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Targeted-release budesonide versus placebo in patients with @, (!)

IgA nephropathy (NEFIGAN): a
placebo-controlled phase 2b tri

Aenge Felltzim, Jonathan Aareatt, Heather Cook, B oppe o
francesco Locatel,
rilimestigate

Summary
Background IgA nephrapathy is thoughi 1o be as

double-blind, randomised,
al

sehally o e, Mo s Jacdine

Mercer, Fernanda Ovtiz, Manuel Prage, Soren

h mucosal \mmum- stem dysfunclion, which manifests

as renal IA deposition that leads to impairment and end-stage renal discase in 20-40% of patients within 10-20 years.
L this il (NEFIGAN) we s o skacns sy and cficcy of  nove et relcose ormultion of budcsonide

(TRF-budesonide), designed to deliver the drug to the distal

Methods We did a randomised, double-blind, placebo-cor
9-month treatment, and 3-month follow-up phiscs at 62
recruited patients aged

at least 18 years with biopsy-confirmed primary IgA nc

ileum in patients with IgA nephropathy.

mirolled phase 2 trial, comprised of 6-month run-i
nephrology clinics across ten European countrics. We
nephropathy and persistent proteinuria

d renin-angiotensin system (RAS) blockade, We randomly allocated patients with a computer

algorithm, with a fixed block size of three, in a 1:11 ratio to
or placebo, stratified by bas
once daily, 1 before breakfast. dlmnp the treatment phase.
throughout the trisl Our prim
phiase, which was assessed in e analysis set, defined

e urine protein creatinine ratio (UPCR). Patients sel

outcome was m!an change from baseling

16 mg/day TRF-budesonide, § mg/day TRF-budesonide,
nistered masked caj

All patients wnnnuul optimiscd RAS blockade treatment
5

n UPCR [ﬂ the 9-month treatmes
o gt

trial medication and had at least ane post-dose efficacy measurement. Safety was assessed in i patients who received
the intervention. This trial is registered with ClinicalTrials.gov, number NCTO01738035.

Findings Between Dec 11, 2012, and June 25, zuls 150 rdudulmwd patients were treated (safety set) and 149 patients
nths

were eligible for the full analysis set. Overall, at 9

udesonide (16 mgfday plus 8 mgfday) was associated

with a 24.4% (SEM 7.7%) decrease from I)ase line in mean UPCR (change in UPCR vs placebo 0-74; 95% CT
0-59-0-94; p=0-0066). At 9 months, mean UPCR had decreased by 27-3% in 48 patients who received 16 mg/day

p=0-0092) and 21.5% in the 51 paticat;

s who received 8 mglday (0-76; 0-58-1-01; p=0-0290

©:75 0
50 patients who received placebo had an increase in mean UPCR of 2.7%. The effect was sustained throughout
lay

followup. Incidence of adverse events was similar In all i
group, 48 [94%] of 51 in the TRF-budesonide § mg/day, and

oups (43 [88%] of 49 in the TRI“budesonide 16 mg,
42 [8456] of 50 controls). Two of 13 scrious adverse events

o pomiy sl wht RS cesonle—docy e thienboss (1 g ) s pbo deeotion

renal function in follow-up (patients were tapered from 16 g

assessed 4 weeks later).
Interpretation TRF-budesonide 16 i .uv added to optimi

Dudeconide could ecome the s qm ific treatment fo
upstream of disease manifestation.

Funding Pharmalink AB.

Introduction
" prevalent chranic
with patients aflen
diagnosed as young adults? About 2040% of patients
progress to end-stage runal discase within 10-20
diaggmosis = Major risk factors for progr
tenal disease are persistent proteinuria, hyperiensic
reduced glomerular filtration rate (GFR)= Kids
Disease: Tmproving Global Outcomes (KDIGO) guidelines
Prgpelii ol b ptisiio sl o e

wravithatancet o Publihed anlins March 28,2017 it do orgf10.101

day over 2 weeks and follow-up was

dead B hlodadc reduced proteinuria in patients with
re progre as
g m-||l|m|uﬂ>y targeling intestinal mucosal immuni

spstem [RAS| blockade with angiotensin-courting

Fls) or angiolensin recepior

vreatment for patients with

m ‘nephropathy with proteinuria of more than 1 g/day
mendation level 1), and sug

afless than 1 gfday {recommendation
Jeve 2D} For patients with persistent f more
har 1 gfday and GFR greater than 50 ml fimi 3 m?
despite 6 months’ optinised RAS blockade, KDIGO

0140 6736017139550.0.
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Results from part A of the multi-center,

double-blind, randomized,

clinical trial

) Check for updates

see commentary on page 258

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’, Hernan 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

Medicine, Stanford University, Stanford, California, USA; *Calliditas Therapeutics AB, Stockholm, Sweden; *Stone Biostatistics Ltd., Crewe,

UK; *Division of Nephrology, Toronto General Hospital Research Institute, University of Toronto, Toronto, Ontario, Canada; “Department

of mpr.mtogy and Ciinical Immunology, Rheinisch Wnlfmnuw Technische Hochschule Aachen University Hospital, Aachen, Germany;
ublic

. 15t School of Medicine and Gen

ral University Hospital, Charles University, Prague, Czech Rep

!Nrphlnhqy Service, Hospital Britdnico de Buenos Aires, sumor Aires, Argentina; *Renal Division, Peking University First Hmprml Peung
University Institute of Nephrology, Bejiing, China; "°Department of Nephrology, Kocaeli University, Kocaeli, Turkey; "' Division

Nephrology, Department of Internal Medicine I, University 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.

NCT03643965). NefigArd was a multicenter, randmmled,
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
mi/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 Medicol Center, 410 W 10th Avenve, Columbus, Ohio
43210, USA. Exmait 8o bsu

"The NefigArd Tral Investigators are lsted in the Append
eceived 1 July 2022; revised 23 September 2022; accepted 29
s-mmm 2022; published online 19 October 2022

dney incermational (2023 103, 391

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

JORDS: glomerular disease; ghuc oids; gut-assodiated lymphoid
tsue; lgA nephropathy
Copytight © 2022, Intemational Society of Nephrology. Pubished by
Eisevier Inc. Thi is an open access a the NCAD Hcense

A nephropathy (IgAN) esa
glomerulonephritis, characterized by the deposition of
galactose-deficient IgAL (Gd-IgAl)~containing immune

complexes in the glomerular mesangium.' These immune
complexes initiate a cascade of inflammatory events, eventu
ally causing irreversible glomerulosclerosis and tubulointersti
tial inflammation and fibrosis with loss of kidney function;
patients with progressive disease (i.e., proteinuria 1 g/24 h),
the risk of kidney failure may be up to 50% within 20 years.

* At the time the present study was initiated, no IgAN-specific
treatments were available, and guidelines recommended goal
directed supportive care comprising lifestyle change.

blood pressure control, and renin-angiotensin syste
blockade to reduce proteinuria.

There is accumulating evidence for the gut mucosal im
mune system and mucosal-derived Gd-IgAl 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-

lymphoid system and serve as antigen sampling

391

Articles

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

i Teses, Wermian Trimarchi Hlong Zhang, Neci Eren, Alecany

fd il imetigeters
2 iy

Summary

Background IzA mphwwth\ is a chronic immune-mediated kidney disease and a major cause of kidney failure

worldwide, The got mucosal immune system i implicated in its pathogenesis, and Nefecon is @ novel, oral,

largeted-release. |u lation of budeson gned 1o act at the gut mucosal level. We |..w-m s from the
phase 3 Neflgard trial of Nefecon in patients with IgA nephropathy

Methods In this phase 3, multicente, randomiscd, double blnd. pL«:cI.K)(onnollLd al, st et (a5
=18 years) with primary IgA nep ated glmerulr lration e (<GFR) 35-90 mlmin pe 173 m
and persistent protcinuria (urine protein-creatinine ratio or protcinuria =1 /24 h) despite opumucd renin-
aniotensin system blockade were enrolled at 132 hospital e il s n 20 countries worldwide. Paticnts
9 months,
followed by a 15-month observ leraclive response
technology system was stratfied according|
2), and region {Asia-Pacific, Euroj
St were masked to tratment assignment throughout the Zyear trial, Optimiscd supportive ca wasalso continted
throughout the trial, The primary efficacy endpoint was ime-wcighted average of cGER over 2 years. Efficacy and
~ were done in the full analysis set (ie, all randomly assigned patients). The trial was registered on
s.gov, NCT03643965, and is completed.

0, 2021, with 364 patients (182 per  ra,

Findings Patients were recruited to the NefTgArd trial between Sept 5, 2018, and ]
do nts were men and 124 (34%) were wome

assigned in the full analysis sel. 24

ed e. The time-weighted average of eGFR over 2 years showed a statitically significant

h Nefecon versus placebo (difference 505 miLfmin per 1.73 m? [95% C1 3-2410 7-38], p<0-0001),

with a time-weighted average change of 247 mL{min per 1.73 m? (95% C1 =385 to —1.02) reported with Nefecon

-5 s =173 8183 o Aol sl witk s, i it Gty ol il

xmergent adverse events duri reaent with Nefecon were peripheral I)ﬂlrm (31 [17%] patients, vy placebo,

seven [43] patients), hypertension (22 [123¢] s six [3%]), muscle spasms (22 [12 [45]), acne (20 [11%6] vx
two [19¢]), and headache (19 [10%] vs 14 [8%]). No i e s reported

Interpretation A 9-month treatment period with Nelecon provided a clinically relevant reduction in eGFR decline and
2 durable reduction in proteinuria versus placebo, providing support for a discase-modifying effect in patients with
1A nephropathy, Nefocon was also well olerated, with 4 safety profle as expected for a locally acting oral budesonide
product, P

el e

Funding Calliditas Therapeutics.
Copyright © 2023 Elscvier Ltd. All rights reserved.
Introduction vorldwide. With no cure for IgA nephropathy. current

athy Kidney Discasc: Im) Global Outcomes “\I/I(J[H
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Targeted-release budesonide modifies key ) crscco
pathogenic biomarkers in immunoglobulin A
nephropathy: insights from the NEFIGAN trial
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double-blind, randomised,
al

sehally o e, Mo s Jacdine

Mercer, Fernanda Ovtiz, Manuel Prage, Soren

h mucosal \mmum- stem dysfunclion, which manifests

as renal IA deposition that leads to impairment and end-stage renal discase in 20-40% of patients within 10-20 years.
L this il (NEFIGAN) we s o skacns sy and cficcy of  nove et relcose ormultion of budcsonide

(TRF-budesonide), designed to deliver the drug to the distal

Methods We did a randomised, double-blind, placebo-cor
9-month treatment, and 3-month follow-up phiscs at 62
recruited patients aged

at least 18 years with biopsy-confirmed primary IgA nc

ileum in patients with IgA nephropathy.

mirolled phase 2 trial, comprised of 6-month run-i
nephrology clinics across ten European countrics. We
nephropathy and persistent proteinuria

d renin-angiotensin system (RAS) blockade, We randomly allocated patients with a computer

algorithm, with a fixed block size of three, in a 1:11 ratio to
or placebo, stratified by bas
once daily, 1 before breakfast. dlmnp the treatment phase.
throughout the trisl Our prim
phiase, which was assessed in e analysis set, defined

e urine protein creatinine ratio (UPCR). Patients sel

outcome was m!an change from baseling

16 mg/day TRF-budesonide, § mg/day TRF-budesonide,
nistered masked caj

All patients wnnnuul optimiscd RAS blockade treatment
5

n UPCR [ﬂ the 9-month treatmes
o gt

trial medication and had at least ane post-dose efficacy measurement. Safety was assessed in i patients who received
the intervention. This trial is registered with ClinicalTrials.gov, number NCTO01738035.

Findings Between Dec 11, 2012, and June 25, zuls 150 rdudulmwd patients were treated (safety set) and 149 patients
nths

were eligible for the full analysis set. Overall, at 9

udesonide (16 mgfday plus 8 mgfday) was associated

with a 24.4% (SEM 7.7%) decrease from I)ase line in mean UPCR (change in UPCR vs placebo 0-74; 95% CT
0-59-0-94; p=0-0066). At 9 months, mean UPCR had decreased by 27-3% in 48 patients who received 16 mg/day

p=0-0092) and 21.5% in the 51 paticat;

s who received 8 mglday (0-76; 0-58-1-01; p=0-0290

©:75 0
50 patients who received placebo had an increase in mean UPCR of 2.7%. The effect was sustained throughout
lay

followup. Incidence of adverse events was similar In all i
group, 48 [94%] of 51 in the TRF-budesonide § mg/day, and

oups (43 [88%] of 49 in the TRI“budesonide 16 mg,
42 [8456] of 50 controls). Two of 13 scrious adverse events

o pomiy sl wht RS cesonle—docy e thienboss (1 g ) s pbo deeotion

renal function in follow-up (patients were tapered from 16 g

assessed 4 weeks later).
Interpretation TRF-budesonide 16 i .uv added to optimi

Dudeconide could ecome the s qm ific treatment fo
upstream of disease manifestation.

Funding Pharmalink AB.

Introduction
" prevalent chranic
with patients aflen
diagnosed as young adults? About 2040% of patients
progress to end-stage runal discase within 10-20
diaggmosis = Major risk factors for progr
tenal disease are persistent proteinuria, hyperiensic
reduced glomerular filtration rate (GFR)= Kids
Disease: Tmproving Global Outcomes (KDIGO) guidelines
Prgpelii ol b ptisiio sl o e

wravithatancet o Publihed anlins March 28,2017 it do orgf10.101

day over 2 weeks and follow-up was

dead B hlodadc reduced proteinuria in patients with
re progre as
g m-||l|m|uﬂ>y targeling intestinal mucosal immuni

spstem [RAS| blockade with angiotensin-courting

Fls) or angiolensin recepior

vreatment for patients with

m ‘nephropathy with proteinuria of more than 1 g/day
mendation level 1), and sug

afless than 1 gfday {recommendation
Jeve 2D} For patients with persistent f more
har 1 gfday and GFR greater than 50 ml fimi 3 m?
despite 6 months’ optinised RAS blockade, KDIGO

0140 6736017139550.0.
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Results from part A of the multi-center,

double-blind, randomized,

clinical trial

) Check for updates

see commentary on page 258

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’, Hernan 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

Medicine, Stanford University, Stanford, California, USA; *Calliditas Therapeutics AB, Stockholm, Sweden; *Stone Biostatistics Ltd., Crewe,

UK; *Division of Nephrology, Toronto General Hospital Research Institute, University of Toronto, Toronto, Ontario, Canada; “Department

of mpr.mtogy and Ciinical Immunology, Rheinisch Wnlfmnuw Technische Hochschule Aachen University Hospital, Aachen, Germany;
ublic

. 15t School of Medicine and Gen

ral University Hospital, Charles University, Prague, Czech Rep

!Nrphlnhqy Service, Hospital Britdnico de Buenos Aires, sumor Aires, Argentina; *Renal Division, Peking University First Hmprml Peung
University Institute of Nephrology, Bejiing, China; "°Department of Nephrology, Kocaeli University, Kocaeli, Turkey; "' Division

Nephrology, Department of Internal Medicine I, University 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.

NCT03643965). NefigArd was a multicenter, randmmled,
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
mi/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 Medicol Center, 410 W 10th Avenve, Columbus, Ohio
43210, USA. Exmait 8o bsu

"The NefigArd Tral Investigators are lsted in the Append
eceived 1 July 2022; revised 23 September 2022; accepted 29
s-mmm 2022; published online 19 October 2022

dney incermational (2023 103, 391

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

JORDS: glomerular disease; ghuc oids; gut-assodiated lymphoid
tsue; lgA nephropathy
Copytight © 2022, Intemational Society of Nephrology. Pubished by
Eisevier Inc. Thi is an open access a the NCAD Hcense

A nephropathy (IgAN) esa
glomerulonephritis, characterized by the deposition of
galactose-deficient IgAL (Gd-IgAl)~containing immune

complexes in the glomerular mesangium.' These immune
complexes initiate a cascade of inflammatory events, eventu
ally causing irreversible glomerulosclerosis and tubulointersti
tial inflammation and fibrosis with loss of kidney function;
patients with progressive disease (i.e., proteinuria 1 g/24 h),
the risk of kidney failure may be up to 50% within 20 years.

* At the time the present study was initiated, no IgAN-specific
treatments were available, and guidelines recommended goal
directed supportive care comprising lifestyle change.

blood pressure control, and renin-angiotensin syste
blockade to reduce proteinuria.

There is accumulating evidence for the gut mucosal im
mune system and mucosal-derived Gd-IgAl 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-

lymphoid system and serve as antigen sampling

391

Articles

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

i Teses, Wermian Trimarchi Hlong Zhang, Neci Eren, Alecany

fd il imetigeters
2 iy

Summary

Background IzA mphwwth\ is a chronic immune-mediated kidney disease and a major cause of kidney failure

worldwide, The got mucosal immune system i implicated in its pathogenesis, and Nefecon is @ novel, oral,

largeted-release. |u lation of budeson gned 1o act at the gut mucosal level. We |..w-m s from the
phase 3 Neflgard trial of Nefecon in patients with IgA nephropathy

Methods In this phase 3, multicente, randomiscd, double blnd. pL«:cI.K)(onnollLd al, st et (a5
=18 years) with primary IgA nep ated glmerulr lration e (<GFR) 35-90 mlmin pe 173 m
and persistent protcinuria (urine protein-creatinine ratio or protcinuria =1 /24 h) despite opumucd renin-
aniotensin system blockade were enrolled at 132 hospital e il s n 20 countries worldwide. Paticnts
9 months,
followed by a 15-month observ leraclive response
technology system was stratfied according|
2), and region {Asia-Pacific, Euroj
St were masked to tratment assignment throughout the Zyear trial, Optimiscd supportive ca wasalso continted
throughout the trial, The primary efficacy endpoint was ime-wcighted average of cGER over 2 years. Efficacy and
~ were done in the full analysis set (ie, all randomly assigned patients). The trial was registered on
s.gov, NCT03643965, and is completed.

0, 2021, with 364 patients (182 per  ra,

Findings Patients were recruited to the NefTgArd trial between Sept 5, 2018, and ]
do nts were men and 124 (34%) were wome

assigned in the full analysis sel. 24

ed e. The time-weighted average of eGFR over 2 years showed a statitically significant

h Nefecon versus placebo (difference 505 miLfmin per 1.73 m? [95% C1 3-2410 7-38], p<0-0001),

with a time-weighted average change of 247 mL{min per 1.73 m? (95% C1 =385 to —1.02) reported with Nefecon

-5 s =173 8183 o Aol sl witk s, i it Gty ol il

xmergent adverse events duri reaent with Nefecon were peripheral I)ﬂlrm (31 [17%] patients, vy placebo,

seven [43] patients), hypertension (22 [123¢] s six [3%]), muscle spasms (22 [12 [45]), acne (20 [11%6] vx
two [19¢]), and headache (19 [10%] vs 14 [8%]). No i e s reported

Interpretation A 9-month treatment period with Nelecon provided a clinically relevant reduction in eGFR decline and
2 durable reduction in proteinuria versus placebo, providing support for a discase-modifying effect in patients with
1A nephropathy, Nefocon was also well olerated, with 4 safety profle as expected for a locally acting oral budesonide
product, P

el e

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

David Wimbury ', Masahiro Muto™, Jasraj 5. Bhachu', Katrin Scionti’, Jeremy Brown', Karen Molyneux,
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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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A Phase 2a study to evaluate the safety and efficacy of tegoprubart (AT-1501) in patients with IgA nephropath
(IgAN)
Jonathan Barratt, Adrian Liew, Dana V Rizk, Lisa Willcocks, Richard Lafayette, Muh Geot Wong, Viadimir Tesar, leffrey D Bornstein, Heather Reich, Sydney Tang

Study Design

AT-1501 10mg/ke in adults with confirmed IgAN & urine protein 2 0.75¢ / day despite optimal therapy
Cohort1:n=21

|

Week 24 Week 96
Tegoprubart Mechanism of Action Primary endpoints: Secondary endpoints:

*  Change from baseline in + eGFR
ohedeliy [ UPCR + Safety
- ’ *  Safety Exploratory endpoints:
+ Biomarkers

Cohort 2 starts at a lower dose once the last subject in Cohort 1 has been enrolled. Cohort 2 has
the same sample size, population, interim analysis and endpoints as Cohort 1, but is assessed

AT-1501 Smg/kg independently. :
Cohort2:n=21

Week 24 Week 96
Primary endpoint: Secondary endpoints:
+  Change from baseline in + eGFR

UPCR * Safety
*  Safety Exploratory endpoints:
* Blomarkers

g

- eGR & 45 mjmin per 1
mL/min per 172 m2 with
Stré umdaintersisl

Rationale for Tegoprubart in the Treatment of IgAN
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RNA-specific BCR

- Survival of transitional immature B-cell

- T cell-independent hu B cell antibody immune responses
- Negatively regulates the size of the B cell compartment

Genome-wide association analy‘ses defin
pathogenic signaling pathways and prioritize
drug targets for IgA nephropathy
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RESEARCH SUMMARY

A Phase 2 Trial of Sibeprenlimab in Patients with IgA Nephropathy

Mathur M et al.

CLINICAL PROBLEM

Among patients with IgA nephropathy, kidney failure
develops in 230% within 20 to 30 years, despite the re-
ceipt of optimized standard care. A critical step in the
patk is of IgA nept hy is the production of
galactose-deficient IgA1 and resulting autoantibody
release. Sibeprenlimab is a humanized 1gG2 monoclo-
nal antibody that binds to and neutralizes a prolifera-
tion-inducing ligand (APRIL), a member of the tumor
necrosis factor a superfamily that regulates IgA pro-
duction.

CLINICAL TRIAL

Design: A phase 2, multicenter, double-blind, random-
ized, placebo-controlled, multiple-dose trial examined
the efficacy and safety of sibeprenlimab in adults with
IgA nephropathy at high risk for disease progression.

Intervention: 155 patients were assigned to receive
intravenous sibeprenlimab at a dose of 2, 4, or 8 mg
per kilogram of body weight or placebo once monthly
for 12 months. The primary end point was the change
from baseline to month 12 in the log-transformed
24-hour urinary protein-to-creatinine ratio.

RESULTS

Efficacy: The 24-hour urinary protein-to-creatinine ra-
tio decreased significantly more in the sibeprenlimab
groups than in the placebo group. The decreases in
the sibeprenlimab groups were dose-depend

Safety: The incidence of adverse events, including serious
adverse events, was similar in the sibeprenlimab groups
and the placebo group.

LIMITATIONS AND REMAINING QUESTIONS

= Evidence of a return to baseline levels of APRIL in
the 4 months after discontinuation of sibeprenlimab
suggests that ongoing treatment will be needed.

= A phase 3 trial has been started to confirm these
results in a larger patient population.

Links: Full Article | NEJM Quick Take | Editorial

DOI: 10.1056/NEJM0a2305635

Change in 24-Hr Urinary Protein-to-Creatinine Ratio

Treatment period

Mean Percent Change

Months

Geometric Mean Percent Reduction in 24-Hr Urinary
Protein-to-Creatinine Ratio
End Point Sibeprenlimab  Sibeprenlimab Sibeprenlimab
kg 4 mgfkg 8 mg/kg
(N=41) (N=38)
Month 9 49.6:7.7 56.746.2 62.845.5 12.7+13.4
Month 12 47.2:82 58.846.1 62.0+5.7 20.0+12.6

Month 16 36.5+106 58.046.6 64.645.7 10.6+15.0

Adverse Events
Any adverse event Serious adverse events
78.6 (92/117)
80.5
B3
Pooled Sibeprenlimab
43 (5/117)

49 2.6
/41 p38)
E

Sibeprenlimab Placebo Sibeprenlimab Placebo

CONCLUSIONS

Among patients with IgA nephropathy at high risk for disease
progression, 12 months of treatment with sibeprenlimab
resulted in a significantly greater reduction in proteinuria
than placebo.

Copyright © 2025 Massachusetts Medical Society. Al rights re:
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Sibeprenlimab in IgA Nephropathy —
Interim Analysis of a Phase 3 Trial

V. Perkovic,* H. Trimarchi,? V. Tesar,’ R. Lafayette,* M.G. Wong,® J. Barratt,®
Y. Suzuki,” A. Liew,* H. Zhang,? K. Carroll,™® V. Jha . Quevedo,*
M. Praga,'¢ B. Chacko,'” M. Sahay,'* C.K. Cheung,® L. Kooienga,'* M. Walsh,??
J. Xia,2 C. Fajardo,? L. Shah,”? ). Hafkin,* and D.V. Rizk,”?
for the VISIONARY Trial Investigators Group*

ABSTRACT

BACKGROUND

The cytokine A proliferation-inducing ligand (APRIL) is considered a key driver of
the pathogenesis of IgA nephropathy. Sibeprenlimab, a humanized 1gG2 monoclonal
antibody, selectively binds to and inhibits APRIL.

METHODS

In this phase 3, multicenter, double-blind, randomized, placebo-controlled trial, we
assigned adults with biopsy-confirmed IgA nephropathy in a 1:1 ratio to receive either
subcutaneous sibeprenlimab at a dose of 400 mg or placebo administered every
4 weeks for 100 weeks. The primary end point for this interim analysis was the 24-
hour urinary protein-to-creatinine ratio at 9 months as compared with baseline. The
key secondary end point, to be reported at trial completion, is the annualized slope
of estimated glomerular filtration rate over 24 months. Other secondary end points
included the change in the level of serum immunoglobulin and safety. Exploratory
end points included the change in galactose-deficient IgA1 and APRIL concentra-
tions, the spot 24-hour urinary protein-to-creatinine ratio, hematuria, and remission
of proteinuria.

RESULTS

A total of 510 patients underwent randomization — 259 to the sibeprenlimab group
and 251 to the placebo group. The prespecified interim analysis included the first
320 patients (152 who received sibeprenlimab and 168 who received placebo) who
had the opportunity to complete the 9-month evaluation of the 24-hour urinary
protein-to-creatinine ratio. At 9 months, a significant reduction in 24-hour urinary
protein-to-creatinine ratio was observed with sibeprenlimab (-50.2%) as compared
with an increase with placebo (2.1%), corresponding to an adjusted geometric least-
squares mean 24-hour urinary protein-to-creatinine ratio that was 51.2% (96.5%
confidence interval [Cl], 42.9 to 58.2) lower with sibeprenlimab than with placebo
(P<0.001). The levels of APRIL and pathogenic galactose-deficient IgA1 at week 48
were reduced from baseline by 95.8% and 67.1%, respectively, with sibeprenlimab.
The safety profile appeared to be similar with sibeprenlimab and placebo. No deaths
were reported, and the incidence of serious adverse events that occurred during the
treatment period was 3.5% with sibeprenlimab and 4.4% with placebo.

CONCLUSIONS
Sibeprenlimab resulted in a significant reduction in proteinuria as compared with
placebo in patients with IgA nephropathy. (Funded by Otsuka Pharmaceutical Develop-
ment and Commercialization. VISIONARY ClinicalTrials.gov number, NCT05248646.)

N ENGL) MED NEJM.ORG

Leicester

IgA%e

The authors’ full names, academic de-
grees, and affiliations are listed at the
end of the article. Vlado Perkovic can be
contacted at vlado.perkovic@unsw.edu.au
or at University of New South Wales, Syd-
ney, NSW 2052, Australia.

#A list of the VISIONARY trial investiga-
tors is provided in the Supplementary
Appendix, available at NEJM.org.

This article was published on November 8,
2025, at NEJM.org.

DOI: 10.1056/NEJMoa2512133
Copyright © 2025 Massachusetts Medical Society.

I'he New England Journal of Medicine is produced by NEIM Group, a division of the Massachusetts Medical Society.
Downloaded from nejm.org at University of Leicester (lei) / England on November 11,2025.
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Novel Drug Approvals for 2025

What are "Novel" Drugs?

"Novel" drugs are new drugs never before approved or marketed in the U.S. See

Drugs@FDA for information about all of CDER’s approved drugs and biological products.

FDA Novel Drug Therapy Approvals for 2025

Active
Ingredient

sibeprenlimab-
szsi

sevabertinib

Redemplo plozasiran

Komzifti ziftomenib

doxecitine and
doxribtimine

elinzanetant
nerandomilast

remibrutinib

paltusotine

imlunestrant

Approval

Date

11/25/2025

11/19/2025

11/18/2025

11/13/2025

11/3/2025

10/24/2025
10/7/2025

9/30/2025

9/25/2025

9/25/2025

Export Excel

FDA-approved use on approval date*

To reduce proteinuria in primary immunoglobulin A nephropathy in adults at
risk for disease progression

To treat locally advanced or metastatic non-squamous non-small cell lung
cancer with tumors that have activating HER2 tyrosine kinase domain
activating mutations in patients who received a systemic therapy

To reduce triglycerides in adults with familial chylomicronemia syndrome

To treat adults with relapsed or refractory acute myeloid leukemia with a
susceptible nucleophosmin 1 mutation who have no satisfactory alternative
treatment options

To treat thymidine kinase 2 deficiency in patients who start to show symptoms
when they are 12 years old or younger

To treat moderate-to-severe vasomotor symptoms due to menopause
To treat idiopathic pulmonary fibrosis

To treat chronic spontaneous urticaria in adults who remain symptomatic
despite H1 antihistamine treatment

To treat acromegaly in adults who had an inadequate response to surgery
and/or for whom surgery is not an option

To treat estrogen receptor-positive, human epidermal growth factor receptor
2-negative, estrogen receptor-1-mutated advanced or metastatic breast
cancer with disease progression following at least one line of endocrine
therapy
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Zigakibart demonstrates clinical safety and efficacy @ = =
in a Phase 1/2 trial of healthy volunteers and
patients with IgA nephropathy

OPEN

, Eun Young Lee” sun Kim’, Hannah Thomas

Yuanbeo Song

Introduction: Zigakibart is a humanized 1gG4 manodonal
antibady that binds the cytokine A Proliferation-inducing
Ligand (APRIL, al amown as TMFSF13). APRIL s a critkcal
factar In immunoghobull | A nephropathy (IgAN)
pathogenesis,

Methods: Here, we report healthy volunteers (63 overall) and
100-week data from an ongaolng Phaze 1/2 dinlcal wrial in 40

Results: In heaitl
follewing Intravenous administration
i 10-1350 myg or multiple doses ranging from 50-450 mg
ure Increased In a dose-

In patients with IgAMN, zigakibart 500 mg, administered
subcutanesusly every two weeks, was well tolerated with no
treatment-emergent adverse s leading tudy drug
discontinuatien or death. A 60% reduction In proteinuria and
sustained estimated glormerular filtration rate stabilization
were observed at week 100. There was a notable decrease in
hernaturla, as well as rapid and durable reductions in lgh,
e-deficient IgA (Gd-lgAl), and ight levels, with a
reduction in IgG.
Crverall, zigakibart demonstrated robust
logical activity, and clinical evidence shows an
acceptable safety profile with dlinically meaningful
proteinuria reduction and sustained estimated glomerular
filtration rate stabilization in patients with IgAN, providing a
potentially disease-modifying approach for the treatment of

Correspondence Jonathan o
University af Leicester, Unfversity

and IL are co-frst authars.

Feceived 14 March J025; revised 12 May 2025, accepted 21 May 2025;
published online 5 June 2025
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f zigakibart on proteinuna and long-term
kidney function In adults with igAN are being evaluated in
the ongoing phase 3 BEYOMND stu
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leading cause of primary
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RNA-specific BCR

- Survival of transitional immature B-cell

Soluble APRIL
trimer

DNA-specific BCR

- Survival of long-lived bone marrow plasma cells
- Promote the antigen-presenting function of B cells

pendent hu cell antibody immune responses
- Negatively regulates the size of the B cell compartment

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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A phase 2b, randomized, double-blind, ) Chock for updates
placebo-controlled, clinical trial of atacicept for
treatment of IgA nephropathy

Richard Lafayette . Sean Barbour’, Rubeen Israni®, Xuelian Wei, Necmi Eren’, Jiirgen Floege
Vivekanand Jha"*~, Sung Gyun me“‘ Bart Maes' . Richard K.S. Phoon'?, Harmeet Singh'?,
Vladimir Tesaf' ,Ceha JF. Lin'” and Jonathan Barratt

OPEN

'Division of Nephrology, Department of Medicine, Stanford University, Stanford, California, USA: 2Division of Nephrology, Department of
Medicine, The University of British Columbia, Vancouver, Canada; *Clinical Development, Vera Therapeutics, Inc., Brisbane, California,
USA; "Biostatistics, Vera Therapeutics, Inc., Brisbane, California, USA; *Department of Nephrology, Faculty of Medicine, Kocaeli University,
Kocaeli, Turkey; °D of and Clinical Rheinisch Westfélische Technische Hochschule, Aachen University
Hospital, Aachen, Germany; " The George Institute for Global Health India, New Delhi, India; *Faculty of Medicine, School of Public Health,
Imperial College, London, UK: *Prasanna School of Public Health, Manipal Academy of Higher Education, Manipal, India; "Hallym
University Sacred Heart Hospital, Anyang, Kvlea, "Department of Nephrology, AZ Delta, Roeselare, Belgium; "’Westmead Clinical School,
The University of Sydney, Sydney, Australia; "*Western Nephrology, Arvada, Colorado, USA: "Department of Nephrology, First Faculty of
Medicine and General University Hospital, Charles University, Prague, Czech Republic; '*Medical, Vera Therapeutics, Inc., Brisbane,
California, USA; and "*Department of Cardiovascular Sciences, College of Medicine Biological Sciences and Psychology, University of

Leicester, Leicester, UK

Atacicept is a first-in-class, dual anti-B-cell Activation
Factor-A Proliferation-Inducing Ligand fusion protein in
clinical ion for of IgA nephrop To
compare efficacy and safety of atacicept versus placebo
in patients with IgAN, this randomized, double-blind,
placebo-controlled phase 2b clinical trial ORIGIN
enrolled 116 individuals with biopsy-proven IgA
nephropathy. Participants were randomized to atacicept
150, 75, or 25 mg versus placebo once weekly for up to

deficient IgA1 levels significantly decreased from

baseline by 60% versus placebo. The safety profile of

atacicept was like placebo. Thus, our results provide

evidence to support a pivotal, phase 3 study of atacicept

in IgA nephropathy.

Kidney International (2024) 105, 1306 1315; https//doiorg/10.1016

Kint.2024.03.012

KEYWORDS: B-cell modulator; glomerular disease; IgA nephropathy

Copyright © 2024, The Authar(s). Published by Flsevier Inc. on behalf of the
ional Saciety of \:mlvo mqy This is an open access article under the

36 weeks. Primary and key dary endpoints were
changes in urine protein creatinine ratio based on 24-
hour urine collection at weeks 24 and 36, respectively, in
the combined atacicept 150 mg and 75 mg group versus
placebo. The primary endpoint was met at week 24 as
the mean urine protein creatinine ratio was reduced
from baseline by 31% in the combined atacicept group
versus 8% with placebo, resulting in a significant 25%
reduction with atacicept versus placebo. At week 36, the
key secondary endpoint was met as the mean urine
protein creatinine ratio reduced from baseline by 34% in
the combined atacicept group versus a 2% increase with
placebo, resulting in a significant 35% reduction with
atacicept versus placebo. The reduction in proteinuria
was acc by ilization in endpoint eGFR with
atacicept compared to a decllne with placeho at week
36, ing in signi

mean difference of 11%, approxlmatmg an absolute
difference of 5.7 mL/min/1.73m2. Endpoint galactose

< Jonathan Barratt, of C Sciences,
College of Medicine Biological Sciences and Psychology, University of
Leicester, University Road, Leicester LE! 7RH, UK. E-mail: jb8)@leicester.ac.uk
Received 11 October 2023; revised 26 February 2024; accepted 4 March
2024; published online 27 March 2024
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Lay Summary

IgA nephropathy (IgAN) is the most common primary
glomerulonephritis worldwide and a significant contrib-
utor to the global burden of kidney failure, requiring
dialysis or transplant. IgAN is an autoimmune disease
where antibodies are produced against an aberrant,
galactose-deficient IgA1 (Gd-IgA1). Current treatment of
IgAN, which includes renin-angiotensin system inhibi-
tion, does not target the early steps underlying the pa-
thology of IgAN. Atacicept is a fusion protein that is able
to bind and neutralize both B-cell Activating Factor and
A PRoliferation-Inducing Ligand in vitro. These ligands
play an important role in the maturation, function, and
survival of B cells and plasma cells. In the ORIGIN phase
2b study in patients with IgAN, atacicept improved kid-
ney endpoints with a reduction of proteinuria and sta-
bilization of estimated glomerular filtration rate while
reducing serum Gd-IgA1, providing evidence that ataci-
cept has the potential to target and improve the un-
derlying process of IgAN.

Kidney International (2074) 105, 1306-1315

Clinical Research

Long-Term Results from an Open-Label Extension Study of
Atacicept for the Treatment of IgA Nephropathy

Jonathan Barratt@®,’ Sean J. Barbour,? Robert M. Brenner,” Kerry Cooper,” Xuelian Wei,’ Necmi Eren," Jirgen Floege,”
Vivekanand fha®,""" Sung Gyun Kim(,” Bart Maes(®," Richard K.S. Phoon(®,""* Harmeet Singh,"" Viadimir Tesar
and Richard Lafayette," on behalf of the ORIGIN Phase 2b Investigators*

Key Points

* Participants who completed a 36-week double-blind study of atacicept were eligible for a 60-week, open-label exten-
sion study.
Alacicept Y6-week treatment resulted in sustained reductions in galactose-deficient IgA1, hematuria, and urine protein-
crealinine ralio.
The slope of the eGFR was similar 1o that observed in the general population without kidney disease.

Abstract

Background B-cell activating factor (BAFF) and A proliferation-inducing ligand (APRIL) play key roles in the pathogenesis
of IgA nephropathy. Atacicept is a novel fully humanized fusion protein, self-administered at home by subcutaneous
injection, that binds and inhibits BAFF and APRIL. By inhibiting BAFF and APRIL, atacicept targets the underlying
B-cell-medialed pathogenesis driving discase progression. This study cvalualed the long efficacy and safety of
atacicept in patients with IgA nephropathy over 96 weeks.

Methods Participants with IgA nephropathy who received atacicept (23, 75, or 130 mg) or placebo in a 36-weck phase 2b,
randomized, blinded trial were enrolled in an apen-label extension study and received alacicept 150 mg for an additional
60 weeks. Key efficacy outcomes were changes in galactose-deficient IgA1l (Gd-IgAl), percentage of participants with
hematuria, urine protein-creatinine ratio (UPCR), and eGFR over 96 weeks. Long-term safety data were also evaluated.

Results There were 113 participants (67 [39%] male; 46 [41%)] female) who ranged in age from 18 to 67 years who
received =1 atacicept dose. Over 96 weeks, safety data demonstrated that atacicept was generally well tolerated. There
were also sustained reductions (mean=SEM) in Gd-IgA1 (66" ), percentage of participants with hematuria (~75%;
95% confidence intervals, ~87 to ~59; in participants with bascline hematuria), and UPCR (- 52%=5%). The mean
annualized slope of eGFR was —0.6+0.5 ml/min per 1.73 m* through 96 weeks.

Conclusions Atacicept was well tolerated over the duration of the study. Atacicept treatment reduced Gd-IgA1, hematuria,
and UPCR with stabilization of eGIR through 96 weeks.

Clinical Trial registry name and registration number: Atacicept in Subjects with IgA Nephropathy (ORIGIN 2),
NCT04716231.
JASN 00: 1-9, 2024. doi: https:/ /doi.org/10.1681/ ASN.0000000541

This is an open access article distributed under the Creative Commons Attribution License 40 (CCBY), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly cited.

Introduction nephropathy develop kidney failure within 10-20 years of
I i i i in young initial diagnosis. = Although currently available therapies
adults, reprexenl\ a critical challenge in nephrology because  provide benefit, they fail to stop an unrelenting decline in
of its progressive nature and significant effect on life ex-  kidney function.” Unless the rate of ¢GFR decline can be
pectancy and quality.!=* At least 50% of patients with [gA  minimized, most patients are likely to experience kidney

Due to the number of contributing authors, the affiliations are fisted at the end of this article.
Correspondence: Dr. Richard Lafayette, email: ¢zar@stanford.cdu
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Published Online Ahead of Print: Octoher 26, 2024

*A list of investigators and collaburators for the ORIGIN phase 21 study is provided in the Supplemental Material.
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A Phase 3 Trial of Atacicept in Patients
with IgA Nephropathy

Richard Lafayette, M.D.,* Sean J. Barbour, M.D.,? Robert M. Brenner, M.D.,?
Kirk N. Campbell, M.D.,* Tom Doan,* Necmi Eren, M.D.* Jiirgen Floege, M.D.,°
Vivekanand Jha, M.B., B.S., M.D., D.M.,” Beom Seok Kim, M.D., Ph.D.
Adrian Liew, M.D.,° Bart Maes, M.D., Ph.D.,'"® Atanu Pal, M.D., D.M.,"!
Roberto Pecoits-Filho, M.D., Ph.D.,**** Richard K.S. Phoon, M.D.,*
Dana V. Rizk, M.D.,*® Hitoshi Suzuki, M.D., Ph.D.,”” Vladimir Tesaf, M.D., Ph.D.,**
Herndn Trimarchi, M.D., Ph.D.,”* Xuelian Wei, Ph.D.,’ Hong Zhang, M.D., Ph.D.,
and Jonathan Barratt, Ph.D.,”" for the ORIGIN Phase 3 Trial Investigators*

ABSTRACT

BACKGROUND
TgA nephropathy, the most common primary glnmcrulnpa[hv worldwide, is a Kidney  Author affiliations are listed at the end of
disorder of B-cell origin ct ized by 1 acct lation of IgA-contain- the article. Richard Lafayette can be con-
’ S by lead tacted at czar@stanford.edu or at Stanford
n!g lmn‘nlme complexes. ]lulfll least 50% of patients, IgAv |mp]1rx“»pal hy leads €0 yniversity, Nephrology, 300 Pasteur Dr.,
kidney failure or death within 10 to 20 years after diagnosis. Atacicept is a native Suite AL75, MC 5309, Stanford, CA 94305,
!mm:m (rnnsmcmbrapc.acuv:lmrv and c?]cu.xrv‘modula(olr and cyclophilin-ligand . jigt of inyestigators and collaborators
interactor (TACI)-Fc fusion protein that inhibits two key immunoregulatory cyto-  for the ORIGIN 3 trial is provided in the
kines — B-cell activating factor (BAFF) and a proliferation-inducing ligand (APRIL) Supplementary Appendix
— that are thought to be central to the pathophysiology of IgA nephropathy. This article was published on November 6,
2025, at NEJM.org.

METHDDS s . y . DOI: 10.1056/NEJMoa2510198

In this ongoing, phase 3, multicenter, double-blind, randomized, placebo-controlled cupnen & 2025 tassachusess piedicet Socicty
trial, we assigned patients with IgA nephropathy in a 1:1 ratio to receive atacicept at

a dose of 150 mg once weekly, administered subcutaneously by patients at home,

or matching placebo. ‘The primary end point was the percentage change from base-

line in the 24-hour urinary protein-to-creatinine ratio at week 36. Safety was also

evaluated.

RESULTS
A total of 203 patients were included in the prespecified interim analysis: 106 pa-
tients in the atacicept group and 97 in the placebo group. At week 36, the percent
age reduction from baseline in the urinary protein-to-creatinine ratio was 45.7%
in the atacicept group and 6.8% in the placebo group, with a geometric mean be-
tween-group difference of 41.8 percentage points (95% confidence interval, 28.9 to
52.3; P<0.001). Adverse events were observed in 59.3% of the patients in the atacicept
group and in 50.0% in the placebo group; most were mild or moderate in severity.

CONCLUSIONS
In this prespecified interim analysis, treatment with atacicept resulted in a signifi-
cantly greater reduction in proteinuria than placebo at week 306 in patients with IgA
nephropathy. (Funded by Vera Therapeutics; ORIGIN 3 ClinicalTrials.gov number,
NCT04716231.)
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