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Articles

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

Summary
Background IgA nephropathy is a chronic immunc-mediated kidney disease and 3 major cause of kidney failure
workdwide. The gut mucosal immune system is implicated in its pathogenesis, and Nefe al
targeted-release formulation of budesonide designed to sct at the gut mucosal level. We present findings from the
2-year, phase 3 NeflgArd trial of Nefecon in patients with IgA nephropathy.

Methods I this phase 3, multicentre, randomised, double-blind, placelbo-controlled teal, adult oy ot
=18 years) with primary IgA mphm;uvlu stimied gornerlar Ghaion ke (GF) 3590
and 208 g/g. i v

hacnsio sy bockade wete enveled ot 132 hopiatbased chnicalsites i 20 countie woawide, o

e raadecily sssigaed (11) W receve 16 mg/day ol copeudes of Nefocon or Tatching paccbo for 9 montt,
fllowed by 3 15w observaiona ollom-up period o study dru Radomisaion vi n ineracive response

per 1.73 m), and region (Asia-Pacific, Furope, North America, or South xm.m, Pascns, invstigors, and s
2year rial. Op
hroughout the ral The primary efficac endgoint was time-weighted sverage of eGFR ove 2 years. Efficacy por
yses were done in the full analysi set i, all randomly assigned patients). The trial was registered on
ClinicalTrials.gov, NCT03643965, and is completed.

" 5,201 a0d an 20, 2021, with 36 i (182 e
i analysis set.
d s White iederikory
teamenbeneft it Nefcon s plcbo iflerece -5 mlminper 173 RIS L. 24107, 3] pet. 001,
i shted average change of -2.47 mLjmin pe 95% C1-3.88 -2 eporedwih Neecon
73 (o031 o A loab The it sl e
events during treatment with Nefecon were peripheral ocdema (31 [17%] g placebo,
seven [45%] patients), hypertension (22 [1256] vs six [3%]). musche spasms (22 {125%] s seven [45%]), acne (20 [11%] vs
two [1%), and. 110%] s 14 3

with " s
2 durible rdueton in protcinri versus lacebo, rosding suppor fo 3 discse modifying effect in paientswith
15A nephropathy. Nefecon was. with 3 afety profl
product.
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Articles

Efficacy and safety of sparsentan versus irbesartan in
patients with IgA nephropathy (PROTECT): 2-year results
from a randomised, active-controlled, phase 3 trial

dual endotelin angiotensin receptor
i versus irbesartan. an sngiotensin [1 receplor blocker. 21 36 weeks
munoglobulin A nepbropathy in the phase 3 PROTECT triaf previoushy
b final

hase 3 stdy, was done acrows 134 cinical practce

oace daik) o k

hod. The prioatyendpint vaspeouch chisge boees rmeot goups o 35 ek, Secondy edpois
ncluded lope omponke of
kidoey Biure (confiimed 40% eGFR reduction, eud-stage kiduey discase. ot prrcts mortbiy, nd sacty and ¢
kit up 0110wk feom s, Somdary ey ot were el e ol st amd
ity the safety e,

by drug, Thistrial dwith NCTO3762850.

Findings Between Dec 20, 2015, and May 26, 2021, 203 patients were randomly assigned 10 the sparsentan gro
exch grouy sty drug,and was exclude from

kacyand soeny anases (252 0] of 01 fncluded palents weremaleand 72 67| were Wi atens e

sparsentan group had 2 slower rate of €GFR decline than those in the irbesartan group. eGFR chronic Zyear slope

neeks 6-110) was -2.7 mmin pet 1:73 @' pes year verwus "33 i pet 173 ot g (dd[uencz o

11 L i pee 1-73 0 per yeas, 95% C10-1 10 21 pa0-037): lotal 2ycar shope (day 1-week 110} w

pex 1:73 0 per year vesus <3.9 b per 173 s per pear (alleemce 10 bimin per 1,73 e® pes e

o3l o

hou the sy Peid; 10 wes, proceurts, m deermind b the chngs fom lo i arin ,,Mn“. &
95%C

sparsentan verass — 4%, -15-8 10 8.7, with irbexartan; grometric leastaquares mean ratio 060,
5% CT0.50100.72 reached by 18 (9%) of
froup vers 26 (13%) of 202 puients i the besaran group (bt risk 07, 95% C1 0-4 o 12 u.)wm
irbesartan, with bo new safery sigu

Copyright © 2023 Flsevier Lid. All rights eserved: G O Gy
Introduction worldwide. With o cure for IgA nephropathy, current
ropathy is a chronic immune-med lobal Outcomes (KDI

aracterised by IgA deposition in

pat \'~m\h\ A necopuihe i cxpesid ta Ay
Kidney with up 10 50% doing so within 20 years of
prescntation fore, IgA nephropathy places 3

5 den on patients and health-care service

rorctation Oves 0 weeks, estnent with spaescaian versus masialy el ifesanan i pticols with
1A nephiropathy resubed in J presersation of Kidney function.

Funding Teavere Therapeutics
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Introduction

Cmrent estment options ore limited.” and 1
mmanoglofeiin A nephronathy < the most common oy -
i

mber, 2071, that a
lac discose worldwide! and s sssociaied  appeoned i -
mt Hfetime rik of Kdney Biuwe the USAS IzA n e sl foond In SebtcA A

ORIGINAL ARTICLE

Iptacopan in IgA Nephropathy —
Final 24-Month Data

ABSTRACT

leernative complemen pathway contributes o IgA nephrop-
d lomerulat inflamation. n the S-month inteim a
3 trial, iptacop:
f 38.3% in the 24-hour urinary protein-to-creatinine Faio as compared with placebo
and had an acceptable safety profile

In this phase 3 trial, we enrolled adults who had IgA nephropathy, an estimated
gmmmu filtration rate (¢GFR) of at least 30 ml per minute per 1.73 m* of body
surface area, and a 24-hour urinary protein-to-creatinine ratio of 1 or higher (with
protein and cre both measured in grams) despite supportive care. Patients
were randomly assigned, in a 1:1 ratio, to receive oral iptacopan (200 mg) ot pla-
2 ovie dai. Theprmary end poia for e final analysis was the annualized
slope as estimated over a 24-month period. Secondary end points in-
umm « compoie kidaey Fullre end poin (.  sustained decline 5 €GFR of
230%, 2 sustained eGFR of <15 ml per minute per 1.73 m¥, the initiation of main-
tenance dialysis, receipt of kidney transplant, or death from kidney failure), as
sessed in a time-to-event analysis. Safety was also assessed.
Among 477 patiats icludod In th final analyis, 238 had been andoly a5
signed to iptacopan and 239 to placebo. The annualized total ¢GFR slope was
~3.10 ml per minute per 1.73 m’ per year with iptacopan, as compared with ~6.12
ml per minute yE L per year with placebo (difference, 3.02 ml per minute
per 173 m? per year; 95% confidence interval (CI}, 2.02 t0 4.01; adjusted P<0.001)
& onmponie Kiloey Sl axd i v svcaresd 1 2L o toe paiewts b
the ptacopan group,as compared with 33.5% of placebo group (haz-
ard ratio, 0.57; 95% CI, 040 to 0.81; adjusted P=0.003). The incidence of adw
events was 87.0% in the iptacopan group and 89.1% in the placebo group. Serious
adverse events occurred in 12.2% of the patients who received iptacopan and in
of those who received placebo, and serious infections in 6.7% and 2%,
respectively. No deaths occurred
Iptacopan therapy led to a significantly slower decline in kidney function than placebo.
(Funded by Novartis; APPLAUSE-IgAN ClinicalTvials.gov number, NCT04578834)

SEIGAN princips
al lesders are

ORIGINAL ARTICLE

ABSTRACT

Patients with IgA nephropathy and severe proteinuria have a high lifetime risk of
Kidney failure. The efficacy and safety of the selective endothelin type A receptor

! antagonist ateasentan in reducing proteinuria i

with IgA nephropathy are

137005 incompletely understoo

Weare conducting a tae 3, multinational, double-blind, randomized, controlled
rial involving adults with biopsy-proven IgA nephropathy
Ko o Gl 25 il of B 1 g i iy, i A e i e
d ast 30 ml per minute per 1.73 m? of body-surface area. Patients W
signed to receive atrasentan (0.75 mg per day) or matched pl.
assessed at a pr
tum, was the change in the 24-hour urinary

e e ool D

The primary oute

seline to week 36; the change was estimared
©of 4 epe ated-measures mod oratory stratum of patients
who were receiving a sodium-glucose cotransporter 2 inhibitor were included in
a separate analysis.) Safety analyses were based on adverse events across the entire

main stratum.

s were recuited into the main stratum. Among,the first 270

) who completed the week 36

46 ckoip I bt ey prottoo-cestdas

ratio relative to bascline was significantly greater with atrasentan (-38.1%) than
with placebo (-3.1%), with # geocsetric mean between-group diffizence of -36.1
ercentage points (95% confidence interval, ~44.6 to ~26.4; P<0.001). The percent-

age of patients with adverse events did not differ subscantially between the two
groups. Fluid retention was reported by 19 of 169 patients (11.2%) in the atrasen
tan group and in 14 of 170 (8.2%) in the placebo group but did not lead to discon-
tinuation of the trial regimen. No apparent cases of cardiac failure or severe edema

In this prespecified interim analysis, atrasentan resulted in a significant and clini-
cally meaningful reduction in proteinuria as compared with placebo in patients
with IgA nephropathy. (Funded by Novartis; ALIGN ClinicalTrials.gov number,
NCT04573478)

e New ol of Mo i e by SLIM G, e of e Mscts el Sy
niversity of Lekestee i/ £

Copyright ©.2028 Massachasets Medical Society. Al rights rseeved, nclodig 2 o s g, Al s,

Leicester

Ig

A%

Nephropathy

IRIGINAL ARTICLE

Sibeprenlimab in IgA Nephropathy —
Interim Analysis of a Phase 3 Trial

ABSTRACT

The cytokine A proliferation-inducing ligand (APRIL) is considered a key driver o

the pathogenesis of IgA nephropathy. Sibeprenlimab, a humanized 1gG2 monoclonal "

antibody, selectively binds to and inhibits APRIL tacted st ade perhorc e
Univraity of New South Wale, Sy

wetHoos ey, NSW 2052, Acata

B s phane 3, mukcene: dnble i, ehmizd,pacehoconmiled o

s whth bopapconfimed A nepheopahy 14 14 760 0 pccie ks « e Suplementay
ebemaneous sbeprentimab st a dose of 400 g of placebo adenimered every e 1 N o

4 weeks for 100 weeks. The primary end poine forthisinterim analsis wasthe 24
Bour uiniry proven<w<ratinine i a9 monchs 35 compard wih

Koy scondaryen pin t0 b eporida il complctio, i

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.

Atotal of 510 patients underwent randomization — 259 to the sibeprenlimab group
and 251 to the placebo group. The prespecified interim analysis inchuded 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-<reatinine ratio. At 9 months, 3 significant reduction in 24
protein-to-creatinine ratio was observed with sibeprenlimab (-50.2%) as cor
withan inrease with placcbo (1.1%, comespondiog t an agimced o e
ine ratio that was S1.7% (96.5%
confidence intervl (C1), 429 10 58.2) lower with sbeprenlimab than with placebo
(P<0.001). The levels of APRIL and pathogenic galactose-deficien IgA1 at week 48
were reduced from baseline and 67.1%, respectively, with sideprenlimab,
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.

Sibeprenlimab resulted m,;m«;mx reduction in proteinuria as compared with
acebo in paticnts with IgA nephropathy. (Funded by Otsuka Pharmaceutical ©
ent and Commercaliztion, VISONARY ClnialTiale, gov number, NCT0S2
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A Phase 3 Trial of Atacicept in Patients
with IgA Nephropathy

ansmembrane activator
interactor (TACI)-Fc fusion pre
kines

icenter, double-blind, randomized, placebo-control
ira, we aaigaed paticats with A nephiopathy o s 11 ot fecie tackoepe ot
stered subcutancously by patients at home,

nd point was the percentage change from base

@ ratio at week 36. Safety was also.

he prespecified interim analysis: 106 pa

inte
s 3% of the patients in the atac
oup; most were mild or mod

prespecified interim analysis, h atacicept resuleed in  sigaifi-
cantly greater red inuria than placebo 3t week 36 in patients with IgA
nephropathy. (Funded by Vera Therapeutics; ORIGIN 3 ClinicalTrials.gov num
NCT04716231)
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Povetacicept for IgA Nephropathy
and Primary Membranous Nephropathy

Arvind Madan', Rajesh Yalavarthy’, Dang Ki Kim”, Ju-Young Mean’, Inwhee Par
Sreedhar Mandayam”, Frank Cortazar’, Sung Gyun Kim®, Amanda Enstrom”,
Heather Thomas®, Jiahua Li*, Stanford L. Peng®, Yih-Chieh Chen®, Jason Sanders'
0Ogo Egbuna® and James Tumlin'“; on behalf for the AIS-D03 RUBY-3 Study Group'’
Derimen o s i, Conrt i KirenSpalta, O
Mesveloay SvoulHnal Ui
i Giradong,Son
erge

an inhititor of B-call activating factar (BAFF) and A prolifsratier a
Toand (FRIL) 3 yroinas sl T tne pathogenaas of auoimmuns glomarulonephrits. Both EAFE
2nd AFRIL promate B-cell and plasma cll survival and function. APRIL primarily supparts plasma cell
Srival and funcion, wharoos BAFF regulates sary pathagonc 8.cal dovalopmar, acivates painoganie
T colls and innata immune cells, and contributes 1o mesangial cell praliferation and podoyte injury.
thods: Our phase 1 and 2, apan-labal suudy evaluated povatacicapt in adut participants With IgA
nephvapaiy (BAN) orprimary membranous napvopathy (SMN, il wi esimated lomeruar sy
rate (oGFR) of = 30 m .73 . Tho pimry cbjcive was saery. Sec
1om baseine in urine protein-io-cteatiine reto [UPCR)
ToATT AN, sovohosaholpese A3 serepor actosntoy PLASR, oMK 3 chice seiseion (it
hematuria rasolution for IgAN).
sl Pousiacicapt was sdininsired subcansousy overy & wesks (AW to 54 paic
21 rcevad 80 mg, 33 rcaived 240 mg) nd 10 i N el e 80 mg) i i
y s wi n 80 mg hed o 6i% mean ir UPCA decress. (9% conficenca
el St i fom Latein 1.3 g 005 50 8% wie T ) wih sable <G ot waek
48 Eorly decine in Glghl st week 12 (57%)cond o otk 83 (7 Approximstely 30%
hematuria rsolution an chieved dlinical ramission. Efficacy outcomas were similar wi
revenacepn Pariipont wii JMN bed on B35 mean 24 hour UFCR decresse (05
~52 to ~80) from baseline (3.8 /g to 0.7 g wih stable sGFR. Eariy d
continued at week 48 (83%) with 100% in immunologic remission (40% .mma complete remission:
100% achieved partial remission. Povetacicept was generally safs and welktoleratad for IgAN and pMN.
‘Conclusion: Povetacicept had subsiantial, sustain tions with stable eGFR, s
1981 reduetions, hematuria resolution, clinical remissian, with favorable safaty in IgAN. S
wera abservad in phIN. By inhibiting both EAFF and APRIL, povatacicept targets the undarlying cause of
250 and s pateal 0 provide  ignfcant herepaic adkancement fo auoimmuns glomerular

Kidnay Int Rgp [2028) 17, 108-11
KEYWORDS: APRIL; BAFF; lgh naphropat rimary membransus nephro

et oy i i on o f e v e ocery of eghroogy This s an open access et
under the CC BY-NC-D lce rgiice: 0.

mediated glomerular diseases, such as
IgAN and pMN, are characteri

tion of these pathoge

October 2028 s ly dependenton2

ised 20
oot 2035 pabhioe] ol 3 Novorbe 3008 of which are central in the pathogenesis of autoimmune

vy bl Rapore (2028 1, 106-1
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Efficacy and Safety of Ravulizumab in IgA Nephropathy
A Phase 2 Randomized Double-Blind Placebo-Controlled Trial

o tial evslusted the complement C5 in

1, 13.7% 0 43.5% redative recucton i proteinuna for avulizusmabs
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s, Fro puns reoeved op
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A proteinuria 8 week S0 and codyr ere evalustod.
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ncament efiec. 7 009, Al week » - AA8% (9% CI, - 55 21 from bascloe in
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27) i por 173 s wilh placebo wis L5175 80 1) i,
inper 1 73 m e Koot aquare e charge i cGER with vt s 2396551,
oo 13 aimin o onwaed ovwr from placebo & ravulizumal at wowk 26, € was 63 (
10 ~29) e p 173 i, Ravelanab i wal iersnd, ity o Actverse evend pecie simlor b ha o plcebo
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A single-arm phase 2 trial of an investigational
RNA therapeutic to complement factor B
sefaxersen for treatment of IgA nephropathy

rbour e A Hiadus Richard Robson’
Terrance D. Barrett’, Lixua Jay P. Garg’, Richard Geary', Eugene Schneider
and Gary T. Brice

Ovion o Mephoay eparts sh Columbia, Vancouver, Brish Columbia, Canada: “Division of
Nephrology, Departme e, Sunnybrook Health Sc ity of ot Torots
Ontari, Canada: *Cinical Developmen bad, Calformia, USA rch

vy of Coorado Schoo of e Auor, Colotodo, USA: and “Genemtech, South
San Francico, Catlom

alanine amino transferase elevations (3-5X fold upper bt
ormal) without a change in biliubin were observed in three
individuals, who remained on study and completed
treatment
Conclusions: Sefaxersen inhibited complement altemative
pathway activty in patients with IgAN and reduced
ikt with bl 0. i ks mpoc

of sefaxersen s a new therapy for IgAN in the
Phase 3 MAGRATION ol
Trial Registration: Registered at il gov with
study number NCTO4014335.

Introduction: Activation of the complement system and
subsequent local inflammation n the kidney plays a key role
in the pathogenesis of IgA nephropathy (9AN). Here, we
investigated the efficacy and safety of sefaxersen, an
antisense oligonucleotide inhibitor of complement fact
(F8), for the treatment of IgAN in a global exploratory, single:
arm, openlabel tial (NCTO4014335).
Methods: Patients were inchuded with biopsy-confirmed
1GAN with kidney C3 deposits, hematuria, 24-hour

15 g/day, and eGFR under 40mL/miny eerapanal (3

vokunary testment extesion. The prcry

was a change in 24-hour urinary protein excretion

week 29 compared to baseli
Sl T 3l Vel 3 s vl e
geometric mean proteinuria of 25 g/day. There were
eciv rech
urinary factor Ba and serum < A ptopu

iney damage. Sefaxersen
rgets the complement aom: i Ui sy of gk
.l g stubr
remained stable theough week 29 (mean 732 phernes
min/1.73m7). Proteinuria reduction was sustained in 3l
participants who opted to participate in the treatment
extension, including four patients treated for over 12
months. There was one treatment emergent serious adverse
ot related t0 study drug. Transient and e

Convspandence: o esis of IgA nephropathy (IgAN) has been
Court,Carho Coterns 93 . posed to involve 4 hits.' Circulating galactose.

ized by specific auto.
antibodies (hit 2) to form circulating immune complexes
that contain galactose-deficient IgA 1 (hit 3). The fourth

518 and A c
Rcevd 5 Augst 2625 e 14 Nowmbr 2035, scapod 20
Movember 2025; publshed online 22 December 2025

m
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Zigakibart demonstrates clinical safety and efficacy ) o
in a Phase 1/2 trial of healthy volunteers and

patients with IgA nephropathy

cienga"", Jeannetie Lo’
Biruh Workeneh', Irfan Agha®
Andrea Van Elsas', John

Kianey Care,Derv

OPEN

; Colformic, UsA; "Chinook Thavepeuics, Seat

Oulls Texas, US4 “The Unersy of Fexas

P e
numm v mwm. ersiy Cheonan Hospital, umamm m,,,m. ot o oty Unvrsty S e sl
Anyang, Gyeanggsi oo,

yang 0
e o e ey Rsearch Cente Dl

Group, mm goiy st edcs oy ulls gt Cone, [
. Usi; " adure e, 055,

Introduction: Zigakibart s 3 humanczed 1964 monoddonal
binds the cytokine A Prolferation-inducing
known as TNFSF13). APRIL s a critcal
factor In immunaglobulin 1g) A nephropatny (1gAN)
pathogans:

Methads:Her, e et hesty vokineers (6 e and

100-meek data from an ongoing Phase 1/2 clinical ial

o i A (NCTOSo053 18 oot g

I heaithy volunteers, zigakibart was el toler
janous adminitration of single dos:

In patients with lgAN, 2igakibar
Ibcutaneously every two weeks, was well wlerated with no
treatment-emergent aduerse evens leading to study drug
discontinuation o death. A §0% reduction in proteinuia and
stained estimated glomerular fitration rate stabil;
were observed at week 100. There was a notable decrease In
hematuri, 25 well 2s rapid and durable reductions in
Slacoce defcint 98 (G981, 30 g vt w3
ot reduction 66,
Conchusions. vl sgabor demonsoted robust
pharmacological actvity, and clinical evidence shows
bl ety prole uith ciicaly mesningh
proteinuria reduction and sustained estmated glomeruiar
Rrsion e saslkation i patents it A Brodding a
potentialy disease-modifying approach for the treatment of

rrspendence vt bl St fCrdorcls S
i o e, Unierity 1o, Laens LE) TG
L and I e co-fet authars

Receird 14 Ma1ch 2025, reised 12 May 2

published online 5 June 2025

ihe Netherlands: and

IgAN. The effects of zigakibart on proteinuria and lang term
Kidney function in aduls with IgAN are being evaluated in
the ongoing phase 3 BEYOND study (NCT0S852938)

This

202!
into a rece

Kidney disesse and kidney
e Histsically,optior N et el

ety ppor e despite this approach, 4

cnt ropenton o patiass emined 3 hgh
progressive chronic kidney disease advancing to kidney fil-
m,m,,n.m., the widespresd need for novel treatments
arget pahogenic mechanisms underlying |
centl, e mnmwmmlv ¢ JGAN have been expanded 1o
include budesonide (delayed-release) and sparsentan, both of
which received full approval in the Uited States ™ In
addition, iptacopan, a first-in-class complement inbibitos,
and strasentan, 4 potent and

[ —— clinical trial
Randomized, double-blind, placebo-controlled
phase 2a study assessing the efficacy and safety of
felzartamab for IgA nephropathy

Jiirgen Floege', Richard Lafayette’, Jonathan Barratt’, Brian Schwartz’, Paul T. Manser’, Uptal D. Patel’,
Willie Shah, Lisa Kivman”, Nicola Faulhaber’, Tabea Kraft', Anjali Thakur’, Stefan Harde’ and
Sean J. Barbour

OPEN

o of Mepiogy ond Cardoogy, Lkt Hospl B st icheHochchule ST dachn dachr
o Mgty aparment o Nedicn, Stk Stanford, Calfom ‘Degarment
Univrsiy of Lecser,Leicsar, UK. “Blogen St 5o Franche, Catlort U o G o
and “Division m—om Universiy of Brtsh Calumbia, Vancouves, Brtsh Columibia, Canada

impact of felzaramab on preservatien of kidney function in
Pk patent Wi AN

Introduction: Felzartamabs is a fully human ant-CD38
manoclonal antibody under investigation for treatment of
Igh ephuopathy (g, IGHA2 (NCTOs0s

patients with biopsy-Confirmed IgAN d
angiotensin system blockade.

riod 10 receive Int

s-dose, 11 amon primary
patients, or nine d 13 patients)
i pan 2 lapares s ecved he - | b e propertiaof patns Despie e
schcle open Lbel Fllmp i pr 0 that Includes renin-angloten e
e ) i srpanence o

mmm raio TOPCR) o ine monife
felzartamab versus placeba led to
uares mean

4;

- geting the.
Gerying pahogenic svenss n 1GAN 15 an essentl
companent of an optmal treatment strategy. Thus, a
potentil therapeutic 3

ma cells,

e 4 o ey
am (-44.5%). Mean decreases in 2 sy, et o

glomernstr fitation rate wer lower with felzartamab than which n ally deplet

with piacebo through 24 months i part 1 and 12 monihs in 2d and led 1o Improve

part 2 Felzantamab afety was CORSent with priot ments a and dacrsases i relevant serum
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Study of BHV-1400 in IgA Nephropathy

Conditions

Development of a sweeping and blocking anti-IgA antibody
FcRn-mediated removal of circulating IgA

IgA Nephropathy

Locations

Miami Lakes, Florida, United States Pembroke Pines, Florida, United States
o Anti-IgA binds to circulating IgA
Chesterfield, Missouri, United States Dakota Dunes, South Dakota, United States
o Receptor-mediated endocytosis of anti-IgA in complex with IgA
Show all 5 locations
o Complex dissociates in endosomes

o IgA is degraded in the lysosomes
GlcNAc  Sia

o Anti-IgA recycles back through enhanced FcRn binding and 5
remains bound to FcRn i"
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X A Iptacopan in IgA Nephropathy — i ients wi Sibeprenlimab in IgA Nephropathy —
Efficacy and safety of a targeted-release formulation of Efficacy and safety of sparsentan versus irbesartan in 5 Final 24-Month Data M e Interim Analysis of a Phase 3 Trial
budesonide in patients with primary IgA nephropathy patients with IgA nephropathy (PROTECT): 2-year results B X 4 ) "
(NefIgArd) 2- year results from a randomised phase 3trial from a randomised, active-controlled, phase 3 trial

ABSTRACT

Summary W ; ABSTRACT
S A ehopty s o mmapeeited iy dss 3 s o of oy Gt il
icatd i . potbogemesin, md Neocen 1 2 oove, o : FTTT sackcrouno

gl ,...KP..K.N».A We present findings from the - Summary Patients with IgA nephropathy and severe proteinuria have a high lifetime risk of

2year, phase 3 NeflgArd tral of Nefecon in patients with IgA nephropathy. o rptjen  novel, dual endothelin angiotensin receptor 1 BACKGROUND kidney failure. The ef ey safety of the selec ‘ndu‘lhlulm e A e
it aniagoui, sgaiikanty reduced. proteinura verws rbesartan, an anghotcasin 1 recepor bocker, 36 weeks aci Kentive complment ity ConrIULES 0 IGA BephrOp- Th sbor o rames e ancagonist atrasentan in reducing proteinuria in patients with IgA nephropathy are
Methods In this phase 3 andomisd, double-blind, placebo-controlled il adult patents (aged (i endpoin) in s wit st A ncpheopathy i e phase 5 PROTECT (et previouh - e a Elometulas ol i 1 16 el morkts ahioe o (i a1 o incomplecly understood
18 ey whlh peey JA mepbevpa,sirated omerlr o e (GFR) 590 i e 173, . e o e, oyl s
nd 0

The cytokine A proliferation-inducing ligand (APRIL) is considered a key driver of The suhors’ Gl names. scaders
the pathogenesis of IgA nephropathy. Sibeprenlimab, a humanized 1gG2 monoclonal - 7ees .
antibody, selectively binds to and inhibits APRIL

wetHoos o NEW 3085 Ausln
In this phase 3, multicenter, double-blind, randomized, placebo-controlled tral, we
assigned adults with biopsy-confirmed IgA nephropathy in 2 1:1 rato 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 inerim analysis was the 24.
hour urinary protein-to-creatinine ratio at 9 months as compared with baseline. The
ey secondary end point, to be reported at tral completion, is the anmualized slope

Su/go i , Sl 3 trial, iptacopan, a complement factor B inhibitor, led to a significant reduction Cay I
w«n:n e, b e i s Y5 eplaichnt m‘m;-II sl s ek Bl 5 - SEEEIN L the 2 s ety pcela e vt st &8 vl wht prceb sl Sc s 1t sk . We are conducting a phase 3, multinational, double-blind, randomized, controlled
were randonily assigned (11) 1 receive 16 me/day ora capuules of Nefecon or matching plcebo for 9 months, (41 Methods PROTECT,  double-blnd, randomised, e, ” and had an accepeable safety profile. b i m crial involing aduls with biopsy-proven IgA nephropathy, a ttal urinary procein
v In this phase 3 trial, we enrolled adults who had IgA nephropathy, an eStimated  smessigators snd rusors) ,_L,‘. Mg least 30 ml per minute per 1.73 m? of body-surface area. Patients were randomly
el O ooy s 606 ) e Wbemirma Somenls lraon ot COFR) of ks 30 md pe o per 173 ofbody, s = v sagned o oehe rsentan 075 g pe day ox mathed lacbo fo 132 weeks,
thoughout the il The iy ffcy edpoit vas pbd s of EFR over 3 e Elicary and iy o sl bonplisdadplompilopbme daelalbl smenpmsalmepirorst oY surface area, and a 24-hour urinary protein-to-creatinine ratio of 1 or higher (with e NG The primary outcome, assessed at a prespeified interim analysis of data from the KRy Zal com
v e dooe i th foll ey e i, ol oy smigmed P Tha i was regioteed om o ewling ool e c Ry gy et protein and creatinine both measured in grams) despite supportive care. Patients Th s piblished on March 29, atients in the main stratum, was the change in the 24-hour urinary o cqliated pecinbl Hlveion Fas oves 26 sty Ot sesidiiin cud painty
“-M"vuhw NCT03643965, and is completed. o Kidoey faiuce (confinned 40% €GFR rduction. endstage kidney disease. ot ,u“.m ‘mortalty). and safety ,,‘d e e randomly assigned, in @ 1:1 ratio, t receive oral iptacopan (200 mg) or pla- 22 NG £ 3 ‘it catinpated included the change in the level of serum immunoglobulin and sty Exploratory
” R — ilesklly op o 100 .«g;n.‘:,.. ol Sediy iy e e i N il :-:-‘d P e cebo twice daily. The primary end point for the final analysis was the annualized oszico stea patients o oty [pehatel the chngt fn imes i JoA) axd PRI sooome
o e inom it y [uhlch veke ki e o ool e, total cGFR slope s estimated over a 24-month period. Secondary end points in x S Who were receiving a sodium-glucose cotransporter 2 inhibitor were included in
i - cluded a composite kidney-failure end point (i, 2 sustained decline in eGFR of X Sepusae s Suley acabcs wre sl o adoead vcs aceos i ekl
T 230%, a sustained eGFR of <15 ml per minute per 1.73 m?, the initiation of mai main stratum, wesuurs
o tenance dialysis, receipt of kidney transplan, or death from kidney failure), as- Atoal of 510 paents undecwentrandomizaton — 2910 the sibeprenlimab group
oatid and 251 to the placebo group. The prespecified interim analysis incided the first
320 picns (152 who eceie sibepraiimals and 168 who receved placcbo) who
had the opportunity to complete the 9-month evaluation of the 24-hour urinary
protein-to-creatinine ratio. At 9 months, 3 significant reduction in 24
s i eveialn i i vt witl Bpge i Co04) & Eoupaced
with an increase with placebo (2.1%), corresponding to an adjusted geometric least-
ratio that was 51.2% (96.5%
confidence interval (CI), 42.9 to 58.2) lower with sibeprenlimab than with placebo
(P<0.001). The levels of APRIL and pathogenic galactose-deficien IgA1 at week 48
were reduced from baseline by 95.8% and 67.1%, o Iy, with sideprenlimab,
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

per 1.73 m), and region (Asia-Pacific, Furope, North America, or South »\mrvlu} Paicni. inesigors, and sie

tions, the spot 24-hour urinary protein-to-creatinine ratio, hematuria, an

of proteinuria.

v Whie gowed pificant
treatment benefitwi \rﬁmmwplmln(me,uw inper 73 mIISNCI. 24107 35, peb 001, e R Fincings Between Do 20, 2015, and May 26, 2021, 203 prients were randomiy assgned o he sparsentan gro
e vcragecange o247 miminper 173 5% C1 388t 1. 02)eporedwith Neecon. 1. each grom ctudy drug and was exchded fo
0753 i 7t 1.7 (333 1011 repoicd wih paceb. The s commonh por s kacyand oy anayses (252 U] of 44 incuded ptents were e 300 272 [67%] e Whie) - Ptient e e - sessed in a time-to-event analysis. Safety was also assessed,
emergent adverse cvents during treatment with Nefecon were peripheral ocdema (31 [17%] patients, 15 placcbo, S e sparventan group had 2 slowes rate of €GFR decline than those in the itbesartan group. eGFR chronic Zyeor slope
0] piety. pernsion (275 v i3], e sps (221751 s 4 e (OIS i ek 10 s -2 i, e 173 e yeu vesos 33 ki e 17 8 per e (il
woli5).and 105%] 14 35 weporied 11 i e 1.73 m? e year, 5% C1.0:1 1 2.1 pe0-037) ol 2 et skape (day 1-week 110} w
o per 173 b pes yeat veraus -3.9 mL/min per 173 m? per year (dHference 1-0 mLfimin per 173 m? per yeor, IwlCEAmaVEY signed to iptacopan and 239 to placebo. The annualized total eGFR slope was ratlo aelitied to beseling was. \lgmﬁ(_‘m\, ‘greater with atrasentan (-38.1%) than
d %5%Cl 058) 4 ~3.10 ml per minute per 1.73 m” per year with iptacopan, as compared with ~6.12 a A %
B > By oK by Py with placebo (-3.1%), with a geometric mean between-group difference of ~36.1
3 denble o s oot memst sk, ridag pret G s e redlfng it ettt S0 hrnghehe sl o 10 wek, o, o determined by the hang o sl i wine e i per minute per 173 ¥ et year with placcbo (iffrence, 302 e sty perceagepoins 05 confdocs e, 46026 P01 The e
bty Ot e ey S ety el A N D74 e e oy S0 ol ek T, 403 1 A 1y ol RO ¢ of patients with adverse events did not differ substantially between the two
95% C10.50100.72) reached by 18 (9%) of composite ki ilure end-point event occurred in 21.4% of the patients in gmu;h Fluid retention was reported by 19 of 169 patients (11.2%) in the atrasen
the pscopun o, s compuredwkh 33.5% of thoe nthe plccbo gronp - tan group and in 14 of 170 (8.2%) in the placebo group bu did notlead to discon-
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ents were recruited into the main stratum. Among the first 270
wesuns i iats in the main satum (135 pe il group) who complced the week 30
Among 477 patients included in the final analysis, 238 had been randomly as- vii, the, geotmenis mesi e kbl
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irbesartan, with bo new safery sigaals. gty ard ratio, 0.57; Cl, 040 to 0.81; adjusted P=0.003). The incidence of adverse tinuation of the trial regimen. No apparent cases of cardiac failure or severe edema
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Sibeprenlimab in IgA Nephropathy —

Efficacy and safety of a targeted-release formulation of Interim Analysis of a Phase 3 Trial

budesonide in patients with primary IgA nephropathy

(NeflgArd): 2-year results from a randomised phase 3 trial ‘v L ok Ay A Que PR

atinine ratio was observed with sibeprenlimab (-50.2%) as cor
1%), corresponding to an adjusted geometri
product.
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I Y Yo . were reduced from bascl nd sibeprenlimab.
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ind the incidence of serious adverse events that occurred
Introduction Idw - " tre: % with sibeprenlimab and 4.4% with placebo.
1gA nephropathy i a chronic immune-medis " (kDI
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discase characterised by IgA.

Copyright © 2023 Flsevier Lid. All rights eserved:

Sibeprenlimab resulted in a significant reduction in proteinuria as compared with
placebo in paticnts with IgA nephropathy. (Funded by Otsuka Pharm al Develop-
‘ment and Commercialization. VISIONARY ClinicalTrials.gov numb 05248646)
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Sibeprenlimab in IgA Nephropathy —
Interim Analysis of a Phase 3 Trial

ABSTRACT

proteim-o-creatini g
protei-so-raciine ratk was observed with sibeprclin
s e Wl .23 Gfcmopdio s el omeic Lot
res mean 24-hour urinary protein-to-creatinine ratio 5%
confidence interval (T}, 429 10 58.2) lowe with sibepeenlcnab than it ,\1‘..(11..
(P<0.001). The levels of APRIL and pathogenic galactose-deficient IgA1 at wes
were educed from bascline by 95.5% and 671%, espetvely, with sbeprelimab
The safety profile appeared to be vith sibeprenlimab and placebo. No deaths
were reported, nce of serious adverse events thar occurred during the
reatme d was 3.5% with sibeprenlimab and 4.4% with placebo.
sibeprenlimab resulted in a significant reduction in proteinuria as compared with
placebo in paticnts with mnrplmv,um\ (Funded by Otsuka Pharmaceutical Develop
‘ment and Commercialization. V ClinicalTrials gov number, NCTO5248646.
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A Phase 3 Trial of Atacicept in Patients
with IgA Nephropathy

jents in the atacicept group and 97 in the placebo group. At week 36, the percent-
age reduction from baseline in the urinary protcin-to-creatinine ratio was 45.7%
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In this prespecified interim analysis, treatment with atacicept resulted in
greate reduction in protcinuria than placebo
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Povetacicept for IgA Nephropathy ) cros o
and Primary Membranous Nephropathy
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Randomized, double-blind, placebo-controlled
phase 2a study assessing the efficacy and safety of
felzartamab for IgA nephropathy

OPEN

1 Uptal D. Patel®,
, Nicola Faulhaber’, Tabea Kraft’, Anjali Thakur”, Stefan Hartle” and

ule [RWTH) Aachen, Aachen,
v, Californis, LS4 *Department
USA; “Morphasys GmbH, a
iritish Coturnbnia, Canada

impact of felzartamab on preservation of kidney function in
high-risk patients with lgAN.
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Efficacy and safety of sparsentan versus irhesartan in 9@"}@)
patients with IgA nephropathy (PROTECT): 2-year results o
from a randomised, active-controlled, phase 3 trial

Summary

Background Spar
anlagonist, s
(primary endpoi
reported interim
analysi

Methods PROTEC
sites in 18 count
primary IgA nep|
inhibition for at I
once daily) o

tolerability up to 1
saficty was assesse
atleast one dose

wvsion of Nephrology, Ohia
sty e

dings 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

nd sal

nalyses (282 [70%] of 404 included patients were male and 272 [67%| were White) . Patients in the
ic 2-

group had a slower rate of eGFR decline than those in ﬂ\e irbesarta 5 ear slope

7 mLjmin per 1-73 m? per year vers mL/mi . er year (difference
% C10.1102-1; p=0-037); IolAlZve.lx>|upe(ddv 1-week 110) was ~2:9 mL/min

Jmin per 1.73 m? per year (difference 1.0 mL/min per 1.73 m? per year,

i s with sparsentan was maintained

Ihmuglmnl the study prnnd 2t 110 weeks, proteinuria, 2s determined by the change from bascline in urinc protein- e
to-creatinine ratio, was 40% lower in the sparsentan groupthan in the irbesartan group (—42-8%,95% CT—49-810-35-0, P rieiado Mo WE Roteri o

to 87, with irbesartan; geometric_ leastsquares me -0 Deritbuentof el

95% C10.501t0 0.72), The composite kidney fifurc cndpoint wa
group versus 26 (13%) of 202 patients in the ithes: ;
emergent adverse events were well balanced between sparsentan and irbesartan, with o new safety ~|;:mls

Interpretation Over 110 weeks, treatment with sparsentan versus maximally titrated irbesartan in patients with
IgA nephropathy resulted in significant reductions in proleinuria and preservation of kidney function,

Funding Travere Therapeutis.

Copyrigh

Introduction

reatment options are limited,’ and it
since December, 2021, that a small number of

nerulac di ldwi . p e ble in Europe and

lfetime risk < y failures  the USA®> w s usually foumd in  StanfordcAUSA

om Publiched online Nowomber 3, 2073 https:/do.org/10-1016/50140-6726{23)02307-4.
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Atrasentan in Patients with IgA Nephropathy

ABSTRACT

BACKGROUND
i jme risk of

A receptor

opathy are

estimated

of patients

ncluded in

oo 9 k the entire
main stratum.

RESULTS
A total of 340 patients were recruited into the main stratum. Ameng the first 270
patients in the main stratum (135 per trial group) who completed the week 36
ometric mean pel change in the urinary protein-t

ratio relative to baseline was significantly greater with atrasentan (
with placebo (-3.1%), with a geomerric mean hem:en-,,mup difference of
percentage points (\ﬁm\.unndencemle val, —44,

patients with adverse events did not differ s

Fluid retention was reported of atiel ) in the atrasen-

7 in the placebo group but did not lead to discon-

tinuation of the trial regimen. No apparent cases of cardiac failure or severe edema
occurred.

ysis, atrasentan Ited in a significant and clini-
tion in proteinuria as compared wnll placebo in patients
wull I,"!\ nephropathy. (Funded by Novartis; ALIGN ITrials.gov number,

Leicester

A%

Nephropathy

Research Group




EIEIIV(I%}]{E“,Sél:IYE(“)ﬁ Leicester
I gl\éﬁathy

Research Group




UNIVERSITY OF
LEICESTER

Leicester

I gl\é&athy

Research Group




UNIVERSITY OF Leicester
LEICESTER

I ghﬁ&athy

Research Group




UNIVERSITY OF Lelcester "
LEICESTER laASR ‘
gN phropa thy

arch Group

FUTURE
J&
EXCITING




	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34

