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D
Overview

* What are the changes?
* Why the changes?
* Guidelines recommended treatment options and considerations.

* Predictor/s of treatment response




IgA nephropathy
Is the most common primary glomerulonephritis in the world

The prevalence of IgAN varies
geographically with the highest

prevalence in the Asian Pacific
region and the lowest in Africa

Europe’
USA/Canada’ 13-20%
8-12%
8%
13-20%

12%
30%

4%

~2:1 male-to-female predominance in North American and Western
European populations in both adults and children

» Sexes are equally affected
@ among populations in East Asia

5-6%

Latin America’ »
5-6% = -
— (1]

Most common primary GN in the world?®

Worldwide incidence: Up to 2.5 cases per
100 000 individuals per year




Incidence of IgAN in Australia

Author

Population

Age group

Time period
Total population

Glomerular disease

N =170 (%)

EXTEND 45

NSW*
Age = 45 years
2005-2014
215,029

Briganti et al (2)

Jegatheesan et al (3)

Victoria

All age groups
1995-1997
4,560,155

Queensland

Age = 18 years
2002-2011
3,404,000 in 2011

Incidence per 100,000 person-years [95% CI]

Min change disease <5#(3) 0.08 [0.002-0.43] 0.6 0.29
FSGS 21 (12) 1.6 [1.0-2.5] 2.1 1.02
Membranous GN 15 (9) 1.2 [0.6-1.9] 1.3 0.65
IgA nephropathy* 29 (17) 2.2 [1.5-3.2] 4.3 1.41
MPGN <5#(3) 0.2 [0.02-0.6] 0.3 0.15
Crescentic GN <5#(3) 0.3 [0.08-0.8] 0.73
Other GN 68 (40) 5.2 [4.1-6.6]

AAV 25 (15) 2.0[1.2-2.8] 1.5 0.47
Anti-GBM disease <5#(3) 0.3 [0.08-0.8] 0.1 0.08
Lupus nephritis <5#(3) 0.08 [0.002-0.43] 1.7 0.69

**Aggarwal, et al. Unpublished
(2) NDT (2001) (3) Nephrology (2016)




Key UPDATES OF KDIGO 2024 CLINICAL PRACTICE GUIDELINE FOR THE
MANAGEMENT OF IGA NEPHROPATHY (PUBLISH VERY SOON.....)

1. More liberal threshold for a kidney biopsy
2. Aims for lower proteinuria control, with goal of <0.5 g/d, ideally <0.3 g/d, and a

stable eGFR

3. Treatment strategy should simultaneously pathomechanism of IgAN and the risk

of progression of renal function
» Reduce pathogenic forms of IgA (Gd-IgA1) for reduction or prevention of IgA immune
complex formation
« Anti-immune/ anti-inflammation treatment to prevent or reduce immune
complex-mediated injury
 Effective manage the risk of progression of chronic renal function due to IgAN-induced
nephron loss



Change in concepts of therapeutic approach to IgAN

Typical timepoint IgAN is
diagnosed, ie when >50% of
nephrons are lost

“CKD dimension” of IgAN

Adverse response to loss of nephrons,
systemic and glomerular hypertension,
» o and tubulointerstitial response to proteinuria
Disaase-speciiic cause further nephron loss
immune-mediated
nephron loss

Relative

contribution
to nephron loss

“Immunological dimension” of IgAN

Disease natural history

Therapeutic window to address drivers of nephron loss

Barratt et al, Frontier in Medicine 2024




Almost all patients
are at risk of progression to ESKD within their lifetime

UK national registry data showed that most patients progressed to kidney failure within 10-15 years
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Even those patients historically categorized as “low-risk” (proteinuria <0.88 g/q),
had high rates of kidney failure within 10 years

Pitcher D...Barratt J. Clin J Am Soc Nephrol. 2023 Apr 13. doi: 10.2215 8




Patients with proteinuria in IgAN are at high risk of progression to ESKD

Chinese large-scale cohort data: Time-varying proteinuria and progression of IgA nephropathy

Setting & Participants Analysis Results

O

=l= Exposure: Median follow-up: 43.5 months
Time-varying proteinuria

Observational cohort study @9 N =254 (16.6%) patients developed

Composite Kidney composite kidney outcome

. ﬁﬂ Outcome:
; * 50% decline in eGFR Proteinuria (g/d) HR (95% ClI)
Single center «ESKD
Beijing, China | <03 | Reference
o Time-Dependent | 0.3t0<0.5 . 2.22(0.88-5.58)
}&%‘ . oc‘f'}:::“ders' .~ 05to<1.0  4.04(1.93-8.46)
N = 1,530 patients é g'_ * Blood pressure 1.0t0 < 2.0 8.46 (3.80-18.83)
* IgA nephropathy (IgAN) = *eGFR ' ' ‘
» At least 12 months of follow-up @ * Medications , 220 , 38.00 (17.62-81.95)

CONCLUSION: This study showed that patients with IgAN and proteinuria levels >0.5 g/d have an elevated
risk of kidney failure, especially among patients with proteinuria levels =1.0 g/d before initiating treatment.

Chen Tang, Pei Chen, Feng-Lei Si, et al

@AJKDonline | DOI: 10.1053/j.ajkd.2023.12.016

Chen Tang, ... Hong Zhang. AJKD. 2023 Dec. doi: 10.1053



Diagnosis of IJQAN can only be made by a kidney biopsy

e Exclude secondary IgAN

* Prognostication

* Large variability in kidney
biopsy practices driven by
cost, national screening
program etc.

IgA-dominant
glomerulonephritis

Consider secondary causes:
- IgA vasculitis
« IlgA nephropathy secondary to:
-Viral (HIV, hepatitis)
- Inflammatory bowel disease
- Autoimmune disease
- Liver cirrhosis
- lgA-dominant infection-related GN

Idiopathic IgAN

Scare the kidney biopsy
using the MEST-C score

Quantify progression risk at diagnosis using the
International IgAN Prediction Tool to inform discussions
with patients for shared decision-making

Enroll the patient in a disease registry, = =N
if one is available 1 J:I@ﬁ?
S A



Potential therapeutic targets based on the current understanding
Gut mucosa for the pathogenesis of IgA nephropathy
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NATURE REVIEWS | DISEASE PRIMERS 2016,2:1-20 11
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Many New Agents with Different MOAs Being
EXp I Ored Complexity of IJAN treatment landscape is increasing

TESTING
Low Dose

TR-Budesonide
SGLT2 inhibitors
Sparsentan

Atrasentan
@BENEFIT

@ONGOING TRIALS
@ NEGATIVE/TOXICITY

Fostamatinib
Hydroxychloroquine
Avacopan
Cemdisiran
IONIS-FB-LRx
Iptacopan
Narsoplimab

Steroids and
ACEi (Manno) TESTING

Fish oil Cytoxan Steroids and o
(Donadio) (crescents) ACEi (Lv) Azathioprine MMF (Hogg) MMF (Hou)
6 —

— 1994 1999 2003 = 2006 =— 2009 = 2010 == 2015 201

Steroids Fish oil
Pred/Cytoxan/AZA Polyunsaturated fats —
(no crescents) And RAAS blocker

Pegcetacoplan
Ravulizumab

Vemircopan

Felzartamab
Blisibimod
Sibeprenlimab
Zigakibart
Atacicept

Telitacicept

Povetacicept
Adapted from Figure at the courtesy of Prof Dana Rizk

2017 —— CUTENL]Y  m—



Treatment targets in immunoglobulin A nephropathy
(IgAN) and available to-date approved Rx (KDIGO 2024)

IgAN at risk of progressive
kidney function loss
Manage the IgAN-specific In all patients these should Manage the generic response
Drivers for nephron loss — _ pa
P drivers for nephron loss be addressed simultaneously te lgAN-induced nephron loss
Reduce pathogenic R Blood Reduce glomerular
Treatment goals = forms of IgA and Igh g P hyperfiltration and the Cardiovascular
immune complex In;:lamm Stsn ’:hnt ol impact of proteinuria risk reduction
formation on the tubulointerstitium
NEFECON Systemic glucocorticoids Lifestyle modification
Interventions with efficacy AAS
reported in clinical trials SGLT2i
across populations
Sparsentan
Geographic practice Mycophenolate mofetil
variatien (see Figure 4) | Hydroxychlaroguine
Tonsillectomy

The definition of patlents with IgA nephropathy at risk for progressive loss of kidney
function

Trea{Ote ‘£3£F§°#§$ pé%leﬁilv i% IgA'ﬁea tﬂ Ao 3&”?5#03?6%$L(g %.T5§§'8¥ kidney
function

e Reduce the rate of loss of kidnev function to <1 ml/min/vear



A 9-month treatment period with Nefecon provided

a clinically relevant reduction in eGFR decline and a Percentage change in eGFR Percentage change in eGFR
: : : : : from baseline at 9 months from baseline at 24 months
durable reduction in proteinuria that sustained at
5 h 5 q
24 months NeflgArd (Phase 3) 2%
: ¥
g s 2 s
" g 10 4 -8.2% i <10 4 |
@ A
g -11.0%
% . § -15 9 g 15 4
o=
e & 204 ¢ 2;
o 2
£2 26 25 | “215%
5 £ -40- -— Nefecon16 mg/day
c = leoe Absolete change *0.66 -4% 611 -12.00
= Treatment period Observational follow-up period from bamline, 030 2.15) (-585 -322) (-804 -4 11) (-1376 -1015)
-60 T T T T T T T mUmn's.73 m'
0 3 6 9 12 18 24 95% C1
Time (months) B  Nefocon B Placebo
Nefecon, n 182 173 169 166 157 155 145
Placebo, n 182 176 169 164 160 151 142
Mean percentage change (95% Cl) from baseline, %
Nefecon -52 -231 -33:6 -513 -431 -307
16 mg/day (1181019) (-295t0-161) (-39-6t0-27:0) (-56:2t0-459) (-49-0t0-36.6) (-38.9t0-215) Percentage change in UPCR Percentage change in UPCR
Placebo -4-3 =73 -5-2 32 =2:9 -1.0
(1001029) (150t012) (1381043 (-128t075) Ciz01583) gt from baseline at 9 months from baseline at 24 months
Percentage reduction (95% Cl), %
Nefecon 1.0 171 30-0 497 41-4 301 = =
16 mg/day (-96t0105)  (61t026-7) (19-9t038-8) (41-6t056-6) (317 t0 49-8) (16410 41-5) O o O o
vs placebo P x -_ z -1.0%
Figure 2: Mean percentage change in UPCR (g/g) from baseline to 24 months (full analysis set) 8’ 10 4 -5.2% 8’ 10 < (128, 124)
Estimated geometric mean percentage change (and standard error) was calculated from a mixed-effects model for repeated measures of log-transformed post- § (=138, 43) §
baseline to baseline ratios at 3, 6, 9, 12, 18, and 24 months. Data included at baseline and 24 months are the log of the geometric mean of the two replicate values 2
recorded at each timepoint, respectively. The corresponding percentage reduction and confidence interval was derived from (1-ratio of geometric least squares g 20 1 v} 20 1
means) x 100. UPCR=urine protein-creatinine ratio. & A
% 30 - 3 .ap t
=30.7%
~33.6% § (389, 21.5
& 407 (98 270) e L
Nedacon I Placebo
Lafayette et al. The Lancet Vol. 402, Issue 10405, 9—15 (2023), p859-870




NefIgArd (Phase 3)

Nefecon was also well tolerated, with a safety profile as expected for a locally acting oral
budesonide product.

9-month treatment period*

15-month observational follow-

adverse events leading to
discontinuation of study
treatment

up periodt
Nefecon Placebo Nefecon Placebo
16 mg/day (n=182) 16 mg/day (n=174)%
(n=182) (n=175)%
All treatment-emergent 159 (87%) 125 (69%) 127 (73%) 124 (71%)
adverse events
Mild 93 (51%) 75 (41%) 62 (35%) 73 (42%)
Moderate 57 (31%) 46 (25%) 49 (28%) 43 (25%)
Severe 9 (5%) 4 (2%) 16 (9%) 8 (5%)
Any treatment-emergent 18 (10%) 9 (5%) 14 (8%) 14 (8%)
serious adverse events
Any treatment-related 4 (2%) 4 (2%) 0 1(1%)
treatment-emergent
serious adverse events
Any treatment-emergent 1(1%) 0 1(1%) 0
adverse events leading to
death
Any treatment-emergent 17 (9%) 3(2%) NA NA

Data are number of patients (%). NA=not applicable. *Includes adverse events that started or worsened during
treatment, up to 14 days (inclusive) after the last treatment dose (ie, the last dose the patient received including the
tapering period, regardless of treatment duration). Five patients (two in the Nefecon group and three in the placebo
group) did not start study treatment. tIncludes adverse events that started more than 14 days after the last treatment
dose. ¥Number of patients who had a study visit during the observational follow-up period.

Table 3: Key safety variables (full analysis set)

/0 Generally well-tolerated, consistent with low \
systemic exposure

0 Infection rate is uncommon (<5%) and no
severe infection events were observed

0 Discontinuations due to TEAEs occurred in 9%
and 2% of patients in the Nefecon and placebo |
arms, respectively

0 No adverse events on body weight or blood
pressure

0 No adverse events on HbA1c

Nefecon (targeted-release budesonide) was approved by FDA
EMA and CFDA for treatment in adult IgA Nephropathy patients

Lafayette et al. The Lancet Vol. 402, Issue 10405, 9—15 (2023), p859-870



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

E‘ Primary outcome in all patients

e ” 37
€3 25
55% | HRO.53, 22 o W05
s £ 2 95% Cl 0.39-0.72 s B g = 95% ClI 0.40-0.87
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25y 201 25 2 \\
Z g = Methylprednisolone ER
S8 = Methylprednisolone

0- 0+

0 1 2 3 4 5 6 0 1 2 3 4 5 6

Time to event, y
No. of patients at risk

Methylprednisolone 257 250 215 161 105 92 66
Placebo 246 234 188 127 76 66 44

[€] primary outcome in full-dose cohort
80+

HR 0.58

95% C1 0.41-0.81

Placebo

due to kidney disease, %
- o
< i

~N
o

Methylprednisolone

Cumulative incidence of 40% eGFR
reduction, kidney failure, or death

Kidney failure requiring dialysis or transplant

Time to event, y

No. of patients at risk
Methylprednisolone 257 253 223 172 116 103 81
Placebo 246 242 200 147 95 87 62

[D] Primary outcome in reduced-dose cohort
80.

HR 0.27
95% Gl 0.11-0. 65

Placebo
’_,_r"/_,_r’_,_

due to kidney disease, %
5 8

N
o
i

reduction, kidney failure, or death

Cumulative incidence of 40% eGFR

91 0 Methylprednisolone
0 1 2 3 4 5 6 0 1 2 3
Time to event, y Time to event, y
No. of patients at risk No. of patients at risk
Methylprednisolone 136 133 124 117 104 92 66 Methylprednisolone 121 117 91 44
Placebo 126 119 110 92 76 66 44 Placebo 120 115 78 35

TESTING Study: Corticosteroids in IgA Nephropathy

Number of SAEs

l

The full dose arm and reduced dose arm showed the similar protects
against kidney failure in IgAN, and Reduced dose of corticosteroids

with antibiotic prophylaxis acted much lower risk of SAEs Lv J et al. JAMA. 2017;318(5):432-42;

Lv J et al. JAMA. 2022; 327,1888 ;



The Efficacy and Safety of Reduced-Dose Oral ?\ | SN
Methylprednisolone in High-Risk IgA Nephropathy L o

Cohort & Methods Methylprednisolone vs Placebo:
Reduced-dose
TESTING study

- Secondaryanalysis methylpredms*olone HR (.24 Lowerrisk of primary outcome
- International multicentre RCT 0.4 mgl kg/ day - 40% eGFR decline, kidney failure, death from
(0.10-0.58) kidney disease

Patients with

biopsy-proven IgA 12 months from baseline
N= 241 period of 2.5 years Eg Lowered proteinuria
Randomized -1.15 g/day (0.62-1.68; P <0.001)
H 2017-2019 \,\ Reduced eGFR decline from baseline
Z] 7.9 mL/min/1.73 m2 (4.3-11.5;P <0.001)
mn  Inclusion criteria: Placebo
rrvem - Proteinuria = 1g/day despite 3 7 vs 3 serious adverse events
E months of RAS blockade HR 1.97 (0.49-7.90)

- eGFR30-120 mL/min/1.73m?

*maximum 32mg/day for 2 months then weaned over a total treatment duration of 6-9 months

Kim D etal., 2024 Conclusion Reduced-dose methylprednisolone is effective in improving Kidney
K | R E PO R T S outcomes in high-risk IgA nephropathy, however, is associated with a modestly
Visual abstract by g ;
Kidney International Reports Eric Au, MBBS MPH PhD higher number of serious adverse events compared to placebo.

X @EricAu



Response to corticosteroids by baseline eGFR and proteinuria

Number of Events, n/N (%)

P-interaction

Subgroups Methylprednisolone Placebo HR (95% Cl)  Categorical Continuous
Proteinuria (g/day) ;
Primary Outcome ‘ 0.53 0.32
1-<1.5 12/74 (16.2) 24/63 (38.1) — 0.37 (0.18 to 0.75)
1.5-<3 30/118 (25.4) 44/122 (36.1) —— 0.52 (0.33to0 0.84)
>3 32/65 (49.2) 38/61 (62.3) —_— 0.60 (0.37 to 0.98)
Kidney Failure : 0.28 0.26
1-<1.5 9/74 (12.2) 18/63 (28.6) — 0.40 (0.18 to 0.92)
1.5-<3 18/118 (15.3) 25M122 (20.5) —'—i 0.51 (0.26 to 0.99)
23 23/65 (35.4) 24/61 (39.3) — 0.76 (0.40 to 1.45)
eGFR (mL/min/1.73m2) i
Primary Outcome : 0.68 0.5
20-<30 7/10 (70) 15/M15 (100) - : 0.77 (0.31 to 1.94)
30-<45 20/65 (44.1) 31/58 (53.4) - 0.60 (0.36 to 1.01)
45-<60 19/73 (26) 29/54 (53.7) —— 0.40 (0.23 to 0.73)
60-120 19/109 (17.4) 31/119 (26 1) —— 0.57 (0.32 to 1.01)
Kidney Failure E 0.42 0.88
20-<30 6/10 (60) 12/15 (80) - : 0.76 (0.25 to 2.35)
30-<45 22/65 (33.8) 22/58 (37.9) — 0.56 (0.29 to 1.08)
45-<60 13/73 (17.8) 17154 (31.5) —] 0.48 (0.23 to 1.02)
60-120 9/109 (8.3) 16/119 (13.4) —"—é— 0.62 (0.26 to 1.45)

|
02505 1 2

i-'-avours Methylprednisolone Favours Placebc;

Kim et al. Kidney Int Rep (2025) doi.org/10.1016/j.ekir.2025.03.008)




Points to consider when choosing a treatment and/or
treatment combinations for patients with IgAN

* Race: The TESTING study was almost exclusively conducted in Asian patients.
STOP-1gAN was exclusively conducted in Caucasians. In the NeflgArd Asian patients
were relatively underrepresented compared with those in trials systemic
glucocorticoids.

* Age: STOPIgAN and TESTING studies participants are at least 7-9 years younger than
that of Nefigard trial

* Accessibility: Nefecon is not currently approved nor available in Australia and New
Zealand
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Agent
Antiplatelet agents
Anticoagulants

Azathioprine

Cyclophosphamide

Calcineurin inhibitors

Rituximab

Fish oil

2024 KDIGO Guidelines on Treatments :

Suggested usage

Not recommended
Not recommended

MNot recommended

Not recommended
Not recommended
Not recommended

Not recommended

Beyond Supportive Care

Remarks

No evidence of efficacy
No evidence of efficacy

No evidence of efficacy as monotherapy or when combined with
glucocorticoids

Unless in the setting of rapidly progressive IgAN
No evidence of efficacy
No evidence of efficacy

Patients who wish to take fish oil should be advised of the dose and
formulation used in the published clinical trials that reported efficacy.

Despite current available treatment options, there is an unmet need for an effective and safe disease-modifying

treatment agent that can delay the onset of ESKD for patients with IgAN at high risk of progression?-

Treatment with systemic glucocorticoids should incorporate antimicrobial prophylaxis against bacteria and virus,

along with gastroprotection and bone protection according to local guidelines



Cumulative Incidence (%)

No. at Risk
Dapagliflozin
Placebo

SGLT-2 inhibitors in IgA nephropathy

DAPA-CKD

241 Hazard ratio, 0.29 (95% Cl, 0.12-0.73)
22 1 \
20 1 u
.l 15.0% of patients Placebo
161
141
121
N 4.4% of patients
6 4
4] ,H—I
o] Dapagliflozin
N—_ f |
(') 4 8 1'2 1.6 2'0 2l4 28 3:2
Months since Randomisation
137 107 106 105 104 98 61 43 17
133 113 108 101 96 92 51 32 19

Wheeler DC et al, Kidney Int 2021 100(1):215-224.

EMPA-KIDNEY

Events/participants Hazard ratio (95% Cl) Preterogenerty
Empagliflozin Placebo
Causes of kidney disease : 062
Diabetic kidney disease 137/1032 189/1025 —li— 0-64 (0-52-0-80)
Hypertensive or renovascular disease 721706 87/739 —f—.—— 079 (0-58-1.08)
Glomerular disease 115/853 139/816 —:—I— 077 (0-60-0-99)
Other disease or unknown 60/713 89/725 —IE— 0-67 (0-48-0-92)
Types of glomerular diseases é 025
IgA nephropathy 51/413 67/404 4.17 0-67 (0-46-0-97)
Focal segmental glomerulosclerosis 17/98 13/97 ; = p 1-35 (0-65-2-81)
Other glomerulonephritis 47342 59/315 _s_|__ 078 (0-53-1-16)
All participants <> 071 (0-62-0-81)
0!4 O-IG 0!8 10 1!2 1!6
4+— —»

Kidney disease

Favours empagliflozin  Favours placebo

HR 0.67 95% CI 0.46-0.97

progression: as a sustained 240% eGFR decline from
randomisation, end-stage kidney disease, a sustained eGFR below 10 mL/min
per 1-73 m?, or death from kidney failure




Sparsentan received full FDA approval for Rx of IgAN

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

Brad H Rovin®, Jonathan Barratt*, Hiddo | L Heerspink, Charles E Alpers, Stewart Bieler, Dong-Wan Chae, Ulysses A Diva, Jirgen Floege,

Loreto Gesualdo, Jula K Inrig, Donald E Kohan, Radko Komers, Laura Ann Kooienga, Richard Lafayette, Bart Maes, Robert Matecki, Alex Mercer,
Irene L Noronha, Se Won Oh, Chen Au Peh, Manuel Praga, Priscila Preciado, Jai Radhakrishnan, Michelle N Rheault, William E Rote,

Sydney CW Tang, Vladimir Tesar, Howard Trachtman, Herndn Trimarchi, James A Tumlin, Muh Geot Wong, Vlado Perkovic, on behalf of the
DUPRO steering committee and PROTECT Investigatorst
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Figure 5: ic least-sq
Error bars indicate 95% Cls.

mean p change from baseline in the urine protein-to-creatinine ratio at each visit up to week 110

Sparsentan treatment results in significantly greater
decline in proteinuria than treatment with an ARB alone,
and this decline in proteinuria is associated with a
significant preservation of kidney function.

Rovin B et al. The Lancet Vol 402, Issue 10417 p2077-2090 (2023)
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Figure 4: Time to reach the composite kidney failure endpoint of confirmed 40% eGFR reduction, end-stage kidney disease, or all-cause mortality
Vertical bars indicate censored patients. eGFR=estimated glomerular filtration rate.




Sparsentan- a dual ETR, antagonist and A,RB
DEARA
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Practical Considerations for the Use of Sparsentan
in the Treatment of Patients with IgAN in Clinical
Practice
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* Sparsentan is an investigational compound for treatment of primary or genetic FSGS and IgAN. It is not approved by any regulatory agency.

Ang Il = angiotensin IIl; ARB = angiotensin receptor blocker; AT,R = angiotensin Il receptor type 1; CV = cardiovascular; ET,R = endothelin receptor type A;

ET-1 = endothelin 1; IgA = immunoglobulin A.

1. Kowala MC, et al. J Pharmacol Exp Ther 2004; 309:275-284; 2. Komers R & Plotkin H. Am J Physiol Regul Integr Comp Physiol 2016; 310:R877-R884;

3. Trachtman H, et al. J Am Soc Nephrol 2018; 29:2745-2754; 4. Heerspink HJL, et al. Lancet 2019; 393:1937-1947; 5. Palmer SC et al. Lancet 2015; 385:2047-2056;
6. Dezsi CA. Am J Cardiovasc Drugs 2016; 16:255—-266. Figure © 2021 Travere Therapeutics, Inc. All rights reserved.




Points to consider when choosing a treatment and/or
treatment combinations for patients with IgAN

* Age: In the trials of SGLT2i, patients older. On average 6—8 years older than those
recruited into the NeflgArd and PROTECT trials and 15-17 years older than those
recruited into the STOPIgAN and TESTING studies.

e eGFR: In the trials of SGLT2i, the average eGFR at inclusion was 12—-14 ml/min per 1.73
m? lower than that of patients included in the NeflgArd, PROTECT, STOP-IgAN, and

TESTING studies.
* RAASi optimization for 90 days: Not required in the trials of SGLT2i.
e Sparsentan is the only drug to have shown efficacy beyond the in-trial uptitrated RAS.I.

* SGLT2i have been shown to both CV and renal protection, particularly in people with
diabetes. They are also generally well tolerated.



9 months Rx of Nefecon reduced circulating
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Targeted-release budesonide modifies key pathogenic biomarkers in o
immunoglobulin A nephropathy: Insights from the NEFIGAN trial kldn

INTERNATIONAL SOCIETY
OF NEPHROLOGY

iy Q‘\lSN

INTERNATIONAL

Biomarkers with significant changes from baseline at 9 months with Nefecon 16 mg/d

* FABP2  IgAl
* Secretory IgA * Total IgG
* Antigliadin A * Total IgA
* Anticasein A * IgA/1gG immune complexes
* Tetanus toxoid * Gd-lgAl

Mucosal Disease-
mode of | modifying

action ! effect
[ Y

Randomized
and dosed

Kidney
inflammation &
remodeling

"« APRIL + CCLI3

' e BAFF e CCL19
::Iasm:‘ MASPWC 3 4 e BCMA « CCL20

rine r 7 e sCD23  « CXCLS
*sCD163/Cr . * sCD27 » CXCL6
*Urine C3M/Cr

* $CD30 « CXCL13
*Plasma PRO-C6 * CCL11  * IL-18BPa
*Plasma C3M

1s network

Wimbury D, Muto M, et al. 2023 CONCLUSION
Nefecon exerts a direct disease-modifying effect in IgAN by targeting the GALT,
regulating mucosal immune dysfunction and potentially modulating

the systemic immune response



TESTING trial: Corticosteroids and circulating GdIgA1

Ievels Greater reduction in GdIlgA1 at 6 months correlates to
proteinuria but not long term kidney survival
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IgA nephropathy
Clinical-pathological presentation is highly variable

Histopathology and clinical presentation: highly
variable

Oxford’s classification: MEST-C scores widely used

There is insufficient evidence to support the use of
the Oxford Classification MEST-C score in determining
which drug should be commenced in IgAN.

The mechanisms responsible for the presentation and development of IgAN are incompletely
understood, and this has limited development of highly targeted therapies for this disease.

Al-Lawati AI et al. Nephrol Dial Transplant. 2017;32:i30-i36; 29
Tan M et al. Kidney Blood Press Res. 2015;40:200-206.



Predictive value of the Oxford Classification for the J AS N
effect of glucocorticoid therapy in IgA nephropathy

Journal of the American Society of Nephrology

Clinical Research

Composite outcome of >240%
Secondary analysis 7@ Oxford classification &\ reduction in eGFR, kidney failure,

of TESTING trial or death due to kidney disease
No crescents (C0) HR 0.6 [95% C1,04-0] Bifor

N=279 interaction

Chinese participants With crescents (C1/C2) HR 0.05 [95% C1, 0.008-0.3] =04

with kidney biopsy
slides available for N
’@ New subclassification

" [=
Risk of kidney failure
—H PU

cen_tral pathology of segmental sclerosis (S1) |Q
review
With hypercellularity %
Sk (cellular segmental sclerosis) HR 0.2 5% €,007204] P for
Glucocorticoid iteraction
therapy Without hypercellularity HR 0.6 [95% C1, 04-1.0] =0:09

Median Bx — Rx = 4 months

- S , e Sufang Shi, lan S.D. Roberts, Zixuan Wang, et al. Predictive Value of the
EonclusionaCioscos and celluarsegional sciciosis i 194 Oxford Classification for the Effect of Glucocorticoid Therapy in IgA

nephropathy suggested a favorable response to glucocorticoid Nephropathy. JASN DOI: 10.1681/ASN.0000000796. Visual Abstract by
therapy. Paolo Nikolai So, MD




N
Disagreement between local and central pathology review

Pathology lesions Central pathological review  Local pathology report  Kappa value

M1(%) 89/279(32) 160/272(59) 0.1
E1(%) 75/279(27) 82/279(29) 0.2
S1(%) 239/279(86) 200/272(74) 0.1
TO(%) 173/279(62) 114/272(42) 0.3
T1(%) 84/279(30) 110/272(40) 0.3
T2(%) 22/279(8) 48/272(18) 0.3
CO(%) 230/279(82) 102/274(37) 0.1
C1(%) 48/279(17) 127/274(46) 0.1
C2(%) 1/279(0.4) 45/274(16) 0.1

M, mesangial hypercellularity; E, endocapillary hypercellularity;S, segmental sclerosis; T, tubular atrophy/interstitial

fibrosis; C, cellular/fibrocellular crescents.




The effect of methylprednisolone treatment on the kidney outcomes
stratified by centrally reviewed MEST-C scores

Mesangial hypercellularity 0.9
MO 29/88(33) 52/102(51) 0.5(0.3-0.7)
M1 19/51(37) 13/38(34) 0.7(0.3-1.4) ——
Endocapillary hypercellularity 0.1
EO 36/106(34) 48/98(49) 0.4(0.3-0.7)
El 12/33(36) 17/42(40) 0.7(0.3-1.5)
Segmental glomeruloscerlosis 0.1
SO 7/20(35) 6/20(30) 1.6(0.3-7.2) $
S1 41/119(34) 59/120(49) 0.4(0.3-0.7)
Tubular atrophy/Interstitial fibrosis 0.7
TO 20/89(22) 23/84(27) 0.5(0.2-0.9)
TI1+T2 28/50(56) 42/56(75) 0.5(0.3-0.8)
Crescents 04
Co 45/121(37) 51/109(47) 0.6(0.4-0.9)
C1+C2 3/18(17) 14/31(45) 0.05(0.008-0.3)
Overall 48/139(35) 65/140(46) 0.5(0.3-0.7)
1 &5 2 25

Shu et al JASN 00: 1-10, 2025. doi: https://doi.org/10.1681/ASN.0000000796 A HR 2

Methylprednisolone better ~ Placebo better
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International IgAN (IIGAN)Prediction tool for
adults

Calculator About References
Results Save (B Copy Results
1 International IgAN Prediction Tool at biopsy - Risk of Progression
Adults The risk of a 50% decline in estimated GFR or progression to
Determine prognosis in adults with IgA nephropathy end-stage renal disease 5.0 years after renal biopsy is 17.59%
Questions
1. Estimated GFR at biopsy 90 ml/min/1.73m2
2. Systolic blood pressure at biopsy 134 mmHg
3. Diastolic blood pressure at biopsy 90 mmHg ° Caveats
4. Proteinuria at biopsy 3 g/day . . .
Wyt _ o Requires recent kidney biopsy
. Age at biopsy 28 Years ) g
6. Rags Garicaskin validated up to 2 years from kidney
7. Use of ACE inhibitor or ARB at the time of biopsy Yes bIOpsy
8. MEST M-score 0 . :
o Predict risk up to 5 years
9. MEST E-score 0
10. MEST S-score 0 o Does not predict treatment response
11. MEST T-score 1
12. Immunosuppression use at or prior to biopsy No
13. At how many months after renal biopsy would y... 60 Months



Main effects selected & interactions forced

Variables
Treatment (Methylprednisolone vs. Placebo)
eGFR (per 10 increase)
Age (per 1 increase)
Proteinuria (per 1 increase)
Tubular atrophy

T1vs. TO

T2vs. TO
RASB

50% - <80% vs. 0-50%

>= 80% vs. 0-50%
C score

C1vs.CO

C2vs. CO
Race (Chinese vs. non-chinese)
Time since biopsy (per 1 increase)
SBP (per 1 increase)
Sex (Male vs. Female)
BMI (per 1 increase)
Treatment * eGFR (per 10 increase)
Treatment * Age (per 1 increase)
Treatment * Proteinuria (per 1 increase)
Treatment * Tubular atrophy

T

T2
Treatment * RASB

>= 50% - <80%

>=80
Treatment * C score

Cc1

Cc2 —

Treatment * Race

Treatment * time since biopsy (per 1 increase)
Treatment * SBP (per 1 increase)

Treatment * Sex

Treatment * BMI (per 1 increase)

*log-hazard estmates obtaned from Ridge regression model
with bootstragped Conf. intervals

14 §

—

log-hazard (95% C.I)*

-0.14 [-0.59 ; -0.03]
-0.22 [-0.40 ; -0.15)
-0.03 [-0.05 ; -0.02]
0.13[0.07 ; 0.30]

-0.10[-0.52; 0.17]
0.42[0.04 ; 0.97)

0.09 [-0.16 ; 0.60]
0.22[0.00 ; 0.87)
0.15[-0.11 ; 0.55]

-0.21(-0.73 ; 0.38]
-0.27 [-0.93 ; 0.02)
-0.00 [-0.00 ; 0.00]
0.01 [-0.00 ; 0.02]
0.23[-0.02 ; 0.63]
-0.02 (-0.06 ; 0.02]
-0.05 [-0.16 ; -0.02)
-0.00 [-0.01 ; 0.01]
0.07 [-0.03 ; 0.28)

-0.08 [-0.61; 0.33]
-0.32-1.30 ; 0.14]
0.05[-0.32 ; 0.58]
0.03 [-0.42 ; 0.46)
-0.14 [-0.67 ; 0.24]

-0.42[-1.74 ; 0.28]
0.09 [-0.13 ; 0.87]
0.00 [-0.01 ; 0.01]
-0.00 [-0.01 ; -0.00]
-0.09 [-0.57 ; 0.28]
-0.00 [-0.01 ; 0.02]

2-1012

Methylprednisolone Placebo

Predicting who is more likely to benefit from corticosteroids

Reduced dose

Reduced-dose at 3 yrs
ARR: 0.08 '
95% CI: [0.02, 0.15) :
N=98 :
No Benefit '
(ARR<= 10%) I . I H
£ i
é .
[-4
@
< H ARR: 0.26
% 95% CI: [0.16, 0.36]
& : N =259
Benefit B
(ARR> 10%) I >
Average usk reduction
High-dose at 3 yrs.
ARR: 0.04
95% CI: [-0.06, 0.12]
N =238 :
No Benefit I ° : |
(ARR<= 10%) | : ]
e H
g :
g2
2
«
&
§ ARR: 0.28
k] 95% CI: [0.11, 0.44]
2 N=126
Benefit l -
(ARR> 10%) |
Average risk reduction

Manuscript under review




HAEMATURIA AND KIDNEY OUTCOMES

* Post hoc analysis of TESTING trial A
(n=491/503 (>97%) participants)

Groups === He

~htimg, HR = 0.799; 95% Cl|,

. L R 0.579-1.103; (P = 0.2),
* Hematuria remission: time-averaged S,

hematuria <5 RBC/HPF.

* Proteinuria remission: time-averaged
proteinuria <1.0 g/day

* Composite kidney outcomes: 40% eGFR
decline, Kidney failure and death dt kidney LR AR FON A SRR P 00
disease — . . . :

* Median f/up of 3.5 years Time in years

 Methylprednisolone significantly increased vt bocs
remission rates of hematuria (50.8% vs.
39.9%, P =0.020), haematuria remission is
not associated with kidney outcomes

Survival probability
.

- 268 258 220 172 106 94 66 26 8

Groups

223 216 175 113 74 64 44 23 4

Time in yoars

Manuscript under review ]\
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Sex Differences across Corticosteroid Response and ’} \ | s N
Outcomes in IgA Nephropathy )

Post-hoc analysis of the TESTING trial Median follow-up of 4.2 years
Primary Composite Outcome Sustained 40% | in eGFR, KF,
International, multicenter, and = =
‘) double-blind study
HR 0.64 HR 0.51 P-interaction=0.47
Cl1 0.38-1.09 Cl 0.35-0.74

Biopsy-proven IgA
with proteinuria >1g/day despite

12 weeks of supportive care
PP and slowed the overall decline of eGFR, with no differences between sexes

@ Methylprednisolone also decreased proteinuria from baseline at 12 months

Oral Methylprednisolone

Full-dose (0.6-0.8mg/kg/day) Males were at a greater risk of the HR 1.44
Reduced-dose (0.4mg/kg/day) primary outcome than females Cl 1.05-1.97
Sex and t_reatment interacti_on Total eGFR rate of decline over 3.13
on the primary outcome’s risk 2 years was also greater in males mL/min/1.73m?/year

Kim D et al, 2025 Conclusion: Methylprednisolone improves kidney outcomes in IgAN, regardless of
K | R E PO R T S Visual s tiaet by: sex, however males experience poorer kidney outcomes compared to females.

Kidney International Reports Husam Alzayer, MD
X @HusamJz



Summary

Change in paradigm in managing patients with IgAN that aim at early
detection, early prevention of nephron loss

_é RCT level evidence to provide a framework and guidance in therapeutic
= approach for IgAN

Combination approach targeting both pathogenic IgA production, inflammation
and the maladaptive responses

Better predictors to treatment response are needed

B.



Thank you for your attention




