
60th AZNSN Annual Congress
3rd September 2025

Perth, WA

KDIGO 2025 IgAN Guideline Update
A New Framework for Management and Therapeutic 

Approach



DISCLOSURES

Served as medical advisor for Travere, Otsuka, Kira Pharma, Eledon, CSL-Behring, 
Dimerix, Alpine, Arrowhead, Novartis (Chinook), . 

Received honorarium from AstraZeneca, Amgen, Elli Lily and Baxter, Novartis.

Served as a DMSC members in HEFEF trial (investigator initiated), 
ARGX-113-2203/AL-1103-014 Trial

Honorary Executive Officer of Australia New Zealand Society of Nephrology (ANZSN) 
that received industry sponsorship for ANZSN activities



Overview
• What are the changes? 

• Why the changes?

• Guidelines recommended treatment options and considerations.

• Predictor/s of treatment response



USA/Canada1

8–12%

Latin America1

5–6%

Asia1,2

18%–50%

Europe1

13–20%

Most common primary GN in the world3

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

The prevalence of IgAN varies 
geographically with the highest 
prevalence in the Asian Pacific 
region and the lowest in Africa

IgA nephropathy
is the most common primary glomerulonephritis in the world

• Sexes are equally affected 
among populations in East Asia

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



Incidence of IgAN in Australia 
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Author EXTEND 45

NSW*
Age ≧ 45 years

2005-2014
215,029

Briganti et al (2) Jegatheesan et al (3)

Population 
Age group
Time period
Total population

Victoria
All age groups
1995-1997
4,560,155

Queensland
Age ≧ 18 years
2002-2011
3,404,000 in 2011

Glomerular disease N = 170 (%) 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 Unpublished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

Barratt et al, Frontier in Medicine 2024



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

UK national registry data showed that most patients progressed to kidney failure within 10–15 years

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

Even those patients historically categorized as “low-risk” (proteinuria <0.88 g/g), 
had high rates of kidney failure within 10 years 
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Patients with proteinuria in IgAN are at high risk of progression to ESKD
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Chinese large-scale cohort data:  Time-varying proteinuria and progression of IgA nephropathy 

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



Diagnosis of IgAN can only be made by a kidney biopsy

• Exclude secondary IgAN

• Prognostication 

1

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



1. Feehally et al. JASN 2010
2. Gharavi et al. Nat. Genetics 2011, 
3. Yu et al. Nat. Genetics 2011
4. Kiryluk et al. Plos Genetics 2012
5. Kiryluk et al. Nat. Genetics 2014, 
6. Li et al. Nat. Commun 2015
7. Kiryluk et al. Nat. Genetics 2023, 

1. Suzuki H et al. J Am Soc Nephrol. 2011 
2. Wyatt RJ et al. N Engl J Med. 2013; 
3. Kiryluk K et al. Annu Rev Med. 2013
4. Magistroni R et al. Kidney Int. 2015. 

NATURE REVIEWS | DISEASE PRIMERS 2016;2:1-20

Potential therapeutic targets based on the current understanding 
for the pathogenesis of IgA nephropathy
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Non-immunosuppres
sive 
ETAR inhibitor 
SGLT2 inhibitor
MRA, DEARA

Modulate B cell 
activation 
Inhibitors of 
BAFF/APRIL

Gut mucosa 
modulation 
targeted-release 
budesonide

Complement      Activation

Complement
modulation
Inhibit AP/LP/TP

Modulate B cell 
activation 
Inhibitors of APRIL

Proteinases

Corticosteroids
Corticosteroids 
IgA1-specific proteas 

Plasma cell 
depleter 
Felzartamab, 
mezagitamab



Many New Agents with Different MOAs Being 
Explored Complexity of IgAN treatment landscape is increasing

BENEFIT

ONGOING TRIALS

NEGATIVE/TOXICITY

Fish oil
(Ferraro)

Azathioprine

STOP-IgAN

Rituximab

MMF (Hogg)

TESTING

MMF (Hou)

NEFECON

Steroids and 
ACEi (Lv)

Cytoxan
(crescents)

Fish oil
(Donadio)

Steroids
(Pozzi)

Steroids and 
ACEi (Manno)

Polyunsaturated fats
And RAAS blocker

Pred/Cytoxan/AZA
(no crescents)

1994 1999 2003 2006 2009 2010 2015 2016 2017 Currently

SGLT2 inhibitors
TR-Budesonide

Sparsentan

TESTING 
Low Dose

Hydroxychloroquine

Narsoplimab

Cemdisiran

Iptacopan

Pegcetacoplan

Avacopan

Ravulizumab

Fostamatinib

Atacicept

Sibeprenlimab
Blisibimod

Atrasentan

Zigakibart

IONIS-FB-LRx

Vemircopan

Felzartamab

Telitacicept
Povetacicept
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Adapted from Figure at the courtesy of Prof Dana Rizk



The definition of patients with IgA nephropathy at risk for progressive loss of kidney 
function 
• Proteinuria≥0.5g/d (or equivalent) is at risk of progressive loss of kidney function

Treatment goals for patients with IgA nephropathy at risk for progressive loss of kidney 
function 
• Reduce the rate of loss of kidney function to <1 ml/min/year  

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



A 9-month treatment period with Nefecon provided 
a clinically relevant reduction in eGFR decline and a 
durable reduction in proteinuria that sustained at 
24 months NefIgArd (Phase 3)

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



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

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

� Generally well-tolerated, consistent with low 
systemic exposure

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

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

� No adverse events on body weight or blood 
pressure

� No adverse events on HbA1c

NefIgArd (Phase 3)

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



TESTING Study: Corticosteroids in IgA Nephropathy

Lv J et al. JAMA. 2017;318(5):432–42;  
Lv J et al. JAMA. 2022; 327,1888 ; 

HR 0.53, 
95% CI 0.39-0.72
P < 0.0001

HR 0.59
95% CI 0.40-0.87
P =0.008

HR 0.58
95% CI 0.41-0.81

HR 0.27
95% CI 0.11-0.65
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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 

Antimicrobial prophylaxis against P
JP can minimise 

infection risk 





Response to corticosteroids by baseline eGFR and proteinuria

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-IgAN was exclusively conducted in Caucasians. In the NefIgArd 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



 Barratt et al, Drug Des Devel Ther. 2024 Jul 3:18:3415-3428.  
Not all budesonide formulations are equal



Drug Class1 Intervention MOA Route of 
Administration Indication

Reduced-dose 
systemic 
corticosteroids

Glucocorticoid Decreases 
inflammation2 Oral or IV3,4 Recommended for patients at high risk of 

progression despite maximal supportive care5,a

Cytotoxics

Cyclophosphamide
Alkylating agent that 
disrupts protein 
synthesis6

Oral or IV6 Recommended for rapidly progressive IgAN5,b

Mycophenolate 
mofetil

Inhibits T- and 
B-lymphocyte 
proliferation2

Oral7 Suggested only in Chinese patients as a 
glucocorticoid-sparing agent4

Antirheumatic Hydroxychloroquine Inhibits lysosomal 
function8 Oral8 Suggested only in Chinese patients at high risk of 

progression despite optimized supportive care4,a

Tonsillectomy Tonsillectomy Operation Suggested only in Japanese patients4,a

21
2024 KDIGO Guidelines on Treatments : 

Beyond Supportive Care

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 progression1,2

Treatment with systemic glucocorticoids should incorporate antimicrobial prophylaxis against bacteria and virus, 
along with gastroprotection and bone protection according to local guidelines



4.4% of patients

15.0% of patients

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

DAPA-CKD EMPA-KIDNEY

HR 0.67 95% CI 0.46-0.97

Kidney disease progression: as a sustained ≥40% eGFR decline from 
randomisation, end-stage kidney disease, a sustained eGFR below 10 mL/min 
per 1·73 m², or death from kidney failure 

The EMPA-KIDNEY Collaborative Group Lancet Diabetes Endocrinol 
2024;12:15-60

SGLT-2 inhibitors in IgA nephropathy



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. 

Sparsentan received full FDA approval for Rx of IgAN

Rovin B et al. The Lancet Vol 402, Issue 10417 p2077-2090 (2023)



Sparsentan- a dual ETRA antagonist and A1RB 
(DEARA) 

* Sparsentan is an investigational compound for treatment of primary or genetic FSGS and IgAN. It is not approved by any regulatory agency. 
Ang II = angiotensin II; ARB = angiotensin receptor blocker; AT1R = angiotensin II receptor type 1; CV = cardiovascular; ETAR = 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.

AT1
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R

ET-
1
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II

Sparsent
an



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 NefIgArd and PROTECT trials and 15–17 years older than those 
recruited into the STOPIgAN and TESTING studies.

• eGFR: In the trials of SGLT2i, the average eGFR at inclusion was 12–14 ml/min per 1.73 
m2 lower than that of patients included in the NefIgArd, PROTECT, STOP-IgAN, and 
TESTING studies.

• RAASi optimization for 90 days:  Not required in the trials of SGLT2i.

• Sparsentan is the only drug to have shown efficacy beyond the in-trial uptitrated RASi. 

• 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 
GdIgA1levels that reversed to baseline following 
cessation 

ERA Poster (2023)





TESTING trial: Corticosteroids and circulating GdIgA1 
levels

Placebo
Full dose
Reduced dose

Greater reduction in GdIgA1 at 6 months correlates to 
proteinuria but not long term kidney survival

Zan et al (Accepted for publication, CJASN 

GdIgA1levels n=137 (China)

21.2% 

4.6% 

43% 



❑ 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.

IgA nephropathy
Clinical-pathological presentation is highly variable 

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

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.
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Median Bx → Rx = 4 months



Disagreement between local and central pathology review 

1

Shu et al JASN 00: 1–10, 2025. doi: https://doi.org/10.1681/ASN.0000000796



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

Shu et al JASN 00: 1–10, 2025. doi: https://doi.org/10.1681/ASN.0000000796



Subtype of S lesions

• Cellular segmental 
sclerosis 

Cellular segmental 
sclerosis (CSS)

Shu et al JASN 00: 1–10, 2025. doi: https://doi.org/10.1681/ASN.0000000796



International IgAN (IIGAN)Prediction tool for 
adults

9/11/25
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• Caveats
o Requires recent kidney biopsy 

validated up to 2 years from kidney 
biopsy

o Predict risk up to 5 years
o Does not predict treatment response



Predicting who is more likely to benefit from corticosteroids

Manuscript under review

Reduced dose

Full dose



HAEMATURIA AND KIDNEY OUTCOMES 

Manuscript under review

HR = 0.799; 95% CI, 
0.579-1.103; (P = 0.2),

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

 
• Hematuria remission: time-averaged 

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 
disease

• Median f/up of 3.5 years
• Methylprednisolone significantly increased 

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



Sex Differences across Corticosteroid Response and 
Outcomes in IgA Nephropathy

  

Kim D et al, 2025

Visual abstract by:
Husam Alzayer, MD

Conclusion: Methylprednisolone improves kidney outcomes in IgAN, regardless of 
sex, however males experience poorer kidney outcomes compared to females.

@HusamJZ

Post-hoc analysis of the TESTING trial

Randomized Controlled Trial
International, multicenter, and 
double-blind study

Sex and treatment interaction 
on the primary outcome’s risk

Biopsy-proven IgA
with proteinuria >1g/day despite
12 weeks of supportive care

Primary Composite Outcome
compared to a placebo

Methylprednisolone also decreased proteinuria from baseline at 12 months 
and slowed the overall decline of eGFR, with no differences between sexes

Males were at a greater risk of the 
primary outcome than females

HR 1.44
CI 1.05-1.97

Oral Methylprednisolone
Full-dose (0.6-0.8mg/kg/day)
Reduced-dose (0.4mg/kg/day)

Sustained 40% ↓ in eGFR, KF,
or death due to kidney disease

Median follow-up of 4.2 years

P-interaction=0.47HR 0.51
CI 0.35-0.74

HR 0.64
CI 0.38-1.09

Total eGFR rate of decline over
2 years was also greater in males

3.13
mL/min/1.73m2/year



Summary

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

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



Thank you for your attention


