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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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2.3.3 Managing the IgAN-specific drivers for nephron loss

2.3.3.1 Reducing the production of pathogenic forms of IgA and IgA
immune complex formation

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).

Practice Point 2.3.3.1.1: Factors to consider before using nefecon in patients with IgAN

e A single 9-month treatment course of nefecon is unlikely to produce a sustained
clinical response in terms of proteinuria reduction or stabilization of eGFR and it is
likely that many patients will need either repeated 9-month treatment cycles or a
reduced-dose maintenance regimen

e The approval status, labelled indication and availability vary globally.
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Targeted-release budesonide versus placebo in patients with
IgA nephropathy (NEFIGAN): a double-blind, randomised,
placebo-controlled phase 2b trial
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2.3.3 Managing the IgAN-specific drivers for nephron loss

2.3.3.1 Reducing the production of pathogenic forms of IgA and IgA
immune complex formation

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).

Practice Point 2.3.3.1.1: Factors to consider before using nefecon in patients with IgAN

e A single 9-month treatment course of nefecon is unlikely to produce a sustained
clinical response in terms of proteinuria reduction or stabilization of eGFR and it is
likely that many patients will need either repeated 9-month treatment cycles or a
reduced-dose maintenance regimen

e The approval status, labelled indication and availability vary globally.
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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Bradley P. Dixon', Larry A. Greenbaum?, Liwei Huang®, Sandeep Rajan’, Chunlei Ke®,

Yiwei Zhang® and Li Li® Study of ARO-C3 in Adult Healthy Volunteers and Patients With Complement Mediated Renal Disease

"Renal Section, Department of Pediatrics, University of Colorado School of Medicine, Aurora, Colorado, USA; Emory University
and Children’s Healthcare of Atlanta, Atlanta, Georgia, USA; “Tidewater Kidney Specialists, Inc, Chesapeake, Virginia, USA;
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Sponsor @ Arrowhead Pharmaceuticals
Introduction: Dysregulated complement_activation is likely ths primary driver of disease in C3
3G) and

d diseases, including immuno- f ded by @ A head Ph i ible Party)
globulin A nephropathy (IgAN), lupus nephritis (LN), and primary membranous nephropathy (PMN). s
No complement inhibitors are proven to halt disease progression in these diseases. Pegcetacoplan, a
targeted C3 and C3b inhibitor, may mitigate complement-mediated kidney damage in C3G and other Last Update Posted @ 2024-04-15
glomerular diseases in which complement may have a pathogenic role.
Methods: This open-label, phase 2, 48-week study evaluated the preliminary efficacy and safety of sub-
cutaneous pegcetacoplan for patients with complement-mediated glomerular diseases. The primary end
point was proteinuria reduction, measured as 24-hour urine protein-to-creatinine ratio. Secondary end
points included remission status, changes in estimated glomerular filtration rate (eGFR), and pharmaco-
dynamic biomarkers. Treatment-emergent adverse events (TEAEs) were monitored.
Results: Efficacy results for the C3G cohort are reported herein, along with safety results for the study
population. In the C3G cohort, mean proteinuria reduction from baseline to week 48 was 50.9% in the
intent-to-treat (ITT) population (n — 7) and 65.4% in the per-protocol (PP) population (n — 4). Mean serum
albumin normalized and mean eGFR was stable over 48 weeks. Mean serum C3 levels increased 6-fold and
mean soluble C5b-9 levels decreased by 57.3% at week 48. The most common adverse events (AEs) were
upper respiratory tract infection, injection site erythema, nausea, and headache. No meningitis or sepsis
cases were reported, and no serious treatment-related AEs were observed.

rovide ic benefit for C3G and has a favorable safety profile
across the 4 glomerular diseases studied.
Kidney Int Rep (2023) 8, 2284-2293; https://doi.org/10.1016/j.ekir.2023.08.033

KEYWORDS: complement; C3 glomerulopathy; end-stage kidney disease; glomerulonephritis; pegcetacoplan;

PAMPs or DAMPs proteinuria
© 2023 International Society of Nephrology. Published by Elsevier Inc. This is an open access article under the CC BY
license (httpz//creativecommons.org/licenses/by/4.0/).
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T he complement system contributes to innate and  subsequent phagocytosis and cellular lysis, and ulti-
acquired immunity through activation of the  mately elimination of an invading pathogen or
classical, lectin, and alternative pathways.'” Activation damaged tissue.”’ These 3 activation pathways
of the complement pathways triggers a cascade, leading  converge at C3, which plays a central role in the
to inflammation, as well as opsonization and  complement system and is key for activation of

downstream terminal pathways, including formation of
the membrane attack complex. ”
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implicated in the pathogenesis of various forms of
g]omerulonephnus, including C3G, IgAN, LN, and
MN."* The etiology of complement dysregulation in

Kidney International Reports (2023) 8, 2284-2293
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Efficacy and Safety of Ravulizumab in IgA Nephropathy
A Phase 2 Randomized Double-Blind Placebo-Controlled Trial
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.




2.3.3 Managing the IgAN-specific drivers for nephron loss

2.3.3.1 Reducing the production of pathogenic forms of IgA and IgA
immune complex formation

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).

Practice Point 2.3.3.1.1: Factors to consider before using nefecon in patients with IgAN

e A single 9-month treatment course of nefecon is unlikely to produce a sustained
clinical response in terms of proteinuria reduction or stabilization of eGFR and it is
likely that many patients will need either repeated 9-month treatment cycles or a
reduced-dose maintenance regimen

e The approval status, labelled indication and availability vary globally.

Practice Point 2.3.3.1.2: Other pharmacologic therapies evaluated in IgAN:

e Multiple agents have been evaluated in often small studies, in restricted populations
and have failed to show a consistent benefit in IgAN (Figure 4)
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Figure 4 | Other pharmacologic therapies evaluated in immunoglobulin A nephropathy
(IgAN). 'Tang et al.**, *Tang et al.**,*Hou et al.’’, *Hou et al. *', *Maes et al.,” *Frisch et al,*

"Hogg et al.,” *Liu et al.”’, ACEi, angiotensin-converting enzyme inhibitor; aHR, adjusted hazard

ratio; ARB, angiotensin II receptor blocker; CKD, chronic kidney disease; CI, confidence
interval; IgAN, immunoglobulin A nephropathy; KRT, kidney replacement therapy; MMF,
mycophenolate mofetil; RCT, randomized controlled trial; SC, standard of care; SCr, serum

creatinine.
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.




2.3.4 Managing the responses to IgAN-induced nephron loss
Practice Point 2.3.4.1: Interventions for all patients with IgAN:

e Control blood pressure to a target of <120/70 mm Hg, using a RASi as the first
choice drug intervention

e Lifestyle advice should be given, where appropriate, on smoking cessation, weight
reduction, dietary sodium restriction (<2 g/d) and regular exercise.

e A cardiovascular risk assessment should be undertaken and interventions
commenced as per local guidelines.

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 II receptor
blocker (ARB) (1B).




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).
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Dapagliflozin in Patients
with Chronic Kidney Disease

Hiddo J.L. Heerspink, Ph.D., Bergur V. Stefénsson, M.D.,
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ABSTRACT

BACKGROUND
Patients with chronic kidney disease have a high risk of adverse kidney and cardio-
vascular outcomes. The effect of dapaglifiozin in patients with chronic kidney
disease, with or withour rype 2 diabetes, is nor known.

METHODS
We randomly assigned 4304 participants with an estimated glomerular filtration
rate (GFR) of 25 to 75 ml per minute per 1.73 m” of body-surface arca and a uri-
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nary albumi inine ratio twith albumin measured in milligrams and cre-
atinine measured in grams) of 200 to 5000 to receive dapagliflozin (10 mg once
daily) or placebo. The primary outcome was 2 composite of a sustained decline in
the estimated GFR of at least 50%, end-stage kidney discase, or death from renal
or cardiovascular causes.

RESULTS

The i data stopping the trial
because of efficacy. Over 2 median of 2.4 years, 2 primary outcome event occurred
in 197 of 2152 participamts (9.2%) in the dapaglifiozin group and 312 of 2152 par-
cicipants (14.5%) in the placebo group (hazard ratio, 0.61; 95% confidence interval
[CI), 051 to 0.72; P<0.001; number needed to treat to prevent one primary outcome
event, 19 (95% CL, 15 to 27)). The hazard ratio for the composite of a sustained
decline in the estimared GFR of ar Jeast 50%, end-stage kidney disease, or death
from renal causes was 056 (95% Cl, 0.45 to 0.68; P<0. oon and tbc hazard ratio
for the ite of death from i ular causes or hospi ion for heart
failure was 0.71 (95% CI, 0.55 to 0:.92; P=0.009). Death occurred in 101 participams
4.7%) in the dapagliflozin group and 146 participants (6.8%) in the placebo group
(hazard ratio, 0.69; 95% C1, 0.53 10 0.88; P=0.004). The effects of dapagliflozin
were similar in participants with type 2 diabetes and in those without type 2 dia-
betes. The known safety profile of dapagliflozin was confirmed.

concLusions
Among patients with chronic kidney disease, regardless of the presence or absence

of diabetes, the risk of a composite of a sustained decline in the estimated GFR of

at least 50r%, end-stage kidney disease, or death from renal or cardiovascular causes
was significantly lower with dapagliflozin than with placebo, (Funded by Astra-
Zeneca; DAPA-CKD ClinicalTrials.gov number, NCT03036150.)
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of kidney failure and prolonged survival in participants
with chronic kidney disease with and without type 2
diabetes, including those with IgA nephropathy.
Participants with estimated glomerular filtration rate
(eGFR) 25-75 mL/min/1.73m’ and urinary albumin-to-

nephropathy biopsyl,

137 were randomized to dapaglifiozin and 133 to placebo,
and followed for median 2.1 Overall, mean age was
51.2 years; mean eGFR, 43.8 mUmin/1.73m?; and median
urinary albumin-to-creatinine ratio, 900 mg/g. The primary
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outcome occurred in six (4%) participants on dapaglifiozin
and 20 (15%) on placebo (hazard ratio, 0.29; 95%
confidence interval, 0.12, 0.73). Mean rates of eGFR decline

wrinary albumin-to-creatinine ratio by 26% relative to
placebo. Adverse events leading to study drug
discontinuation were similar with dapagiifiozin and
placebo. There were fewer serious adverse events with
dapaglifiozin, and no new safety Mﬁnw in this.
Thus, in with IgA

dapaglifiozin reduced the risk of chronic Mny disease
progression with a favorable safety profi
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A nephropathy is the most common primary glomerubar
discase worldwide,! Despite advances in our understanding
of its patbogenesis, treatment strategics have changed lide
over the last 2 or 3 decades.” Over a period of 4 to 15 vears
(mean, 6.1 vears), approximarely 30% of patients with 1gA
nephropathy progress 1o kidney failure, and risk factors for
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Empagliflozin in Patients with Chronic Kidney Disease

The EMPA-KIDNEY Collaborative Group  DOI: 10.1056/NEJM0a2204233

CLINICAL PROSLEM
Sodium-ghucose cotransporter 2 inhibitors appear to
slow the progression of kidney disease in patients with
diabetes and albuminuria. However, most patients with
chronic kidney disease do not have diabetes and have low
levels of albuminuria, and the effects of empaglifiozin
therapy in these patients are unclear.

CLINICAL TRIAL

ble-blind, placebo-controlled trial assessed the efficacy of
empaglifiozin in patients with chronic kidney discase, with
or without diabetes and with a range of albuminuria levels.
Intervention: 6609 patients with an estimated glomerular
filtration rate (€GFR) of 20 to <45 ml per minute per
1.73 m’ of body-surface area, or with an eGFR of 45 to
<90 ml per minute per 1.73 m’ and a urinary albumin-
to-creatinine ratio of 2200 (with albumin measured in
milligrams and creatinine measured in grams), were as-
signed to receive 10 mg of empaglifiozin or placebo daily.
In this study, 54% of patients had chronic kidney disease
without diabetes and 34% had an ¢GFR of <30 ml per
minute per 1.73 m’. The primary outcome was the first
occurrence of progression of kidney disease or death from
cardiovascular causes.

ResuLTS
Efficacy: During a median follow-up of 2 years, progres-
sion of kidney discase or death from cardiovascular caus-
s occurred in a significantly smaller percentage of patients
in the empagliflozin group than in the placebo group.
Safety: idosis occurred in lly more pa-
tients in the empaglifiozin group than in the placebo
group, as did lower-limb amputations. The incidence of
serious adverse events overall and according to major or-
gan class was similar in the two groups.

AND
® Fewer cardiovascular events occurred than expected,
potentially affecting secondary and tertiary outcome
assessments.
® Further study of patients with a urinary albumin-to-
creatinine ratio of less than 300 may be useful.

Links: Full Article | NEJM Quick Take | Editorial
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CONCLUSIONS

Among a wide range of patients with chronic kidney disease

who were at risk for progression, empagliflozin therapy
was associated with a lower risk of disease progression or
death from cardiovascular causes than placebo.




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).

Practice Point 2.3.4.2: Factors to consider before using an SGLT2i in patients with IgAN:

e There was no requirement for patients with IgAN to be on an optimized maximally
tolerated dose of RASi for a minimum of 3 months for inclusion in The Study of
Heart and Kidney Protection With Empagliflozin (EMPA-KIDNEY) and
Dapagliflozin and Prevention of Adverse Outcomes in Chronic Kidney Disease
(DAPA-CKD) trials.

e IgAN patients included in EMPA-KIDNEY and DAPA-CKD likely had longstanding
disease, based on the age and eGFR at randomization; therefore, there is uncertainty
over the value of SGLT2i in patients with IgAN and a relatively preserved eGFR
(>60 ml/min per 1.73 m?) (see Table 2).




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).




Articles

Sparsentan in patients with IgA nephropathy: a prespecified
interim analysis from a randomised, double-blind, active-
controlled clinical trial

HiddoJ [ Heerspink, Jai Radhakrishnan, Chorfes £ Alpers, jonathan Ramare, Stewart iefer, Ulysses Diva, Julalnvig, Radko Komers, Alex Mercer,
[rene L Noronha, Michdle N Rieoult, William Rote. Brod Rovin. Howard Trachtenan, Herndn Trimarchi, Muh Geot Wong, Viedo Parkovic, for the

PROTECT Investigators®

Summary

@®

O

is a novel, ingl lecule, dual endothelin and

m;tor anlag'onisl being examined in an ongoing pluse 3 lml |n adults with IgA nephropathy. We repon the
prespecified interim analysis of the primary proteinuria efficacy endpoint, and safety.

Methods PROTECT is an international, randomised, dnuhkﬂ)lind ddi\mlmollu‘l study, being conducted in
134 dinical practice sites in 18 countries. The study versus irb in adulls (aged =18 years)
with biopsy-proven IgA nephropathy and pmel.nurlz of l 0 g/day or hlgher duplle i

Apid1 2003

hittps i oxg?10. 10160
S0140-6736(2300569-X
See Onine/Camment
hitps e cxg10.901 60
10-673602290630-X

system inhibitor treatment for at least 12 woeks, i were din 2 1:1 ratio to Teceive

sparsentan 400 mg once daily or irbesartan 300 mg once ddﬂy. stratified by estimated glomerular filtration rate at

*PROTLCT L
fated inthe appondix (3p 2 5)
Department of Clinkeal

screening (30 to <60 mL/min per 1-73 m2 and =60 mL/min per 1-73 m2) and urine protein ion at screening
(=1-75 g/day and >1.75 g/day). The primary cfficacy endpoint was change from baseline to week 36 in urine protein-
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Efficacy and safety of sparsentan versus irbesartan in
patients with IgA nephropathy (PROTECT): 2-year results
from a randomised, active-controlled, phase 3 trial
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Summary

a novel, i ppressive, si .,} 2! uk dual endotheli in receptor
anlagomsl sxgmﬁcanlly reduced proteinuria versus irb in II receplor Mocker at 36 weeks
(primary endpoint) in paticnts with immunoglobulin A ncphropaﬂly in the phase 3 PROTECT triaPs previously
reporled inlerim analysis. Here, we report kidney [unclion and outcomes over 110 weeks from the double-blind final

analysis.
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primary IgA nephropathy and proteinuria of at least 1-0 g per day despite maxis system
inhibition for at least 12 weeks were randomly assigned (1:1) to receive sparsentan {target dose 400 mg oral spmsenl:m
once daily) or irbesartan (target dose 300 mg oral irbesartan once daily) based on a p block
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method. The primary endpoint was proteinuria change between treatment groups at 36 weeks, Secondary endpoints
included rate of change (slope) of the estimated glomerular filtration rate (¢GFR), changes in proleinuria, a composite of
kidney failure (confirmed 40% eGFR mdutm)n end-stage kidney disease, or all-cause mortality), and safety and
tolerability up t 110 weeks (rom rand lary eflicacy s were assessed in the full analysis set and
safety was assessed in the safety set, both of which were defined as all patients who were randomly assigned and reccived
at least one dose of randomly assigned study drug. This trial is registered with Clinical Trials.gov, NCT03762850.
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203 to the irhesartan group. One patient from each group did not receive the study drug and was excluded from the
efficacy and safety analyses (282 [70%] of 404 included patients were male and 272 [67%] were White) . Patients in the
sparsentan group had a slower rate of eGFR decline than those in the irbesartan group. eGFR chronic 2-year slope
(weeks 6-110) was -2.7 mL/min per 1-73 m? per year versus -3-8 mL/min per 1.73 m? per year (difference
1-1 mL{min per 1.73 m? per year, 95% CI1 01 to 2. 1; p=0-037); lolal 2-year slope (day 1-week 110) was —2:9 mL/min
per 1.73 m? per vear versus -3-9 mL{min per 1.73 m? per vear (ditference 1.0 mL/min per 1.73 m? per vear
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95% CI -0-03 to 1-94; p=0.058). The significant reduction in proleinuria al 36 weeks with was

throughout the study period; at 110 weeks, proteinuria, as determined by the change from bascline in urine protein-
to-creatinine ratio, was 40% lower in the s than in theirl 4 p(—42-8%,95% CI-49-810-35.0,
with sparsentan versus —4.4%, -15-8 to 8. 7 \v|ﬂ| irhesartan; geometric k-a-xlaqnzrﬁ mean ratio 0-60,
959% CI0-50 to 0-72). The composite kidney failure endpoint was reached by 18 (9%) of 202 patients in the sparsentan
group versus 26 (13%) of 202 patients in the ithesartan group (relative risk 0-7, 95% CI 0-4 to 1-2). Treatment-

emergent adverse events were well bal d between sp and irb with no new safety signals.
Interpretation Over 110 weeks, with sp versus imally titrated irbesartan in patients with
IgA nephropathy resulted in significa ductions in proleinuria and pi of kidney [unction,
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Introduction Current treatment options are limited,' and it is

Immunoglabulin A nephrapathy is the most common  only since December, 2021, that a small number of
primary glomerular disease worldwide' and is associated  approved treatments have become available in Europe and
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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).

Practice Point 2.3.4.3: Factors to consider before using sparsentan in patients with IgAN

e Sparsentan is a dual endothelin angiotensin receptor antagonist (DEARA) and
should not be prescribed together with a RASI.

e The approval status, labelled indication and availability vary globally.
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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Atrasentan in Patients with IgA Nephropathy

Hiddo J L. Heerspink, Ph.D., Meg Jardine, M.B., B.S., Ph.D.,
Donald E. Kohan, M.D., Ph.D., Richard A. Lafayette, M.D., Adeera Levin, M.D.,
Adrian Liew, M.D., Hong Zhang, Ph.D., Amit Lodha, M.B,, B.S.,
Todd Gray, M.S.P.H., Yi Wang, Ph.D., Ronny Renfurm, M.D.,
and Jonathan Barratt, M.D., for the ALIGN Study Investigators*

ABSTRACT

BACKGROUND

Patients with IgA neph hy and severe proteinuria have a high lifetime risk of
kidney failure. The efficacy and safety of the selective endothelin type A receptor
antagonist atrasentan in reducing proteinuria in patients with IgA nephropathy are
incompletely understood.

METHODS
We are ducting a phase 3, multinational, double-blind, randomized, controlled
trial involving adults with biopsy-proven IgA nephropathy, a total urinary protein
excretion of at least 1 g per day, and an estimated glomerular filtration rate of at
least 30 ml per minute per 1.73 m? of body-surface arca. Patients were randomly
assigned to receive atrasentan (0.75 mg per day) or matched placebo for 132 weeks.
The primary outcome, assessed at a prespecified interim analysis of data from the
first 270 patients in the main stratum, was the change in the 24-hour urinary
protein-to-creatinine ratio from baseline to week 36; the change was estimated
with the use of a repeated model. (An stratum of patients
who were receiving a sodium-glucose cotransporter 2 inhibitor were included in
a scparate analysis.) Safety analyses were based on adverse events across the entire
main stratum.

RESULTS
A total of 340 paucmx were recruited into the main stratum. Among the first 270
patients in the main stratum (135 per trial group) who oomplaed the w«k 36
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visit, the geometric mean percentage change in the urinary p
ratio relative to baseline was significantly greater with atrasentan (-38.1%) than
with placebo (=3.1%), with a g ic mean b diffe of =36.1
percentage points (95% confidence interval, -44.6 to —26 4 P<0 001). The percent-
age of patients with adverse events did not differ substantially 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
occurred.

CONCLUSIONS
In this p(rspcclﬁrd mlcnm znalys.ls atrasentan resulted in a significant and
clinically i d pared with placebo in pa-
tients with IgA nephropathy. lFundcd by Novams ALIGN ClinicalTrials.gov num-
ber, NCT04573478.)
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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Figure 3 | Treatment targets in immunoglobulin A nephropathy (IgAN) and available to-date approved
treatment options. *Measures to reduce glomerular hyperfiltration and the impact of proteinuria on the
tubulointerstitium, using singly or in combination, renin-angiotensin system (RAS) blockade sparsentan, and
sodium-glucose cotransporter-2 inhibition (SGLT2i). RASI, renin-angiotensin system inhibitors.
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