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iIgA Nephropathy

Defined by IgA deposition in glomerular mesanium-
dominant or co-dominant.(lgG 40-50% IgM 70-80)

Presentation- Young — gross hematuria

Adults — Proteinuria + hematuria

ESRD in 15-20% by 10 yrs from onset and 30-40 % by
20 yrs.

Risk Factors for Progression. Predictions of Course.

Treatment — Changing Views but clearly no SINGLE
Path of Therapy for Everyone

Must diagnose earlier and treat all elements in the
pathogenesis of IgAN in 2025.



Low O-glycosylation of IgA1 and gal deficient IgA1l
formation
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Serum Levels of Mucosal-type Gd-IgAl Are Elevated in Patients With IgA
Nephropathy and Elicit an Autoimmune Response

Serum 1gG autoantibodies are correlated ~ High Levels of Gd-IgA1 Are Associated

with serum Gd-1gAL in IgA N2 With Poor Disease Outcomes
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“4-Hit” Hypothesis: A Widely Accepted Model for Understanding
the Pathogenesis of IgA Nephropathy

HIT 2 HIT4
® Mucosal B cells present In ® Production of IgA or IgG ® GdilgAl-containing immune
i the lleum, Including Peyer's :autoantibodies specific L complexes deposited in glomerull
i patches, produce Gd-IgAl' i for Gd-lgal’* AN cause deterianation In

! |
: L renal function®?

CHIT1 | HIT3
L Elevated levels of Ga-gAl end ¢ Pathogenic Gd-IgAl-containing
up In systemic clreulation ' IgA/1G Immune complexes

are formed’”




Long-term Renal Survival in 1126 IGAN Patients
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Risk Stratification in IgA Nephropathy

Clinical Features
Proteinuria

GFR
Hypertension

Kidney Biopsy — MESTC

CoMorbidities



Evaluating a New International Risk-Prediction Tool
i IgA NeDhropathy JAMA Intern Med. 2019;179(7):942-952

Sean J. Barbour, MD, MSc; Rosanna Coppo, MD, FERA; Hong Zhang, MD, PhD; Zhi-Hong Liu, MD;

Yusuke Suzuki, MD, PhD; Keiichi Matsuzaki, MD, PhD; Ritsuko Katafuchi, MD, PhD; Lee Er, MSc;

Gabriela Espino-Hernandez, MSc; S. Joseph Kim, MD, PhD; Heather N. Reich, MD, PhD; John Feehally, FRCP;
Daniel C. Cattran, MD, FRCPC; for the International IgA Nephropathy Network
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Questions

MEST S-score 0]

Estimated GFR

. 30 ml/min/1.73m2
at biopsy

MEST T-score 1

Systolic blood

pressure at b|0p5y 190 mmHg Immunosup_preSSion
use at or prior to No
. ) biopsy
Diastolic bloqd 90 mmHg
pressure at biopsy
At how many months
. ) R after renal biopsy
Proteinuria at biopsy 6.9 g/day would you like to 48 Months
determine risk of renal
Age at biopsy 54 Years progression?
Race Caucasian
Results
Use of ACE inhibitor or
ARB at the time of Yes Risk of Progression
biopsy
The risk of a 50% decline in
MEST M-score 1

estimated GFR or progression
to end-stage renal disease 4.0
years after renal biopsy is
56.66%

MEST E-score

MEST S-score




Survival from renal failure

Reduction of Proteinuria Improves Prognosis in IgAN
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542 pts with IgAN from Toronto registry
Followed for 78 mos
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Regardless of peak proteinuria,
attaining partial remission (<1
g/d)

leads to similarly good outcomes.
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CKD progression, kidney failure, and mortality among

NEPHROLOGY DIALYSIS

US patients with IgA nephropathy

We evaluated kidney outcomes

among a racially, ethnically, and

socioeconomically diverse IgAN
population in the USA.

Methods

Tirine

655 adults with primary IgAN
(31% Asian/Pacific Islander, 3% Black,
40% Hispanic/Latino, 24% White)
2000-2022

D @

Composite endpoint
1. > 50% eGFR decline
2. Kidney failure
or 3. Mortality

Sim, J. J. et al.
NDT (2025)
@NDTSocial

234 (36%)
reached composite
kidney endpoint

Incidence rate
79.4 events

per 1000 patient-years
(95% CI 69.6, 90.7)

Results
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Among diverse population with IgAN, we observed high rates of kidney

outcomes within a relatively short follow-up. IgAN elevates risk for kidney

outcomes starting at proteinuria levels > 0.5 g/g.




MESTC-Oxford Classification

Mesangial hypercellularity
0 =<50%;

1 =>50% glomeruli involved
Endocapillary proliferation
0 =Absent 1=Present
Segmental glomerulosclerosis i
0 = Absent 1 =Present
Tubulo-Interstitial fibrosis
0=<25%

1=25-50%

2 =>50%

Crescents

CO — absent

C1-0-24%

o CON

C2=o0r> 25% UAEORN




UK Registry Data: Most Patients With IgA Nephropathy Progressed to
Kidney Failure Within 10 to 15 Years of Diagnosis

RaDaR IgA nephropathy cohort?!

* Retrospective t study
(n=2299 adults; n=140 children)

* Biopsy-proven IgA nephropathy plus
proteinuria >0.5 g/day or eGFR <60
mL/min/1.73 m2 at any time in their
disease history

* 50% of patients reached kidney
failure* or died during the study
(median follow: 5.9 years)

Median (95% CI) Kidney survival:
11.4 (10.5-12.5) years

Survival from kidney failure/death

Mean (SD) age at kidney
failure/death*: 48 (15) years

Pitcher D, Braddon F, Hendry B...

= 0-<18yrs = 30-<40yrs -~ 50-<60 yrs
40-<50 yrs = 260 yrs
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Barratt J. CJASN 18:1-12, 2023
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Patients With Low Proteinuria Levels Can Progress to Kidney Failure

RaDaR IgA nephropathy cohort (2299 adults and 140 children) — proteinuria findings?

Time-averaged proteinuria was significantly - o = 0-<0.44 g/g — 0.88-<1.76 g/g
Total time-averaged proteinuria _ 0.44-<0.88 glg >1.76 /g

associated with worse kidney survival
(and more rapid eGFR loss) 100%h
However, the 10-year risk of kidney
failure/death was also relatively high in patients
typically perceived to be “low-risk”:

50% 4
~30% of patients with time-averaged
UPCR 0.44-<0.88 g/g
25%

~20% of patients with time-averaged
UPCR <0.44 g/g

Survival from kidney failure/death

0% - , : . . -
0 25 5 75 10 125 15

Time to kidney failure/death event (years)

Pitcher D, Braddon F, Hendry B... Barratt J. CJASN 18:1-12, 2023



A Faster Rate of eGFR Decline in IgA Nephropathy = A Shorter Time to
Kidney Failure

% patients that will reach kidney failure [J 0 [J 25 [ 50 [ 75 Il 100

RaDaR (UK registry) IgA nephropathy
cohort (2299 adults and 140 children)!

eGFR decline of 3 mL/min/1.73 m?/year
= 100% of patients <40 years old at
diagnosis reaching kidney failure within
expected lifetime

n

—

23 16

(mL/min/1.73 m?)

Annual eGFR declihe

=
eGFR decline of 1 mL/min/1.73 m?/year of ' & L1 19 15 6 8
~40% of adult patients <50 years old at
diagnosis reaching kidney failure within ¥ 0 0 2 2 1 1

expected lifetime

0-<18 18-<30 30-<40 40-<50 50-<60 60-75
Age group (years)

Pitcher D, Braddon F, Hendry B... Barratt J. CJASN 18:1-12, 2023



Kidney Function Loss in Control Pts with Optimized Supportive Care In IgAN Trials

Baseline

Manno et al.! TESTING? STOP-IgAN 10-year PROTECTS DAPA-CKD® NeflgArd’

characteristics (Active control (Placebo + results®* : . (Placebo + (Placebo +
[ramipril]) RAS inhibition) (RAS inhibition) (Active control [irbesartan]) RAS inhibition) RAS inhibition)
Nin PBO
49 246 80 202 133 182
ARM
Age, years* 35(11) 37 (29-46) 45 (12)* 45 (12) 50 (13) 42 (34-49)
Systolic blood pressure,
mmHg* 123 (8) 125 (116-131) 126 (10)" 130 (12) 127 (14) 124 (117-130)
Diastolic blood pressure, 82 (7) 80 (74-86) 78 (8)" 83 (11) 80 (10) 79 (74-84)
mmHg*
hM(?gi:)” proteinuria, g/24 1.5 (1.4-2.3) 1.9 (1.4-2.9) 1.7 (0.8)" 1.8 (1.3-2.6) 2.2(1.5-3.4)
eGFR,
mL/min/1.73 98 (28) 59 (42-78) 59 (27)" 57 (24) 43 (12) 55 (46-68)
m2%*
Median time since IgAN <1 year before
e e e G randomization 0.4 (0.3-1.2) 4.0 (1.0-10.0) 2.6 (0.6-6.5)
Total eGFR
slope
P 6.2 5.0 2.7 3.9 4.7 5.4

mL/min/1.73

m? per year?




KDIGO 2024 “Proposed “ Guidelines — Final Version as yet
unpublished

e Dynamic assessment of patient risk over time should be performed, as decisions
regarding the relative merits of different treatments may change.

In all patients these should ~ Manage the generic response.
be addressed simultaneously ﬁmmm

~
Treatment goals —

Interventions with efficacy
reported in clinical trials —
across populations

Drivers for nephron loss —

1F

Geographic practice 2|
variation (see Figure 4)




Current and Future developments in IgA Nephropathy therapy

For Glomerular Inflammation steroids and MMF work

TR Budesonide — FDA approved
Sparsentin — FDA Approved -combined ETA antagonist + ARB

Dapagliflozin and Empagliflozin — FDA approved for CKD

Iptacopan — FDA accelerated FDA approval

Atrasentan - FDA accelerated FDA approval

Anti - APRIL inhibitors ( Sibeprenlimab , Zigakibart)

Anti BAFF/anti April inhibitors ( Atacicept, telitacicept, Povetacicept )



STOP-IgAN: Supportive care vs. Immunosuppression
Rauen T et al. NEJM 2015;373:2225-2236

Run-in (337)

Optimal
supportive
care X 6 mos

Removed:

- Dropout/excluded: 81
(24%)

- Responders: 94 (28%)

- Uprot<0.75g/d




STOP-IgAN, 10-Year Follow-up

o

Patients with baseline GFR 2 60 ml/min per 1.73 m?

d  Entire STOP-IgAN cohort

02+ | — Supportive care

Probability of event-free survival

Probability of event-free survival

-~~~ Supportive care plus|
immunosuppression
on L L] T 1 T 1) T
0 2 ] 6 8 10
Time (yr)
No, at Risk:
ET ] @ « % 14 )
02 | — Supportive care c Patients with baseline GFR < 60 mI/min per 1.73 m?
-~ Supportive care plus 5
immunosuppression § =
00+ & =
T T T T T T é
0 2 4 6 8 10 & 064
[
>
Time (yr) 8
No.at Risk g
S 8 7] 8 @ 1 0 2
W R . 8 52 % 1 2 02 [— Supportive care bla—s
'§ ~—— Supportive care plus
o immunosuppression
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Time (yr)
No. ot Risk:

s 20 % %® 9 L] 0

Kidney International 98: 1044-1052, 2020 o - " " ‘ .




TESTING Reduced-Dose (ASN KW 2021)
| FullDose(n=262) ____ ReducedDose(n=241)

Regimen - MP 0.6-0.8 mg/kg/d - MP 0.4 mg/kg/d (24-32 mg)
(max 48 mg) x2mo x2mo
* Tapering 8 mg/mo * Tapering 4 mg/mo over
over additional 4-6mo additional 4-6mo

= antibiotic prophylaxis x12 wks

Follow-up 5.7 yr 2.5vyr

Primary 0.58 (95%Cl1 0.41-0.81) 0.27 (95%CI 0.11-0.65)

composite

outcome

Serious Adverse 30 wvs 5 in placebo 7 vs 3 in placebo

Events

* Hospitalized  11vs1({p=0.006) * S5vs2(p=0.45) .
infection

= Death - 3vsO  1lvsO



Effect of Oral Methylprednisolone on Decline in Kidney
Function/Kidney Failure in IgAN - TESTING STUDY

LV J, Wong MG, Hladunewich M, et al JAMA 327: 188-1898,2022

Figure 2. Time From Randomization to First Outcome in a Study of the Effect of Oral Methylprednisolone on Kidney Function Decline
in Patients With IgA Nephropathy
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Original Investigation Research

Figure 3. Primary Outcome in a Study of the Effect of Oral Methylprednisolone on Kidney Function Decline in Patients With IgA Nephropathy

Mo /botal No. (%)

Hazard ratia Favors | Favars

Characteristic Methylprednisalone  Placeba (95% Q) methylprednisalone | placeba
Randoeized gluzocorticoid dose .

Full divse B7/136(49) Bdf126 (67) 0.58(0.41-0.81) —il—

Reduced dase TH12116) 0120{17) D27 (011-0.65) el
Basseline proteinuria, g/d i

<30 42/152122) 6185 (36) 0.46(0.31-0.68) —l'i—
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Baseline kidney function, mL{miny1.73 m? E

<30 4697147} 53M91(58) 0.62(0.41-0.93) —i"—

411] 18/160(18) 51153 (33) 0.4310.27-0.68) ——
Baseline histological lesion scaring i

Ed 53/1B5(29) 821191 (43) 0.55(0.39-0.78) +

E1 11/72129) 221535 (40) 0.47(0.25-0.88) —l'i—
Acsstry

Chinese B7/195(34) B4/184 (45) 061(0.44-0.84) —é'l—

Non-Chinese Tfa2(11) 20/62 (32) 0.24(0.10-0.56) —I—E-
Age, y i

<50 Bd/215(30) 91212 (43) 0.48(0.35-0.67) —'E—

250 10442 (24) 1334 (38) 0.70(0.29-1.67) —E—l——
Tieme between bispsy and randamization, y i

<l 59/193(31) 81/17945) 0.56(0.40-0.78) ——

el 15/64 (23) 23/67 () 0.45(0.23-0.87) —l'é—
Deierall 0.53(0.39-073) "'
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Mycophenolate in IgAN

N 32 52 34 40
Ethnicity Mixed/NYC US/Canada I Belgian Chinese I
MMF dose 29/dx1yr 25-36 mg/kg/d x1lyr 2 g/d x 3 yrs 1.5-2.0 g/d x 6 mo
eGFR 39 (MDRD) 100.6 £42.8 (CrCl, 71 (Inulin) 72 (CrCl)
(ml/min) Schwartz or C-G)
Proteinuria 2.7g/d 1.48 £ 0.74 g/g 1.6 g/d 1.8 g/d
SBP (mmHg) 134 129 128 121
ACEI/ARB all all all all
Followup 59-75 wks 54% completed I 3yrs 6 yrs
12mo MMF; only
33% completed 1yr
post-Rx followup
Outcome 50% rise Crat 2y: No differences in: No differences in: ESRD rate at 6 yrs:
- MMF 5/17 (29%) -Mean proteinuria - 25% loss inulinclr. - MMF 2/20 (10%)
- Placebo 2/15 (13%)  change at 12/24 mo - 50% rise sCr - Control 9/20 (45%)
-P=04 -CrCl at 12/24 mo - Rate of delta-GFR - P=0.015
Conclusion NEGATIVE NEGATIVE I NEGATIVE POSITIVE I




Mycophenolate + Low-dose Prednisone vs.
Full-dose Prednisone

Response at 12 months (P = 0.7): -mm-
— 82% in MIMF

) )
— 85% in PRED Any AE 78% 77%

1.00
1

MV SAE 6% 7% 0.9

0.80

Cushings 18% 48% <0.001

0.60
1

Diabetes 1% 14% 0.002

040
1

Infections 31% 23% 0.2

Probability of complete remission

0.20
1

° T2 J : : 5 BP ~120/75, but....
No. at risk Month
MMF 86 83 80 67 53 33 19
eeesrm " " ! Only ~24% got RAS blockade

Jin-Hua Hou et al., AJKD, June 2017, pp 788-795



MAIN Trial . Effectiveness of Mycophenolate Mofetil Among Patients

With Progressive IgA Nephropathy: A Randomized Clinical Trial
JAMA Network Open. 2023;6(2).:e2254054. Feb 6,2023

A Composite end point B | Disease progression
100 100
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Time from randomization, mo Time from randomization, mo
Mo. at risk
SC group 85 84 81 78 71 64 54

MPMF group 85 84 84 79 78 73 73



" “q-Hit” Hypothesis: A Widely Accspted Model for Understanding
the Pathogenesis of IgA Nephropathy

HIT 2 HIT4
® Mucosal B cells present In ® Production of igA or IgG GdgAl-containing immune
: the lleum, Including Peyer's :oautoantibodies specific complexes deposited in glomerull

i patches, produce Go-Igal ' i for Gd-igA1**

4
§ can cause dateniarnation In
@ ! renal function'?*

CHIT2 FHITS3
L Elevated levels of Gd-igAl eno & Pathogenic Gd-igAl-containing
up In systemic circulation ' IgA/12G Immune complexes

are formeg’*




Current and Future developments in IgA Nephropathy therapy

For Glomerular Inflammation steroids and MMF work

TR Budesonide — FDA approved
Sparsentin — FDA Approved -combined ETA antagonist + ARB
Dapagliflozin — FDA approved for CKD

Iptacopan — FDA accelerated FDA approval

Atrasentan - FDA accelerated FDA approval

Anti - APRIL inhibitors ( Sibeprenlimab , Zigakibart)

Anti BAFF/anti April inhibitors ( Atacicept, telitacicept, Povetacicept )



The Endothelial System Is Upregulated in
IgAN

Acidemia —
Aging process

« ET-1Is a potent vasoconstrictor g _
s ronan £

« promotes tubular cell death, fibrosis |

Insulin, hyperglycemia

and scar formation g ETa

scal o AT | \
 ET,R activation causes glomerular injury via A// .

podocyte damage 9

Vasculature { \ Renal tubule Inflammatory cell

/ . car . . .

Vasoconstriction //" 4B \\\ Tubulointerstitial < Tissue infiltration
. i

« Results in damage to the glomerular T |

basement membrane and proteinuria | St et

AN

Mesangium
Mesangial proliferation
Matrix accumulation

Glomerulosclerosis

A

ET-1, endothelin-1; ET,R, endothelin A receptor; GBM,.
Suzuki H et al. J Am Soc Nephrol. 2011;22:1795-1803.
Lancet 402:2077 2023



Efficacy and Safety of Sparsentan vs Irbesartan

2= == thesartan grovp
-+~ Sparsentan group

Ernelif tnolib-blinl i
Eiid of vl j

Least-souunes muean dhange foom b dine in eGFR
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3
]'I'II T T T T T T T

T — T 1
0246 n k| 6 48 58 i 7] L] 106 110 134
Nemberafpaticpants Time since first study dose (weeks)
Ibeartangrovp 202106191193 188 176 79 m 162 160 159 154 144 138 148
Sparsentangroup 202197197193 196 M 189 184 180 182 176 173 170 1589 10
0:150 5 rbesartan group
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01354 ,_._I'J.
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In IgA nephropathy

(Protect Study 2 yr blinded Phase 3 Trial

Lancet 402:2077 2023

* N=404 randomized

« 29% Asian
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SGLT?2 Inhibition
DAPA-CKD, NEJM, Oct 2020

Randomized N=4304
16% (~700) had GN
270 with IgAN

Excluded:

* immune-mediated Kidney
disease thought to require
Immunosuppression

e any immunosuppression
within past 6 months

Cumulative Incidence (%)

Wheeler DC et al.; DAPA-CKD Trial Committees
Diabetes Endocrinol. 2021 Jan:9(1):22-31
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% Change from baseline in UACR
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Month
Participants per time point
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Participants per time point
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Table 2| Safety |
Dapagliflozin Placebo
Characteristic (n = 137) (n = 133)
Adverse events leading to 6 (4.4) 7 (53)
discontinuation of study drug
Serious adverse events” 22 (16.1) 34 (25.6)

Values are n (%).
“Including death.



Meta-analysis of Large Trials of SGLT2 inhibitors
INn Diabetics and Non-Diabetics Lancet 11/19/2022

* Included 13 trials with 90,413 pts Double blind, PBO controlled, adults, >500 pts /group

« End points progression of kidney disease, ESKD, AKI, Cvasc Death, CHF Hosp, keto
acidosis . lower limb amputations.
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" “q-Hit” Hypothesis: A Widely Accspted Model for Understanding
the Pathogenesis of IgA Nephropathy

HIT 2 HIT4
® Mucosal B cells present In ® Production of igA or IgG GdgAl-containing immune
: the lleum, Including Peyer's :oautoantibodies specific complexes deposited in glomerull

i patches, produce Go-Igal ' i for Gd-igA1**

4
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Efficay and Safety of TR Budesonide in Primary IgA N
(NefigArd )Lafayette R, Kristensen J, Stone A et al. The Lancet 402: 859-870, 2023

364 Pts w IgAN , eGFR 35-90cc/min Uprot/Ucreat >0.8g/g

or Uprot >1 g/D

16 TR budesonide for 9 mo vs PBO All Optomized support.
Most common side effects edema (17%), HBP(12%) acne 11%
No increase infections, 7 DM all pre-DM or prior DM

No deaths
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pathogenic hiomarkers in immunoglobulin A
nephropathy: insights from the NEFIGAN trial
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Current and Future developments in IgA Nephropathy
therapy

For Glomerular Inflammation steroids and MMF work

TR Budesonide — FDA approved
Sparsentin — FDA Approved -combined ETA antagonist + ARB
Dapagliflozin — FDA approved for CKD

Iptacopan — FDA accelerated FDA approval
Atrasentan - FDA accelerated FDA approval

Anti - APRIL inhibitors ( Sibeprenlimab , Zigakibart)
Anti BAFF/anti April inhibitors ( Atacicept, telitacicept, Povetacicept )



ALIGN Trial: Atrasentan vs Placebo In

Patients with IgAN

264 IgAN Pts

eGFR 230 ml/min

UPCR 21 g/g

Max tolerated ACE inhib/ ARB for 212 weeks

[ ]
Percentage Change from Baseline

104

-3.1%
(95% Cl, -12.4 to 7.3)

-20-
Atrasentan -38.1%
-30- (95% CI, -43.9 to -31.7)
~40-
-50 T T T I
0 6 12 24 36
Weeks since Randomization
132 129 130 126 114
132 129 125 125 124

Atrasentan reduced proteinuria at 36 mo Pcabo
Atrasentan
vs PBO

Heerspink HJL et al. New Engl J Med. 2025;392(6):544-554.




Experimental complement therapies for IgAN

Classical pathway Lectin pathway Alternative pathway
Clq MBL, ficolins, collectin-11 Properdin, C3(H20)

e €1 oo\ (MAsps. FB, FD

MCP, CFI

@ | C4BP,CR1, DAF,

Factor H
CR1
DAF

mcp
CFI

Clusterin
Vitronectin

Front. Immunol., 16 April 2018


https://doi.org/10.3389/fimmu.2018.00639

Phase 3 APPLAUSE-IgAN: Iptacopan vs Placebo
In Patients with IgAN

Study Patients . Change in 24-hour UPCR
* Biopsy-proven IgAN Y (. AR
* ¢GFR >30 ml/min " T
« UPCR >1 g/g §5 - .
3 -0 ey ey
. /s;}i%lefdoieg gfdACE |nh|b|;or or : jz | iy iy
or > ays w or w/o T

SGLT2inhibitor § o e

. 200mg PO daily e 5
line

» End point 2 yrs eGFR slope vs N Month

PBO Pasbo 125 112 106

Iptacopan 125 115 118

Iptacopan reduced proteinuria at 9 months by 38.3% compared to placebo

ACE, angiotensin-converting enzyme; ARB, angiotensin Il receptor blocker; eGFR, estimated glomerular filtration rate; UPCR, urinary
protein-to-creatinine ratio.

Perkovic V et al. New Engl J Med. 2025;392(6):531-543.
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Current and Future developments in IgA Nephropathy therapy

For Glomerular Inflammation steroids and MMF work

TR Budesonide — FDA approved
Sparsentin — FDA Approved -combined ETA antagonist + ARB

Dapagliflozin — FDA approved for CKD

Iptacopan — FDA accelerated FDA approval

Atrasentan - FDA accelerated FDA approval

Anti - APRIL inhibitors ( Sibeprenlimab , Zigakibart)

Anti BAFF/anti April inhibitors ( Atacicept, telitacicept, Povetacicept )



Emerging Agents: Blockers of APRIL and Figure 2
BAF/BLYS

L \
A Proliferation Inducing Ligand and and B Cell (\i)/} é
Activating Factor are cytokines that bind to key .- o i ~
receptors on B cells and plasma cells.

Drugs

These Cytokines play key roles in the Sibeprenlimab
maturation, activation, and survival of B cells. APRIL mADbs Zigakibart
All are implicated in the pathogenesis of 1gAN Dual APRIL and BAEE ﬁ:ﬁi;i?gpt
New agents against these targets function to Inhibitors
reduce the production of pathogenic Gd IgA :

. Povetacicept
and immune complexes Dual APRIL and BLyS

antagonist




Emerging Agents: APRIL, BAF/BLYS

APRIL, BAFF/BLYS
» Play key roles in the maturation,

MoA

activation, and survival of B cells APRIL mADs

 All are implicated in the pathogenesis of Dual APRIL and BAEF
IgAN inhibitors

« Agents against these targets function to Dual APRIL and BLyS
reduce the production of pathogenic Gd antagonist

Drugs

Sibeprenlimab
Zigakibart

Atacicept
Telitacicept

Povetacicept

IgA and immune complexes

APRIL, a proliferation-inducing ligand; BLyS, B-lymphocyte stimulator; BAFF, B-cell activating factor; mAb, monoclonal antibody.



Ine NEW ENGLAND JOURNAL of MEDICINE

RESEARCH SUMMARY

A Phase 2 Trial of Sibeprenlimab in Patients with IgA Nephropathy

Mathur M et al,

CLIMICAL 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
pathogenesis of IgA nephropathy is the production of
galactose-deficient [gA1 and resulting autoantibody
release. Sibeprenlimab is a humanized [5G2 monoclo-
nal antibody tha binds to and neutralizes a prolifera-
tion-inducing ligand (APRIL), a member of the tumor
necrosis factor o superfamily that regulates [gA pro-
duction.

CLIMICAL 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
lgA 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
pet 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

LY B R

DOI: 10.1056/NEJMoa2305635

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

Treatment period

Mean Percent Change
+
¥

|
\

1

\

1

o

Months

Geometric Mean Percent Reduction in 24-Hr Urinary

Protein-to-Creatinine Ratio
End Point  Sibeprenlimab Sibeprenlimab Sibeprenlimab
2 mg]lg 4 mgfig §mgfkg
A (N=41) (N=3¢)
Manth 9 49677 36.7+6.2 628255 12.7:134

Manth 12 1.2 54.8:6.1 B2.045.7 200126

Month 18 165106 54 0:6.6 Bd.f25.7 10.6:15.0

of Patients

Parc

Adverse Events

Any adverse event Serious adverse events

Al L

786 [92/117)
* 80.5
717 (3[4l BL6
] o B138 711

Pooled Sibeprenlimab

Groupd
43 (§/117)
5.3 4.5 25 3
138 Lfal] [138) .
Sibeprenlimab Placeba Sibapranlimal Placebe

CONCLUSIONS
Amaong patients with 1gA nephropathy at high risk for disease

progression, 12 months of treatment with sibeprenlimab
resulted in a significantly greater reduction in proteinuria
than placebo.




Atacicept in IgAN Pts w Persistent Proteinuria: Phase II JANUS Study

Human TACI-IgG1 fusion protein

= Binds to BLYS/BAFF and APRIL and inhibits B cell activation and Ig production

= Associated with decreased serum Ig levels in clinical studies with MS, RA and SLE pts
« Atacicept 75 mg vs 25 mg vs. placebo, 24 wks treatment

 Randomized N=16

. Proteinuria
+0.10%
0
Median -5 -
change
in 24-hour -10 -
UPCR
from baseline -15 -
(%)
20 1 _18.67%
_25 a
-25.34%

m Series] = Series? ® Series3

20 A
Median 5, _
change
from 40

baseline (%) -50

m Series] Series2

W Series3

Barratt J, Tumlin J , Suzuki, Appel GB for JANUS

Study Group.KI Reports 7:1831-41,2022



clinical trial of atacicept for treatment of IgA nephropathy sl e

A Phase 2b, randomized double-blind, placebo-controlled, ‘-
Rhuse2 | k|dney O\ISN

INTERNATIONAL <
Methods and population Outcomes with combined 75 mg and 150 mg group vs placebo
Double-Blind Treatment S.:: R 1 UPCR 1° endpoint met at 24 weeks:
Placebo E‘” 5 0 UPCR A25%
Atacicept 25 mg qwk g8 reduction p=0.037
o [ s '20 T
Atacicept 75 mg qwk § ® Key 2° endpoints at 36 weeks
Atacicept 150 mg qwk % g = | UPCR A35%
: , : 2 o reduction p=0.004
Wk 0 24 36 o 12 24 36 o
* 116 adults from 13 countries 5 10 eGFR S'C;fFRr - 1_1% 5.7 !
* Biopsy-proven IgAN within 10 years prior Eg (NS BE0.022 St fmin/L250:
to screening 9E - .
* 212 weeks on maximally tolerated, stable SE ——- 0
dose of RAASI g ° TR 5 ?e(:i-lligi)n pA<063)0/(1)
* SGLT2i use was allowed j__'g @ | \‘\,{ '
2 Sy o © «®- Placebo : :
Key baseline characteristics = % =@~ Combined Atacucept 150 mg and 75 mg Safety prOﬁIe of all ataacept
* Mean UPCR-24h 1.6 g/g §10 - - 5 doses similar to placebo
* Mean eGFR 63 mL/min/1.73m? Week

*p<0.05 vs placebo.

Lafayette et al, 2024 CONCLUSION
Lafayette R, Barbour S., Israni R et al Treatment with atacicept, a dual BAFF/APRIL inhibitor, in addition to current standard
Kidney Int. 105:1306-1315, 2024 of care, resulted in clinically and statistically significant UPCR reductions at weeks 24

Bos-1319p00(B6ogmehe@RRastabilization at week 36, supporting a pivotal phase 3 trial

Terms and Conditions


http://www.elsevier.com/termsandconditions

KDIGO 2024 IgA N Draft Guidelines — Some Major Points

Biopsy early - recommended if proteinuria 20.5 g/d

Risk of progressive loss of kidney function if proteinuria 20.5 g/d
on or off treatment. Treatment/additional treatment should be
started in all pts.

Focus on simultaneously:

*Preventing or reducing IgA immune complex formation and immune complex-—
mediated glomerular injury and

*Managing consequences of existing IgAN-induced nephron loss

*Optimize BP control, adopt healthy lifestyles and utilize therapeutics with
beneficial hemodynamic effects



How do I treat IgAN In 20257?

Risk-stratify patient Proteinuria, GFR, Oxford Class, Comorbidities
Supportive care for All Patients
1. Lifestyle: diet, smoking, weight, etc.
2. BP control: KDIGO: SBP <120-130
Therapy directed at general progression of CKD for all Patients who tolerate
RAAS inhibition: ACE or ARB, consider +MRB
SGLT?2 inhibitors for many
Sparsentan - ? Atrasentan

Agentls directed at glomerular inflammation And/ OR production of Gd IgA-1lor IgA immune
complexes

- Glucocorticoids: evidence supports renal effects, low dose similar efficacy less toxicity

MMF controversial, Other immunosuppression lack of evidence -Weigh risks and benefits
carefully in each patient.

TR Budesonide — FDA approved , protein reduction and improved GFR
decreases in Gd IgA and IgA immune complexes

- Iptacopan






KDIGO 2024 DRAFT Guidelines: Available treatments

2.3 Treatment

Recommendation 2.3.3.1.1: We suggest treatment with a 9-month course of nefecon for patients who are at
risk of progressive kidney function loss with IgAN (2B).2:

Recommendation 2.3.1.2.1: In settings where nefecon is not available, we suggest that patients who are at risk of
progressive kidney function loss with IgAN be treated with a limited course of a reduced-dose systemic
glucocorticoid regimen combined with antimicrobial prophylaxis after a thorough toxicity risk assessment (2B).?:

Recommendation 2.3.4.1: We recommend all patients who are at risk of progressive kidney function loss with
IgAN be treated with an optimized maximally tolerated dose of either an angiotensin-converting enzyme inhibitor
(ACEi) or angiotensin Il receptor blocker (ARB) (1B).2b

Recommendation 2.3.4.2: We suggest that patients who are at risk of progressive kidney function loss with IgAN
be treated with a sodium-glucose cotransporter-2 inhibitor (SGLT2i) (2B).?:*

Recommendation 2.3.4.3: We suggest that patients who are at risk of progressive kidney function loss with IgAN
be treated with sparsentan (2B).?:*

aStrength of recommendation: Level 1, recommended; Level 2, suggested. PCertainty of evidence: B, moderate.
IgAN, immunoglobulin A nephropathy.
Kidney Disease: Improving Global Outcomes (KDIGO). KDIGO 2024 clinical practice guideline for the management of immunoglobulin A nephropathy (IgAN)

and. immunoglobulin‘Avasculitis (IgAV); public review draft, August 2024. Accessed October 21, 2024. C a l h d i ta S
https://kdigo.org/wp-content/uploads/2024/08/KDIGO-2024-IgAN-IgAV-Guideline-Public-Review-Draft.pdf

KDIGO 2024 DRAFT guideline updates listed are based on the draft available for public review through September 30, 2024.
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