anti-IgA antibody
FcRn-mediated removal of circulating IgA

G Anti-IgA binds to circulating IgA

o Receptor-mediated endocytosis of anti-IgA in complex with IgA
e Complex dissociates in endosomes

o IgA is degraded in the lysosomes

e Anti-IgA recycles back through enhanced FcRn binding and
remains bound to FcRn

LALAPG mutations to avoid FcyR and C1q binding
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Biohaven Highlights Portfolio Progress, Innovation, and Anticipated Milestones at the 43rd Annual
J.P. Morgan Healthcare Conference; Reports Positive Degrader Data with Rapid, Deep, and Selective
Lowering of Galactose-Deficient IgA1 with Next Generation Potential Therapy for IgA Nephropathy

January 13, 2025
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biohaven

Biohaven Highlights Portfolio Progress, Innovation, and Anticipated Milestones at the 43rd Annual
J.P. Morgan Healthcare Conference; Reports Positive Degrader Data with Rapid, Deep, and Selective
Lowering of Galactose-Deficient IgA1 with Next Generation Potential Therapy for IgA Nephropathy

January 13, 2025
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Study of BHV-1400 in IgA Nephropathy

Conditions

IgA Nephropathy
Locations
Miami Lakes, Florida, United States Pembroke Pines, Florida, United States

Chesterfield, Missouri, United States Dakota Dunes, South Dakota, United States

Show all 5 locations
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IgA1 Protease Treatment Reverses Mesangial Deposits
and Hematuria in a Model of IgA Nephropathy

Sebastian M. Lechner,*"** Lilia Abbad,*"** Erwan Boedec,*'** Christina Papista,*"**

Marie-Bénédicte Le Stang,*'** Christelle Moal,*'** Julien Maillard, *'** Agnés Jamin,

Julie Bex-Coudrat,*** Yong Wang,! Aiqun Li/" Paolo G.V. Martini,' Renato C. Monteiro,

and Laureline Berthelot*™*%

IgA nephropathy (IGAN), characterized by mesangial IgA1 deposits, is a leading
cause of renal failure worldwide. IGAN pathogenesis involves circulating hypo-
galactosylated IgA1 complexed with soluble IgA F receptor | (sCD89) and/or
anti-hypogalactosylated-igA1 autoantibodies, but no specific treatmeant is avail

able for IgAN. The absence of IgA1 and CD89 homologs in the mouse has pre-
cluded in vivo proof-of-concept studies of specific therapies targeting IgA1
However, the a1KI-CD89Tg mouse model of IgAN, which expresses human
IgA1 and human CD89, allows in vivo testing of recombinant IgA1 protease
(IgA1-P), a bacterial peotein that selectively cleaves human IgAT. Mice injected with
IgA1-P(1-10 mg/kg) had Fc fragments of IgA1 in both serum and urine, associated
witha decrease in IgA1-3CD89 complexes. Levels of mesangial IgAT deposits and
the binding partners of these deposits (sCD89, transferrin receptor, and trans-
glutaminase 2) decreased markedly 1 week after treatment, as did the levels of
C3deposition, CD11b" infltrating cells, and fibronectin. Antiprotease antibodies
did not significantly alter IgA1-P activity. Moreover, hematuria consistently de-
creased after treatment. In conclusion, IgAT-P strongly diminishes human IgAT
mesangial depesits and reduces inflammation, fibrosis, and hematuria in a mouse.
IgAN model, and therefore may be a plausible treatment for patients with IGAN.

Nepers 6. dor- 10,1681 56

IgA nephropathy (IgAN) is the most disease progression and its recurrence
GN worldwide. The  after transplantation.*© Human and
c mesangial - mouse studics have revealed patho-
deposition of IgAl-immune com-  genic mechanisms by which IgAl com
plexes.’ [AN patients exhibit circulating t trapped in the mesangium
galactose-deficient 1gA1,°4 which can mteraction with an alternative
form complexes with its soluble receptor . the transferrin receptor
CD89*" and with autoantibodies that spe R This induces transglutamin
cifically recognize galactose-defi activation
2A1* Recently, these factors have been pesangial cells, which can be associated
identified as valuable biomarkers to predict  with the recruitment of inflam

and the progresive destr
ular filtration ™4

There are no specific treatments for
IgAN. Clinicians routinely use angiotensin-
converting enzyme inhibitors'* or an

giotensin [] receptor antagonists to treat

patients with proteinuric or hypertensive
[AN. 1547 [n cases of severe progressive
IgAN, immunasuppressive therapies are

gested. Long-term corticosteroid
treatments have been shown to be effec
tive in patients with proteinuria and
preserved renal function, but their use
! Other treat

is still controversial.'>
ments, such as
oil or a gluten.-f
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Efficacy and Safety of Ravulizumab in IgA Nephropathy
A Phase 2 Randomized Double-Blind Placebo-Controlled Trial

CLINICAL STUDY FOR
PATIENTS WITH IgAN

gl Angel éres
Andresas

ted the complement C5 inhibitor, ravulizumab, in adults RECRU ITING o
relative seduction in proteinuria for avulizumab versus placebo was
maonths.
s weas well tolerated,

Abstract
Background The complement s

Study of Ravulizumab in Immunoglobulin A Nephropathy (IgAN) (ICAN)

ClinicalTrials.gov ID @ NCT06291376

0 A rephropathy,
proteinuria ¢ { in m?, min bluckide were randomized 2
ulizumab {intravenous every 8 weeks) or placebo for 26 weeks. From week 26-50, all particpants received open-label
ravulizumab, The primary end point was percentage change in proteinuria from baseline 6, Secondary end points - -
included change in proteinuria at week 50 and eGFR. Safety, pharmaco Sponsor o Alexlon Phal’maceutlca|s, |nC.
y-three patients wene zandomized to ravulizumab and 23 to
0 in proteinuria was observed with z Vo confidence interval [CI], —50.2 . . o N . .
ih placcbo (30,1 Information provided by @ Alexion Pharmaceuticals, Inc. (Responsible Party)
treatment effect;
protein with ravulizumab, and in patients
e X Last Update Posted @ 2024-05-03
From baseline t
1 and in 2o fo 7 ek 26, it was 9
m”. Ravulizumab was well tolerated, with an adverse evenl profile similar to that for placebo.

cally meaningful reduction in proteinuria and trend toward stabilizatica of
versus plicebo, A phase 3 trial (NC106291 s enrolling,

tudy of Ravulizumab in Proliferative Lupus Nephritis or IgA
2024. doi: hitp 681 ! 34

This is an open aocess « Commras Attribution License 4.4 (CCRY), pormits unrestricted use,
disteibution, and rep . d the onginal work s properly cited,

Due ta the number of contributing authars, tions are: listed 3 the end of this article.
Correspondence: Praf. Jarathan Barras, email: f1i wlcicester ac uk

Received: August 28,
Published Online Ahe:

“The list of nonsuthar cantributar & mrensive and has hoen prawided in Supplemental Sum

JASN w112, w—- 2024 i The Authorisi. Published by Wokers Kluwer Health, Inc. on behall of the Amencan
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INTRODUCTION

» Overactivation of the alternative
pathway is one of the key drivers of
IgAN. Targeting the alternative
pathway may address an unmet
need for targeted
immunomodulation and result in the
improvement of kidney function and
prevention of disease
progression."?

* |Iptacopan is a proximal
complement inhibitor that targets
factor B to specifically inhibit the
alternative complement pathway
while leaving signaling from the
lectin and classical pathways
intact.?34

AIM

» This repeat-biopsy mechanistic study
aims to evaluate the effects of
iptacopan on the underlying
immunopathology in patients with IgAN
and to better understand the role of
complement activation in IgAN

ABBREVIATIONS

ACEi, angiotensin converting enzyme inhibitor; ARB,
angiotensin receptor blocker; bid, twice a day; C3c,
complement 3c; eGFR, estimated glomerular filtration
rate; FMV, first morning void; IgAN, IgA nephropathy;
RBC/HPF, red blood cell per high power field; SGLT2i,
sodium-glucose co-transporter 2 inhibitors; UPCR, urine
protein—creatinine ratio.

METHOD

* This Phase Ila multicenter, single-arm, open-label, repeat-biopsy study will enroll up to 20 adult patients with IgAN (Figure).

 Key inclusion criteria include biopsy-proven IgAN; eGFR =30 mL/min/1.73 m2; proteinuria 0.8 g/g from FMV; receiving a
maximally tolerated and/or stable dose of supportive care treatment (ACEi or ARB and/or SGLT2i) for 290 days before baseline.
Vaccination against Neisseria meningitidis and Streptococcus pneumoniae must be completed, and—if available and per local
regulations—Haemophilus influenzae vaccination should be administered, at least 2 weeks before starting study treatment.

« The primary, secondary, exploratory objectives are listed in the Table.

Kidney biopsy Follow-up biopsy (14 days)

Screening Baseline Open-label treatment End of treatment
@ Iptacopan 200 mg bid } Roll-over open-label
e : extension study
H (NCT04557462)*
n=20 ' Safety follow-up call
! (EOT+7 Days)
| | H |
I I ‘ H I
D-28 D-14 D1 Month 9
bid, twice a day; D, day; EOT, end of treatment; n, number of participants. *Eligible participants may enroll in the roll-over extension study, contingent upon local
regulations.
Table: Key Study Objectives
Objective Endpoint (s)
Primary

Quantifying the change after treatment with iptacopan in mesangial
C3c and C3c-containing fragments

Secondary
Describing the histopathological changes after iptacopan treatment
Exploratory

Evaluating the histopathological changes in complement biomarkers
after treatment with iptacopan

Describing changes in UPCR, hematuria, and eGFR after treatment
with iptacopan

Exploring the correlation of histopathological changes with proteinuria
and eGFR changes after treatment with iptacopan

Achievement of a minimum one-grade reduction from baseline at 9
months in mesangial C3c and C3c-containing fragments

Change from baseline at 9 months in CD68+ cells and immunoglobulins

Change from baseline at 9 months in MEST-C score

Log-transformed ratio to baseline of UPCR at 9 months. Change from
baseline at 9 months in dipstick and RBC/HPF, and in eGFR

Correlation between changes in histology and e GFR changes

A mechanistic biopsy study of the effect of iptacopan on
immunopathology in patients with IgA nephropathy (IgAN)

DANA V. RIZK', BART MAES?, HONG ZHANG3, MATTHIAS KRETZLER*, FRANK EITNERS, CLINT W. ABNERS®, MARIE-ANNE VALENTINS, VIPIN N7, MARIA FERNANDA DI TATAS, JONATHAN BARRATT®

1The University of Alabama at Birmingham, Alabama, United States of America, 2Delta General Hospital, West Flanders, Belgium, *Peking University First Hospital, Beijing, P.R. China, “University of Michigan, Ann Arbor, MI, United States of America, SNovartis Pharma AG, Basel,
Switzerland, SNovartis Pharmaceuticals Corporation, East Hanover, NJ, United States of America, "Novartis Healthcare Ltd, Hyderabad, India, 8Novartis Farmacéutica SA, Barcelona, Spain, ®University of Leicester & Leicester General Hospital, Leicester, United Kingdom

CONCLUSIONS
* This repeat-biopsy study will

explore the impact of iptacopan
on IgAN immunopathology by
assessing glomerular
complement activation together
with renal histopathology, kidney
function, and key biomarkers.

The findings will enhance
understanding of the mechanistic
effects of iptacopan on IgAN and
potential kidney protective
benefits.
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Sparsentan in patients with IgA nephropathy: a prespecified
interim analysis from a randomised, double-blind, active
controlled clinical trial

’1‘\."\um

Summary

Background Sparsentan is a novel, non-immunosuppressive, singlemolecule, dual endothelin and angiotensin
receptor antagonist being examined in an ongoing phase 3 trial in adults with IgA nephropathy. We report the
prespecified interim analysis of the primary proteinuria efficacy endpoint, and safety.

Methods PROTECT is an international, randomised, double-blind, active-controlled study, being conducted in
134 clinical practice sites in 18 countries. The study examines sparsentan versus irbesartan in adults (aged =18 years)
with biopsy-proven IgA nephropathy and proteinuria of 1-0 g/day or higher despite maximised renin-angiolensin
system inhibitor treatment for at least 12 weeks. Participants were randomly assigned in a 1:1 ratio to receive
sparsentan 400 mg once daily or irbesartan 300 mg once daily, stratified by estimated glomerular filtration rate at
screening (30 to <60 mL/min per 1-73 m2 and =60 mL/min per 1-73 m2) and urine protein excretion al screening
(=1.75 g/day and >1.75 g/day). The primary efficacy endpoint was change from baseline to week 36 in urine protein—
creatinine ratio based on a 24-h urine sample, using mixed model repeated measures. Treatment-emergent
adverse events (TEAEs) were safety endpoints. All endpoints were examined in all participants who received at least
one dose of randomised treatment. The study is ongoing and is registered with ClinicalTrials.gov, NCT03762850.

Findings Belween Dec 20, 2018, and May 26, 2021, 404 parll(lpanls were randomly assigned to sparsentan (n=202) or
irhesartan (n: and received treatment. At we t squares mean percent change from
baseline in urine protein-creatinine ratio was st r;nl] significantly greater in the sparsentan group (-49.8%) than
the irbesartan group {~15-1%), resulling in a between-group relative reduction of 41% (least squares mean ratio=0-59;
95% CT 0-51-0-69; p<0-0001). TEAEs with sparsents imilar to irbesartan. There were no cases of severe
oedema, heart failure, hepatotoxicity, or oedema-related discontinuations. Bodyweight changes from baseline were
not different between the sparsentan and irbesartan groups.

Interpretation Once-daily treatment with sparsentan produced meaningful reduction in proteinuria compared with
irbesartan in adults with IgA nephropathy. Safety of sparsentan was similar to irbesartan. Future analyses after
completion of the 2-year double-blind period will show whether these beneficial effects translate into a long-|
nephroprotective potential of sparsentan.

Funding Travere Therapeutics.
Copyright © 2023 Published by Elsevier Ltd. All rights reserved.

Introduction proteinuria of 1 g/day or higher have a greater risk of
Immunoglobulin A (Ig4) nephropathy discase p , and additional trcatment is
common primary glomerulonephritis and an i at  recommended,
ca of kidne lailure u P teinuria The use of RAS inhibitors as standard of care in IgA
consistently shown tc siv phrops d on their well established pleiotropic
Kidney function loss in patients with [gA n phr()wﬂ nephroprotectiv ety of kidney discases
ission of proteinuria i ciated with and indicates a contribution of main effector,
kidney outcomes.’ Despile the risk of progressi i angiotensin 1T, in the pathophysiology of TgA nephropathy:
nd Kidney failure, few therapeutic options are More recently i
The Ndnr\ Disease Improving Clobal pathogenesis of ropathy show {hwlendolhehul
i mmends the use of (ET-1) contributes 1o the pathophysiology
¥ (RAS) inhibitors in patients  nephropathy via activation of ET, receptors, leading to
with proteinuria me 0.5 gjday* Following variety of effects including vasoconstriction, pf)dlx\(r
3 months of RAS inhibitor treatment, patients with dysfunction, wbular injury, inflammation,

wewrar thelancet.com Published online April 1, 2023 https://doi.org/10.1016/S0140-6736(23)00569 X
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Efficacy and safety of sparsentan versus irbesartan in
patients with IgA nephropathy (PROTECT): 2-year results
from a randomised, active-controlled, phase 3 trial

2 E Alp:
!aura,
I Pr

eendn Trimarch, fe

Summal
B.\(kgrou:\yd Sparsentan, a novel, non-immunosuppressive, single-molecule, dual endothelin angiotensin receptor
anlagonist, significantly reduced proleinuria versus irbesartan, an angiolensin II receptor blocker, at 36 weeks
(primary endpoint) in paticnts with immunoglobulin A nephropathy in the phase 3 PROTECT triaPs previously
reporled inlerim analysis. Here, we report kidney [unclion and outcomes over 110 weeks from the duuble‘blmd final
analys
Methads PROTECT, a double-blind, randomised, active-controlled, phase 3 study, was done across 134 clinical practice
sites in 18 countries throughout the Americas, Asia, and Europe. Patients aged 18 years or older with biopsy-proven
i IgA mephropathy and proteinuria of at least 1-0 g per day despite maximised renin-angiotensin system
tion for at least 12 weeks were randomly assigned (L:1) to receive sparsentan (target dose 400 mg oral sparsentan
once daily) or irbesartan (target dose 300 mg oral irbesartan once daily) based on a permuted-block randomisation
method. The primary endpoint was proteinuria change between treatment groups at 36 weeks. Secondary endpoints

included rate of change (slope) of the estimated glomerular filtrati R), cha inuria, a composite of’

kidney failure (confirmed 40% eGFR reduction, end-stape kidney disease, or all-cause mortality), and safety and
tolerability up t 110 weeks from randomisation. Secon y oulcomes were asscssed in the full analysis set and
afety was assessed in the safety set, both of which were defined

at least one dose of randomly assigned study drug. This trial is registered with ClinicalTrials.gov, NCT03762850.

Findings Between Dec 20, 2018, and May 26, 2021, 203 patients were randomly assigned to the sparsentan group and
203 to the irhesartan group. One patient from each group did not receive the study drug and was excluded from the
efficacy and safety analyses (282 [70%] of 404 included patients were male and 272 [67%] were White) . Patients in the
sparsentan group had a slower rate of eGFR decline than those in the irhesartan group. eGFR chronic 2-year slope
(weeks 6-110) was ~2.7 mL/min per 1-73 m? per yvear versus -3-8 mL/min per 1.73 m? per year (difference
11 mL{min per 1.73 m? per year, 95% CI0-1 1o 2.1; p=0-037); lotal 2-year slope (day 1-week 110) was ~2+9 mL/min
per 1:73 m? per yvear versus ~3-9 mLjmin per 1.73 m? per y diffe Jmin per 1.73 m? per vear,
95% CI -0-03 lo 1-94; p=0.058). The significant reduclion in proleinuria al 36 weeks with sparsenlan was maintained
throughout the study period; at 110 wecks, proteinuria, as determined by the change from bascline in urine protein-
to-creatinine ratio, was erin the sparsentan group than in the irbesartan group (—2-8%,95% CI -49-80-35.-0,
with sparsentan versus —4-4%, —15-8 to 8.7, with irbesartan; geometric least-squares mean ratio 0-60,
95% CI0-50 to 0-72). The composite kidney failure endpoint was reached by 18 (9%) of 202 paticnts in the sparsentan
group versus 26 (13%) of 202 patients in the irbesartan group (relative risk 0-7, 95% CI 0-4 to 1-2). Treatment-
emergent adverse events were well balanced between sparsentan and irbesartan, with no new safety signals,

Interpretation Over 110 weeks treatment with :paxseman versus maximally titrated irbesartan in patients with
IgA nephropathy resulted fi i and preservation of kidney i

Funding Travere Therapeutics

vier Ltd. All rights reserved.
Introduction X t treatment options are limited,' and it
Immumoglobulin A nephrapathy is the most common y since December, 2021, that a small mumber of

de' and is associated treatments have become available in Europe and
risk of kidney failure: the USA® IgA nephropathy is usually found in
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A Study of the Safety and Activity of Sparsentan for the Treatment of Incident Patients With
Immunoglobulin A Nephropathy (SPARTAN)

ClinicalTrials.gov ID @ NCT04663204
Sponsor @ University of Leicester

Information provided by @ University of Leicester (Responsible Party)
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SPARTAN (NCT0466320) Study Design el

SPARTAN
N=12

Day 1 to Week 2 Weeks 3 to 110 Weeks 110 to 114

Start SOC RASB therapy

SPARSENTAN 200 mg SPARSENTAN 400 mg

Key Eligibility Criteria Treatment period, weeks Final visit
Age 218 years
Biopsy-proven IgAN within <6 months Screening Day1 2 4 12 24 36 48 58 70 82 94 106 110 ‘134
Proteinuria 20.5 g/day Proteinuria* | ® | ® o (o |0 |0 |0 | o o| o
eGFR >30 mL/min/1.73 m?
No ACEls/ARBs within <12 months

eGFR
mGFR

Key Endpoints Ambulatory BP

Safety

Change in proteinuria from baseline
Complete remission of proteinuria
(<03 g/day) Renal and cardiac MRI
Change in GFR and BP from baseline

Total body water

Kidney biopsy
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Figure 1. Study Design

Screen
<8 weeks

» Standard of care

» Confirm
eligibility

* Informed
consent

» Week -2:
2-week washout
period (no RAAS
inhibitors)

Study Cohorts

Population 1 (n=30)
(FSGS and/or MCD)

Cohort1 | 28 to <18 years m

Cohort2 | 23 to <8 years n=18

Cohort3 | 21 to <3 years m

Population 2 (n=27)
(IGAN, IgAV, or AS)

Cohort1 | 28 to <18 years m
Cohort2 | 25 to <8 years
Cohort3 | 22 to <5 years m

RAAS, renin-angiotensin-aldosterone system.

Leicester "‘
gNephmpathy '
Research Group

Week 1 to Week 108

« Dosing: Once-daily
dosing of Sparsentan

* Assessments:

« Safety, tolerability
and clinical response

* PK (Day 1, Day 2, and
Week 12)
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INTRODUCTION

+ Overactivation of the alterative
pathway is one of the key drivers of
IgAN. Targeting the alternative
pathway may address an unmet
need for targeted
immunomodulation and resultin the
improvement of kidney function and
prevention of disease
progression.
Iptacopan s a proximal
complement inhibitor that targets
factor B to specifically inhibit the
alternative complement pathway
while leaving signaling from the
lectin and classical pathways
intact. 3¢

AIM

+ This repeat-biopsy mechanistic study
aims to evaluate the effects of
iptacopan on the underlying
immunopathology in patients with IgAN
and to better understand the role of
complement activation in IgAN
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METHOD

« This Phase lla multicenter, single-arm, open-label, repeat-biopsy study will enroll up to 20 adult patients with IgAN (Figure)

+ Key inclusion criteria include biopsy-proven IgAN; eGFR 230 mL/min/1.73 m?; proteinuria 20.8 g/g from FMV; receiving a
maximally tolerated andor stable dose of supportive care treatment (ACEi or ARB and/or SGLT2) for 290 days before baseline.
Vaccination against Neisseria meningitidis and Streptococcus pneumoniae must be completed, and—if available and per local
regulations—Haemophilus influenzae vaccination should be administered, at least 2 weeks before starting study treatment.

« The primary, secondary, exploratory objectives are listed in the Table.

Screening  Baseline Open-iabel treatment End of treatment

Iptacopan 200 mg bid
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.. Gy, EOT, o o rstment . rambr of atpans. “Elg parcipants may vl n e fo-oer e
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Table: Key Study Objectives

Primary

Quantifying the change after treatment with iptacopan in mesangial  Achievement of a minimum one-grade reduction from baseline at 9

Cac and Cac-containing fragments months in mesangial C3c and C3c-containing fragments

Secondary

Describing the histopathological changes after iptacopan treatment  Change from baseline at 9 months in CD68+ cells and immunoglobulins
Exploratory

Evaluating the histopathological changes in complement biomarkers
after treatment with iptacopan

et i (LR L TR el o P i
with iptacopan baseline at 9 months in dipstick and REC/HPF, and in eGl

Exploring the correlation of histopathological changes with proteinuria
and eGFR changes after treatment with iptacopan

Change from baseline at 9 months in MEST-C score.

Correlation between changes in histology and eGFR changes.

Jer, United Kingdom

CONCLUSIONS

+ This repeat-biopsy study will
explore the impact of iptacopan
on IgAN immunopathology by
assessing glomerular
complement activation together
with renal histopathology, kidney
function, and key biomarkers.

The findings will enhance
understanding of the mechanistic
effects of iptacopan on IgAN and
potential kidney protective
benefits.
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