21/01/2026

Allergology and Immunology Update AIU 2026:

NCW catmen 1 SIMAJ C
MARTEN SEGELMARK, PROFESSOR OF NEPHROLOGY

e TN

E\/QC.2300008 MAY 2023

Classification of primary vasculitis

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hypocomplementemic Urticarial Viasculltis
(Anti-Clq Vosculitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa [ Anti-GBM Diseose
Kawasaki Disease

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

L ] Granulomatosis with Polyangiitis
1 (Wegener's)
Z Eosinophilic Grar is with Polyangiiti
Loryn e Vuscults (Churg-Strouss)

Takayasu Arteritis
Glant Cell Arteritis

Jennette et al. Arth Rheum. 2013
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ACR —

EULAR — KDIGO — Region Skane

ACR/VF
2021

Recommendations

RTX over CYC
Low dose GC

SCr > 4.0 mg/d| No combination
(>350 pmollL) |~ ~ RTX + CYC?
Cr > 5.7 mg/d
(> 500 pmol/L)

TMP/SMX
viG

(iflgG <3.0g/L)°

No combination
RTX + CYC?

PLEX may be
considered*

(if 19G < 3.0 g/L )’

« ACR 2021 (?)
 EULAR 2022
(2009)
o + KDIGO 2024
| 201

Region Skane
2025 (1998)

VIG https://vardgivare.skane.se/siteassets/1.-

(if IgG < 3.0 giL )¥| vardriktlinjer/regionala-vardprogram---

fillistning/systemisk-vaskulit--- engagerande-

sma-och-medelstora-karl---vardprogram.pdf

MTX or AZA

RTX over: over:
AZA or MTX MMF
LFN

RTX over:
AZA or MTX or MMF

P

RIL oy ‘ Casal Maura M. et al. NDT,
2023 Oct 31;38(11):2637- 5
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Trials in ANCA-associated vasculitis
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Pathogenesis of ANCA
vasculitis

Key steps:

* Break of tolerance
ANCA production

» Complement activation
* Priming of neutrophils

Neutrophil degranulation
and NET-osis

| Nakazawa D. Nat Rev Rheumatol. 2019 Feb;15(2):91-101. |
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Vascular endothelial cells .
Development of vasculitis

B-cell cytokine inhibition

* Belimumab
— BAFF antagonist
» Telitacicept and Povetacicept
— Dual antagonist of BAFF and APRIL

A My
Y\
e q

Mature Naive B Cell Plasma Cell Immune Complex

Formation

Immature B Cell

| Cheung CK et al. Front Nephrol. 2024 Feb 1:3:1346769 |

* RUBY- 3 USA (Povetacicept) fully
recruited

» TEST-T-AAGN, China (Telitacicept)
fully recruited

» Combivas UK, (Belimumab)
completed

l Rituximab (IV)

COMBIVAS

18 yimph node bidfkids
nasal biopsies
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Enhanced B cell depletion

pr\d raft
Rituximab —— Y
Direct
N cell death @

Antibody-dependent
cellular cytotoxicity @

complemert depender ‘\} Ko Obinutuzmab

A
$ s & & 4 &
o ¥ . B B B B
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Antibody-dependent @
phagocytosis

-CIO
.EIO

&
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&

Macrophage

@® = rituximab has a greater effect than obinutuzumab
@ =obinutuzumab has a greater effect than rituximab

Primary endpoint: Change in CD19+ B cells in NALT

| ObiVas e

Hernandez et al, Nature Portfolio

CAR-T cells and Bispefic antibodies

CAR-T cell studies in AAV listed
in Cinicaltrials.gov NCT06590545

-~ Recorfbinant « NCT06277427 - NCT06548607
S i 'e““v'"‘s + NCT06508346 + NCT07315087
| o “enion and .+ NCT06614270 + NCT06549296

, peripheral blood activation of T

. ofpatients cells EL@ . NCTO06680388 - NCT06375993

W m XD:T”"”‘““'"Q 3/\ .+ NCT06285279 + NCT06056921
. NCTO07203404 - NCT07339540

. NCTO06316791 - NCT06316076

. NCTO06828042 - NCT06978647

. NCTO7305116 - NCT06350110

. NCT06775912

. NCTO06794008

PBMC T cell (TCRaB+) CART cell (TCRaB+)

Patients

CART cells are multiplied

" € Tcell engager
QV.X‘ CART cells put back into the
patient's bloodstream

® O o Anti.CO3 ANti.CON or BEMA T cell engager
“/‘ . F _BcMA

Patonrs ondogunois.

Amplification Infusion ( patients)
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First complement active drug - Avacopan

CLEAR" och ADVOCATE?
— Rapid steroid tapering’
— Fewer relapses than placebo’2

— Better renal recovery, most for those

with low GFR3
s %
. A !
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0%

10% ) '
+-High Dose Steroids SOC (N=20)
W -8-CCX168 with Low Dose Steraids (N=22)

-10% Y =& CCX168 with No Steroids (N=20)

UACR % Change from Baseline

A% * 2%
30%
0%

4%
50%

56%
0% *k 7

-10%

Time (weeks)

Jayne et al, JASN. 2021 Feb 18;384(7):599-609.

2Jayne et al, N Engl J Med. 2021 Feb 18;384(7):599-609.
LUNDS
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New complement drugs in vasculitis
* Avacopan —licensed in EU _
. o Priming ® @ ——— eculizumab
* Iptacopan- factor B inhibition, TNFa,Csa  ANCA g csa @
. _\\\\|\ C3bBbC3b
— Phase 2 study, fully recruited Y €5 convertase cep :
. . == avacopan
» Pegcetacoplan- C3 binding and = vicbelimab™ " ®
bIOCk|ng, 5 Cor‘nplgmem
activating
— No studies in vasculitis yet fector S csa @
C3bBbP  ——— iptacopan groc:?duction
C3 convertase .
pegcetacoplan —— C3 . ‘@\V
Amplification Loop e’ S
)
Vasculitis
Y anca ® cs.
® ANCA antigen Y C5a receptor
‘ Wu et al. Kidney Int Rep. 2025 Jul 21;10(11):3747-3756 ‘ ]LRHFI:IQI(?E
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Plasma exchange- PEXIVAS and metaanalys

100+
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Years

plasma-exchange group 28.4%
control group 31%
hazard ratio with plasma exchange, 0.86;
95% CI 0.65 to 1.13; P=0.27

Yes/No
Study Treatment Control Risk ratio W?’Isht Risk ratio
(95% CI) (95% CI)
Rifle 1980 2/4 7 je—— 9.75 0.38(0.12101.22)
Pusey 1991 1/24 5/18 #——— 331 0.18(0.02 to 1.46)
Cole 1992 3/13 Sy ———— 8.51 0.60(0.17 t0 2.10)
Guillevin 1997 3/16 112 +—————+——> 308 205(0.24t017.63)
Jayne 2007 10/60  22/45 +——@——— 2411 0.44(0.22 t0 0.85)

Szpirt 2011 0/16 4/12 +———F——— > 019 0.01(0.00t0 81.26)

Waish2020 48/304  59/293 ' 4 $104  081(057t01.16)
Overall —— 10000 0.62(0.39t00.98)
Test for heterogeneity: 1°=0.04; 025 05 1 2 4

1P=14.84%; H=1.17

Walsh M et al. N Engl J Med 2020 Feb 13;382(7):622-631; | LU-I\-IDS

UNIVERSITET
Walsh M, et al. BMJ. 2022 Feb 25;376:e064604 |
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IdeS = imflidase
* Immunoglobulin degrading enzyme of
Streptococcus pyogenes
— Detected in 2001 by Lars Bjorck in
Lund
— Interacts with Fc-part of IgG with
extremely high specificity and
cleaves IgG at the hinge region,
. e s \ F(ab), x
: e 5 7
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6 eGFR < 15_ but 15 patients included and
exclusion criteria treated with imlifidase

/ 26 patients with anti-GBM antibodies screened \

5 eGFR >15

5

Dialysis and
oliguric

5

Dialysis but
not oliguric

Dialysis and
oliguric

Dialysis but
not oliguric,

Not dialysis
but eGFR <15

Patients with
eGFR >15

10
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GOODIDES-02 Phase Ill Design
Open-label, multi-centre trial in EU and US
50 patients randomised 1:1
Stratified according to current dialysis need (Yes/No)
Imlifidase =
—> (0.25 mg/kg BW) =
15 min infusion
Potential Pre-Study SoC Protocol specific SoC (PLEX/CYC/Corticosteroids) Long-Term Follow-Up
l Screening )—P{ Randomisation }_‘_. fi::vt?:g
randomisation
Potential Pre-Study SoC Protocol specific SoC (PLEX/CYC/Corticosteroids Long-Term Follow-Up
A |
Study Visit: Day 1 Day2 Day5 Day8 Day15 Day22 Day29 Day50 Day92 Day183 12 Months 18 Months 24 Months ‘
Core-Trial End-of-Trial
14 Completion Visit
Visit
14
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Protecting glomerular cells

Clinical study recruiting

Immunomodaulators / corticosteroids

Inflammation
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Increased production
of ANCASs (MPO, PR3)

Excessive neutrophils \
activation/degranulation

» / — .
rai \\ 5
o ,(’L\f / . \ Exposed CDLN1 expression
/ 24
37 )

Lixudebart (ALE.FO2): anti-CLDN1 antibody

GLOMERULAR INJURY

‘a{

Immune cells recruitment
Lixudebart

Crescent formation/scarring
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Inhibiting neutrophil NET-osis
» Short Chain Fatty Acids —
(SCFAs): - | R R
— (acetate, butyrate etc) gm i, T +=-oua e
— Muccusal barrier fm e -v
— Monocyte diffrentiation L -
— Tregs
— Inhibits neutrophil NET-
osis
* SCFAs in the diet:
— Reduced injury in AAV-
kidney model
— Similar effect with diet
rich in fibers Tan D et al, Int J Mol Sci. 2024 Apr 28;25(9):4817 \ s
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