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Darlegung potentieller Interessenskonflikte

Der Inhalt des folgenden Vortrages ist Ergebnis des Bemuhens um grof3tmogliche Objektivitat und Unabhangigkeit.

Als Referent weise ich darauf hin, dass es personliche Verbindungen zu Unternehmen gibt, deren Produkte im
Kontext des folgenden Vortrages von Interesse sind. Dabei handelt es sich um die folgenden Unternehmen und
Verbindungen:

Vortrags- und/oder Beratungs-Honorare: AstraZeneca, Biogen, Boehringer,
Calliditas, CSL-Vifor, Chinook, Novartis, Omeros, Roche, Stada, Travere, Vera
Therapeutics

Data Safety Monitoring Boards: AstraZeneca, NovoNordisk
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lgA-Nephropathie

- Therapie bisher

Lifestyle Optiminierung + RR-Kontrolle + RAS-Inhibitor

CKD-Therapie

Inflammation
+ Fibrose

GFR-Verlust
GFR-Verlust




Supportive Therapie der IgA-Nephropathie

Practice Point 2.3.1. Considerations for treatment of all patients with IgAN
 The primary focus of management should be optimized supportive care.
» Assess cardiovascular risk and commence appropriate interventions as necessary.

» Give lifestyle advice including information on dietary sodium restriction, smoking cessation, weight control, and
exercise as appropriate.

Level 1 Empfehlungen )
» Blutdruck-Kontrolle (syst. RR im Sitzen in den 120ern)
 ACEI oder ARB, Dosis hochtitrieren! ALLE
» Dihydropyridin Calcium-Kanalblocker als Erstlinien-Therapie meiden ”
* SGLT2-Inhibitor
* Proteinzufuhr kontrollieren
J
\

Level 2 Empfehlungen

* NaCl-Zufuhr reduzieren, Trinkmenge 1,5-2L/d, Diuretikum
« Non-Dihydropyridine Calcium-Kanalblocker Therapie So viele MaBRhahmen
» Alle Komponenten des metabolischen Syndroms korrigieren > wie méglich

» Aldosteron-Antagonist, 3-Blocker
* Nikotin-Konsum einstellen

J

Stamellou E et al., Nat Rev Nephrol Primers 2024; Floege J, Feehally J, Nat Rev Nephrol. 2013 Jun;9(6):320-7



Jahrlicher eGFR Verlust bei IgA-Nephropathie: die Kontroll-Arme
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Studie

STOP-IgAN (Steroide)
TESTING (Steroide)
PROTECT (Sparsentan)

NEFIGARD (Nefecon)
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Systemische (Hochdosis) Kortikosteroide bei IgAN: jlingere Studien

STOP-IgAN Prospektiv Kein Benefit Verdopplung Europaer
NEJM 2015, KI 2020  (N=162) infektiose NW

TESTING Prospektiv 2,5 Jahre Verzoge- Deutl. mehr (5x Asiaten
JAMA 2017 + 2022 (N=503) rung Nierenversagen letale) infektiose NW

Rumanien Retrospektiv.  Kein Benefit ? Europaer
Medicine 2022 (N=83)

UK Retrospektiv.  Kein Benefit ? Europaer
PLOSone 2022 (N=401)

Norwegen Retrospektiv.  Kein Benefit NW 11t Europaer
BMC Nephrol 2024 (N=151)

China Retrospektiv.  40% Risiko Redukt.  Schwere NW 1 1t Chinesen

CIASN 2023 (N=3946) Nierenversagen (55% mit RASi)
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| Ziel: IgAN-Vollremission

induzieren

* Proteinurie <0,3 g/d >teroltl

e Stabile GFR

GFR-Verlust

e Keine Mikrohamaturie
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Rovin B et al, Lavnc;et 2023;402:2077-2090

Efficacy and safety of sparsentan vs irbesartan in patients with~

P

2-year results from PROTECT, a phase 3 randomized contr~" ~Z crial

tween group
difference

/ —t

Rate of change in eGFR

1-1
Week 6 to week 110 (0-1-2:1)
cchronic slope) o™ O 2t | 97% reached target _
d: dose 300 mg daily p=0-037
1-0
Day 1 towe~" ' > (-0-03 to 1-9)
total's -3-6to—2-2) (—4-6 to —3-1)
y p=0-058
A Least square (LS) mean Difference
(95% Cl) (95% Cl)
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The NEW ENGLAND JOURNAL of MEDICINE
October 206, 2024

ORIGINAL ARTICLE

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*

ALIGN Phase Ill Studie

* Teil A = Proteinurie nach 9 Monaten
(=> ausreichend fur vorlaufige Zulassung)

* Teil B = eGFR slope nach 2 Jahren
(notig fur definitive Zulassung)




The NEW ENGLAND JOURNAL of MEDICINE
October 206, 2024

Protein/Krea Ratio im 24h Urin
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Atrasentan in Patients with IgA Nephropathy
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Trial Week

No. of Patients
Placebo 170 165 161 167 166 157 123
Atrasentan 169 162 164 165 161 154 129
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Efficacy and safety of a targeted-release formulation of budesonide

in patients with primary IgA-nephropathy (NeflgArd): 2-year results
from a randomized phase 3 trial

Richard Lafayette, Jens Kristensen, Andrew Stone, Jiirgen Floege, Vladimir Tesar, Hernan Trimarchi, Hong Zhang, Necmi Eren,
Alexander Paliege, Heather N Reich, Brad H Rovin, Jonathan Barratt, on behalf on the NeflgArd trial investigators

Lancet 14 Aug 2023
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Nefecon, n 182 1/1 167 167 153 155 149
Placebo, n 182 178 1/1 164 161 150 146



I Proteinurie

Targeted
release
budesonide
(Nefecon) in
IgAN:
Nefigard
JEHRI o2

trial rCI per Observational follow-up period

Nefecon

N percentage change in UPCR

| | | | | !
y 3 b 9 12 18 24

- Time (months)
=) VeTecon, 18 173 169 166 15/ 155 145
Lafayette R et al. Placeho, n 162 176 169 164 160 151 142

Lancet 14.8.2023



The NEW ENGLAND JOURNAL of MEDICINE

October 26. 2024

ORIGINAL ARTICLE

Alternative Complement Pathway Inhibition
with Iptacopan in IgA Nephropathy

V. Perkovic, . Barratt, B. Rovin, N. Kashihara, B. Maes, H. Zhang, H. Trimarchi,
D. Kollins, O. Papachristofi, S. Jacinto-Sanders, T. Merkel, N. Guerard,

R. Renfurm, T. Hach, and D.V. Rizk
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Long-Term Results from an Open-Label Extension Study of
Atacicept for the Treatment of IgA Nephropathy

Jonathan Barrait(®),” Sean Barbour,” Robert Brenner,” Kerry Cooper,”> Xuelian Wei,” Necmi Eren,* Jirgen Floege,”
Vivekanand Jha@®),%”® Sung Gyun Kim@®),” Bart Maes@®,"® Richard K.S. Phoon(®,"’ Harmeet Singh,"* Vladimir Tesar (,"’
and Richard Lafayette®,’ on behalf of the ORIGIN Phase 2b Investigators*

82 pooled atacicept 34 placebo

82 FAS and safety population 34 FAS and safety population

2 discontinued treatment” 3 discontinued treatmentt

80 (98%) completed week 36 31 (919%) completed week 36
and entered OLE and entered OLE

9 discontinued treatmentt

102 completed week 96




Barratt J et al, J Am Soc Nephrol 26 Oct 2024
Long-Term Results from an Open-Label Extension Study of

Atacicept for the Treatment of IgA Nephropathy

. Reduction in Gd-IlgA1 i Resolution of hematuria
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