o MaveAArivio
~ ©gpiv6 Tupndoio

AladpaocTikn culnTthon
NEPICTATIK®OV

«ANCA Ayyelimidec: Néa katatagn Kal KateuBuVvTAPIES
odnyiec yEoa atrd TTaPAdEIYHUATA TTEPICTATIKWV»

B-depletion / IL5I / C5al therapy
og aoBeveigc pe ANCA ayyeliTida:
ETMITEAOUG ATTOQPUYN KOPTIKOOTEPOEIOWYV I OXI;

ToaAatrdkn XpioTiva
PeupatoAdyog, EmmiueAnTpia A
Movada KAivikig AvoocoAoyiag-PeupatoAoyiag
B’ MaBoAoyiki KAIviki kal Opwvuuo EpyacTrplo
laTtpikr) ZxoAn EKTIA, Itrrrokpdareio T'NA

KaAapara, 31/05/2024
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MepiTTTwon aocBevoucg #1

Q 45 eTWwv

> OEKATIKN TTUPETIKN Kivon atrd 3urivou
, (1 > apBpaAyiec dvw Kal KATW AKpwv

‘EAaBe apxIKG KOPTIKOOTEPOEION YIa 2 £LOOUAdES
YTroxwpnon CUPTITWPATWY KAl UTTOTPOTTH) ME TN OIOKOTTIA TOUG

— oy

EpyaocTnplakdg EAEyXOG

WBC : 14420 (63% NEUT)
Hb/HCT : 11.1 gr/dl, 35.3%
PLT: 468.000

Cr: 0,8 mg/dl, AST/ALT:9/7
TKE: 100mmHr

CRP: 13.03 mg/dI

ATOMIKS aVAUVNOTIKO
[Mpoopartn diayvwon
NeupoaioOntripiag Bapnkoiag
AE



MepiTTTwon acBevoug #1

KAIvikR €§€taon

©®: 37,8°C

AVOTIVEUOTIKO: K@

Aéppa: TTOpPUPIKO £€avOnua ota KATW
akpa

ATIO 4 nuéEpou
» KauoaAyia og katw akpa
Adpn V/IN: K



MepiTTTwon acBevoug #1

O EmitrAéov epyacTnpIaKkOg EAEYXOG

= [evoupwv: WBC 0-1, RBC 0-1, evepyo ilnua (-)
= CANCA (+), PR3 88 U/ml

O ATreIKoVIOTIKOG EAEYXOG

Ct Owpakog/oTTAaXVIKOU KPAVIiou : XwpPic TTaBoAoYIKA cuprjuaTa

QoT0600 ........ Emdciviwaon veEUpOAOYIKAG EIKOVAG
Eykardaotaon drop foot AP



MepiTTTwon acBevoug #1

[1epIPEPIKO VEUPIKO oUOTNMA

ENT

2UOTNUATIKI ayYEITIOa

MuOOKEAETIKO GUOTNHO |
C ANCA/PR3 6BeTIKN

Aépua |

2UOTNUATIKA CUUTITWUATA |




ETraywyn upeong TnG vooou

2021 American CO”GgE of Rheumatology/VascuIitis FULAR recommendations for the management Of

Foundation Guideline for the Management of : .
Antineutrophil Cytoplasmic Antibody-Associated Vasculitis ANCA-associated vasculitis: 2022 update

Vs
Induction of Remission

not organ-/life-threatening” [ | organ-/ife-threatening’ RPGN
| ]

Active GPA/MPA )

( Active severe GPA/MPA )

* U l StartRTX | + l Combine with GC? ]
; (or MTX ar MMF) {or avacopan?®)
Recommended remission induction |
therapies: Taper GCs to —_—
5 mg/day Plasma excl\ange‘ gt
after 4-5 months? Sy e Conytiet

/ i =,

& e g " Consult
<’/\\ Remission? // m'*l\_E_xggrt__Cenlre_,

\\\Y o

Qoeig peBuATTpedVICOAOVNG 1gr X 3

+

RItUXImab 1gr (0-15 nugpag) Chung et al., Arthritis & Rheumatology August 2021
Hellmich B, et al. Ann Rheum Dis 2024



GPA/MPA: O¢gpartreia — Rituximab (anti- B cell)

Oepartreia ETTAYWYAS

Rituximab
\\m Néa didyvwon  YTToTpotmalouoa vOoo

. CD20 RTX=CYC RTX>CYC

B-cell depletion @gpq-n-giq 6|q1'r'|pr|o'r|g ™G 0(p£0'|‘|§
(>2€tn)
Ymotpotég ~ 5% 15-40%

RTX AZA/MTX/IMMF



GPA/MPA: O¢gpartreia — Rituximab (anti- B cell)

100 — - ” I 4 ”
—w  RTX 96% AlaTnpnon u@eong otnv 3eTia
-, (o}
______ 1--
0 PCB 74%
- -
£ (o]
3
2 60
& Table 2. Adverse Events, According to Treatment Group*
"% 40 Event Rituximab Placebo
ﬁ_ b Group Group
3 (n=50) (n = 47)
= 2o Death 0 0
— Rituximab Patients reporting AEs
----- Placebo Any AE 46 (92) 44 (94)
o - AE leading to discontinuation of therapy 4(8) 1(2)
I T T T T T T T T T Serious AE 12(24) 14 (30)
0 3 6 9 12 15 18 21 24 28 Infectious serious AE &6(12) A4(9)
Month
Serious AEs 21 18
Infectious 9 [
Septic shock 2 0
Pneumonia 1 4
_ RTX PCB Pneumaocystis jirovecii infection 0 1
Prostatitis 1 0
Cumulative mean gk : g
|UCOCOI"[ICOId doses 2565 mg 3376 mg Acute cholangitis (gallstones) 1 0
g Febrile neutropenia 1 0
St" .. Bronchitis 1 0
i receivin 0 0 Influenza 0 1
. g 39 /0 50 /0 Thromboembolic 2 1
glucocorticoids Cardiac i 1
Other 9 10
Major relapse, n 0 6

Charles P. et al. Ann Intern Med. 2020



KopTIKOOTEPOEION : HEIWMEVN | KAVOVIKRA d60N

» 2UCTAVETAI TO MEIWMEVO DOCOAOYIKO oxua kata PEXIVAS Study

@4-5 pnveg : GC 5mg/d

l Kata 40% tn¢ ékBeong oe GC

—
Week Standard Reduced-dose \ ,
<50 50 TO TTPWTO 6UNVO
kg 50-75kg  >75kg ( 50-75 kg 75 kg
pulse  pulse pulse | pulse pulse pulse
30 60 /3 60 /93 Table 3. Secondary Outcomes.*

-~ - -e -

B 30 60 /3 30 40 Plasma Exchange vs. No Plasma Reduced-Dose vs. Standard-Dose
3-4 40 50 60 25 30 Secondary Outcome Exchange Glucocorticoid Regimen
5-6 30 40 50 20 25 effect size (95% CI)

7-8 5 30 40 12,5 15 20 Death from any cause 0.87 (0.58-1.29) 0.78 (0.53-1.17)
9-10 20 ’5 30 125 15 End-stage kidney disease 0.81 (0.57-1.13) 0.96 (0.68-1.34)
¢ - : ’ i N — _" ) Sustained remission 101 (0.89-1.15) 1.04 (0.92-1.19)
11-12 15 20 =3 /.3 10 12.5 Serious adverse events 1.21 (0.96-1.52) 095 (0.75-1.20)
13-14 12.5 15 20 1.5 10 Serious infections at 1 year 1.16 (0.87-1.56) 069 (052-0.93)
15-16 10 10 15 5 1.5
17-18 10 10 15 5 1.5
19-20 3 1.5 10 5 5
21-22 15 1.5 15 5 5
23-52 5 5 5 A 5 5
52 | Investigators’ Local Practice N\ Investigators™ Local Practice))

Chung et al., Arthritis & Rheumatology August 2021
Hellmich B, et al. Ann Rheum Dis 2024



AAV Kal KivOuvog AoINwEEwWV

Arthritis Research & Therapy

Serious infections in ANCA-associated 9
updates

vasculitides in the biologic era: real-life
data from a multicenter cohort of 162
patients

Konstantinos Thomas', Evangelia Argyriou®!, Noemin Kapsala®™, Alexandros Panagiotopoulos’, Aglaia Chalkia®,
Emilia Hadziyannis', Kyriaki Boki?, Pelagia Katsimbri®, Dimitrios T. Bournpas®, Panagiota Giannou®,
Dimitrios Petras” and Dimitrios Vassilopoulos' @

Table 3 Overall and according to the year after diagnosis serious infection incidence rates

Overall 1st year 2nd year 3rd year > 4th year
n of events* 67 28 8 6 24
% 100% 42% 12% 9% 36%
Patient-years 891.2 150.77 128.38 105.65 506.08
Incidence rate (per 100 patient-years) /.5 1857 6.23 567 4.74
Incidence rate ratio (95% Cl) NA 3.91 (2.26-6.81) 1.31 (0.55-2.85) 1.20 (044-282) ref

reducing GC exposure in AAV without

compromising control of vasculitis is a priority

Hellmich B, et al. Ann Rheum Dis 2024



MepiTTTwon acBevoug #1

MNMopcia véoou

O 6 piveg

utto tb Medrol 4mg/d, RTX, (bactrimel , CaD3)
v' U@ean apBpitidag

v YTmroxwpnon £€avOruaTog

v' Mikpr BeATiwon VEUPOAOYIKWY CUUTITWHATWY
v [Twon OEIKTWV PAEYHOVIC

0 12 pRveg

AVEU KOPTIKOOTEPOEIDWV
RTX1gr /6mo, (bactrimel)

Xwpig UTtToTPOTIA VOOOU
ANCA (-)



MepiTTTwon acBevoug #2

Q 30 eTwv

» TIUPETO ATTO KMNVOG

» apBpalyiec avw Kal KATw AKPwV
> Brixag he ammoxpepyn, duoTvola

loTopIkd

= AAN\EPYIKN PIVITIOO ATTO
TNV TTaIdIKA NAIKia

= Bpoyxiké acBua



MepiTTTwon acBevoug #2

KAIviki €§€taon

All= 110/60mmHg, 2¢puceic=92/min,
©=37.9 C, AvatrvoEg=18/min,
Sat02=96%

Ke@aAn: nNma evaictnoia o¢
TTapappivia

AvaTtrveuoTiKS: dIAXUTOI JOUCIKOI
POYXO! AW

MSK: euaioBnoia otnv ynAdaenon MNXK
KAl TWV KATA YOVU apBpwoewv Aupw



MepiTTTwon acBevoug #2

EpyaocTnpliakdg EAEyXOG ATTEIKOVIOTIKOG EAEYXOG

Hb: 13.6 g/dl Ht: 39.5%,

WBC: 18,300 (N 40%, L 14%)

Eos: 5673 (31%)

PLTs: 280.000

CRP: 20 (<5 mgidy, TKE 18 mm/h

BUN: 10 mg/dL, Cr:0.7 mg/dl

AST/ALT: 35/22 U/L

["evikr oupwv: WBC 0-1, RBC: 0-1 Hb (-)

Pro: (-) ﬁ
£

P anca /MPO (+)

Triplex KapdIdg : K@

Aldyvwon : Hwoivo@IAIK] KOKKIWHATWON ME TTOAUAYYEIITIOO
‘Evap¢n aywyng pe 1gr solumedrol
== th Medrol 32mg ue oTadiakod tapering



MepiTTTwon acBevoug #2

MNMopeia vooou

v Ymoxwpnon TTupeTou
v E€agpavion nwaoivopiAwv
v' BeAtiwon apBpaAylwiv Kol CUPTITWHATWY AVOTTVEUOTIKOU

0 4 pRveg apyodtepa

Y16 Methylprednisolone 12mg/d

Avapepel AgkaTikr) TTUPETIKA Kivnon
AuoTivola

AlaTTIoTWVOVTQI
Mouaoikoi poyxol auepw
ATTIa nWoivo@iAia (2200#)
PAeyuovwdec oUVOPOUO

YTrorpotr) vboou



KAIviky Tropeia EGPA

>90%  ApXIKN avTaTTOKPION > KopTI{ovo-£€apTWHEVN VOOOC

35-50%  YTTOTPOTIEC (uerd mv vgeon) » 85-100% mrapapévouv ag KOPTIKOEIDN
LMETA 4-6 Xp.
3-5% OvnoIpoTnTa (5€TiN)

VDI damage items Proportion of patients (%)

0 10 20 30 40 50 60 70 80
Chronic asthma I 67.5 ”, s
Peripheral neuropathy IS 406 nGpGYOVTEg 1TOU GX&TICOVTGI
Chronic sinusitis/ radiological damage I 31.3 4 z
Nasal blockade/ chronic discharge/ crusting I 7.2 IJ E “ OVI IJ gg B)\a Bag

Osteoporosis/ vertebral collapse H— 8 15.3

Cataract S 14.2 - Alangla Xpno-r]g GC
Chronic breathlessness ) 13.4 ] Y'ITOTpO'ITE'Zg

Hearing loss m—— 11.6
Cardiomyopathy m— 11.2
Diastolic BP>=95 or requiring antihypertensives = 9.0
Significant muscle atrophy or weakness = 7.1
Impaired lung function mmm 5.2
Malignancy mmmm 4.9
Diabetes mellitus == 4.5
Myocardial infarction == 3.0
Estimated/measured GFR <=50% m 2.2
Cerebrovascular accident m 1.9
Pulmonary fibrosis 1 0.7

Ribi et al. Arthritis Rheum 2008
Comarmond et al, Arthritis & Rheumatism 2013
Doubelt | et al, ACR Open Rheumatol 2021



Mepolizumab oe EGPA: MIRRA trial

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Mepolizumab or Placebo for Eosinophilic Vasculitis relapses 43%, 65%
Granulomatosis with Polyangiitis
M.E. Wechsler, P. Akuthota, D. Jayne, P. Khoury, A. Klion, C.A. Langford, aSthma’ relapses 37% 60%

P.A. Merkel, F. Moosig, U. Specks, M.C. Cid, R. Lugmani, ). Brown, S. Mallett,
R. Philipson, S.W. Yancey, J. Steinfeld, P.F. Weller, and G_J. Gleich,

for the EGPA Mepolizumab Study Team* Si nonasal relapses 35% 5 ] %

* “Ypeon (wks 36 & 48)
32% MEPO vs 3% PBO

A Remission KopTIKoEgIdn
100+ End of 20
intervention 7 - !
90- period © End of treatment period !
. = |
| 8
¥ 80+ Odds ratio with mepolizumab, ! 2 | Aiakomri CS
peg 5.91 (95% Cl, 2.68-13.03) ! = |
S 704 p<0.001 ! = S |
a i - ! 3%
= _ ' L= Placebo !
£ 60 i c 1
o i = 1
& ' oo
-_5 50 I g p* :
= 1
= Mepolizumab ! 3 = ! 18%
a 40 | Pl -g :
& ! =4
o [ =
g " : . !
g 20- | = !
1 1
: 0 I
10- ' L] ] ) ) 1 ) ) ) L} L} ) L] 1 ) ) 1
U [N S T S CI )
o LN ,:\f'?p;«*’" P oS

- T T T T 1 T T L] f T 1

Base- 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

line Study week
Week

M.E.Wechsler et al, N Engl J Med 2017



@¢on Tou Mepolizumab otn Bepatreia Tng EGPA

2021 ACR/VF GUIDELINE FOR AAV

C Active severe EGPA ) CActive non-severe EGPA)

\ 4

Remission
on CYC

Non-severe disease
relapse on MTX or
AZA or MMF

oron GC alone

Non-severe disease
relapse on
MEP or RTX

Severe disease relapse
after remission
with CYC or RTX

Mepolizumab (300mg sc q4wks)
Etraywyn u@eong o€ un coapr vooo
YT1rotpommdadouca VOO oG (NWOIVOPIAIKEG EKONAWUCEIG)

Chung et al., Arthritis & Rheumatology August 2021



[Mopeia vooou

= YTrotpommdalouca EGPA
» AoBuATIKEG EKONAWOEIC

> MpooBnkn mepolizumab 300mg q 4wks

BeATiwon KAIVIKWV CUNTITWHATWY KAl EPYACTNPIAKWY TIHWYV (1 €0s)
21adIaKO tapering KOpPTIKOOTEPOEIdOWV

TeAeuTaia eTTAVEKTIMNON : O1AKOTTH) OTEPOEIdOWYV ATTO 4R Vou
XWPIig VEA UTTOTPOTTH



Aedopéva KaOBNUEPIVIG KAIVIKAG TTPAKTIKAG

Avadpopikn HEAETN aoBevwy pe avBekTiIKR/uTTOoTpOTTIG{OoUC O EGPA

= | BVASV3

Tuvaikeg (n,%) 9 (100%)
HAwia (mean, SD) 47.6(15.3)

DMidpKero vogou (mean, SD) 8.1(7.5) . Alngr]OT] 1/9

1 5 = ’
2T100ep0d 1/9
Ap1Bpog untotponwy pw TV Evaipén mepolizumab (mean, SD) 2.2(1.2) L

IoTopIKO avBeKTIKOU AoBOTOG 100% 10 M siwo-r] 7/ 9 (7 7 - 7 % )

I6TOPIKO PLIKWY MOAUTOSWY 78% -
NpocBohnq susTthpdrwy (%) 54 -
- AVWTEPO QVOMVEUOTIKO 100% ™
- KoTWTEpo QVaMVEUTTIKG 89% -
- Kapbud 56% 0-
TO T12

20+

TevikeupEvn vooog (n, %) 8(89%)

- ApBpwoelg 45%

- Aépua 22%

- Nepidepikd Veupikd ouoTuA 22% .

- TaOTPEVEDIKS 2% Methylprednisolone (mg/day)

20

137 Auénon d6ong 0/9
104 2T00epny d6on 1/9
Meiwon doong 8/9 (88.8%)

o

T
Slide courtesy Kouroiavag Xp. o T2



MepiTTTwon aocBevoug #3

3 75 etV

ATOUIKO avauvNnOTIKO
A€KATIKA TTUPETIKN Kivnon atrd pnvog = AY
Kétmwaon, katafoAn duvapewy = A

= 2N (v6oog 2 ayyeiwv)

EpyaocTnplakog EAEyX0G

WBC= 14.000, HB=10gr/dl, Hct=32.3%, PLT=268000
Cr=3.1 mg/dl, U=80 mg/dI

TKE: 75 mmHr, CRP: 15mg/dI

d [evik oUpwvV
Hb (+++)

NeUkwpa: 30 mg/dL
RBC = 35-40 /WBC = 2-5 /koTr



KAIVIK €€€Taon

© 37,5°
O1dr\uarta ota KATw akpa
AvaTTvVEUOTIKO : ATTIol TPICOVTEC BAOEWV

ATTEIKOVIOTIKOG £AeyXOG

MikpOOKOTTIKI ) avaAuon oUpwvV

AUopop@a epubpa
Kol Epu@pokuTttapikoi KuAivopol



MepiTTTwon acBevoucg #3

= P ANCA/MPO (+)

= Bioyia veppou AVOOOTTEVIK] CTTEIPAMATOVEPPITION
CSYMIIEPAXIMA.

1. Eotwexi VERPOTIKY  oxipepetoveppitibu  pe rmpoooln a) nmugudw pvoCidev

sypanicpoy o8 nococtd ~18% Lai Tov oUVEA0Y TV CTEPEUCTLY TOV POTOVIKOY HIKpOGKOTOL. )]

SOMPIG OTEPAUATOTKATIPVVETG 08 TOCOGTO ~18% ka %) mupnpituw'm datqpetv ™

guewlopkl dopr TG, oL TOG0GTO 63,6% eni oV CUVOROV TOV CTBPAPATOY TOV PETOVIKOY

. Emutitoy, mepurnpobyTal BOLIS VEKPOTIKAC & it o eZmoREPaAPATING

ayyeia (o€ pia pecorofivo appie KoL o8 EVi EPTPOAL0). N

| huﬂ‘”n:u t:lum uf [iom 1oV BpVITIKG avocoPPOPIGHS Kt TOV  uvosoloyd EAayyo TS fl?ﬁ’ﬁvvg
(Bemca. p-ANCA) elvan cupfutd pe uyoso GREIPUPUTOVEDDT ANCA

6T i focal class) odpowvd pe ty Berden / FUVAS 2010 wroazdolopoavatomxy

TuEiv e ANCA OfemiCouevis OrEpGpoToveppitdug (Berden AE ot af J Am Soc Nepheol 21
T rm. 2010).

oA e LR ecdsnesmnde cunenfidecis aPalsont)

MPO AAV pe TrpooBoAN TTveUHOvVa, VEQPOU
2.€ £0a@pog auvvoonpoTATWV (ZA, AY,ZN)



MepiTTTwon acBevoucg #3

- ™)
Induction of Remission
. 1 ; ina!
not organ-/life-threatening { Active GPA/MPA } organ-/life-threatening ___RPGN _ =
Start RTX + [ CombinewithGC2 )\(+ [  Start

(or MTX or MMF) (or avacopan®) RTX*or CYC )

L -

: e

Taper GCs to i

5 mg/day Plasma exchange | ___|

after 4-5 months? RO O COMNORA
Consult
Yes

\ | -4

Qoeic yeBuATTpedVI(OAOVNG 1gr X 3

+

CYC 1gr
(bactrimel, CaD3)

Hellmich B, et al. Ann Rheum Dis 2024






O pOAOG TOU CUUTTANPWHMATOG OTNV TTaBoyévela Kal BgpaTtreia Twv AAV

Aveupeon KAAOUATWY TOU CUPTTANPWPATOG
OTO VEPPIKO 10TO acOevWwV Je AAV
Bb C3b C5b-9

A ® gl > Pl
ANCA VS | T
e O N
GN L L Vi
D L ¥
Normal
« " ' 1
ANCA &7 o 3
GN 4 o
o by _\ ‘% LY
Normal . : 357} ge A\
[ | S R s N =\ o
ity & as Nrs R

CCX168 (Avacopan)
MikpO popIO , avTaywvioTng Tou C5aR

ATTO TOU OTONATOG XOPNYNOoN

Classical Lectin | | Alternative
Pathway Pathway Pathway

N1/

C5 (full length)
e Amplification
’ . Loop o
- (ca)
 C6-C9 Cab e
i J
MAC ) | e
_(©9) ) l C3aR }
IC3b Leukocyte
" v ¢ \ \ migration and
Leukocyte trafficking, 1 C5|_2 Cell lysis N\ signalling
migration and activation (i.e., Neissena control) f )
C3b
alization / v\
and destruction 4 N \
[GR1CR1a CR3CRA |
CR2 CR1CR1g CR3CR4 |
Adaptive Phagocytosis
signalling and clearance
r
P6Aog C5a

-Xnuelotagia oudeTEPOPIAWY
-Evepyotroinon evdobnAlokwy KUTTApwWV
-1 ayYEIaKAG dIAaTTEPATOTNTAG

AvaoTEANEL eKAEKTIKG TNV eTTidpaon Tou Cha péow Tou uttodoxéa C5aR
AvaoTEANAEI TN XNUEIOTAEIO KA TRV EVEPYOTTOINGTN TWV OUDETEPOPIAWV
KaAG TTpo@iA ac@QAAEIOG UE aTTOUCia COBAPWYV ACINWEEWV

Gou et al, Kidney Int. 2013 Jan, Bekker et al, Plos One 2016



Avacopan og GPA/MPA

ADVOCATE trial
The NEW ENGLAND

]OURNAL of MEDICINE CYC 1} RTX
rrrrrrrr SHED IN 1812 FEBRUARY 18, 2021 +
Avacopan for the Treatment of ANCA-Associated Vasculitis .
Prednisone Vs. Avacopan
David R.W. Jayne, M.D., Peter A. Merkel, M.D., M.P.H., Thomas J. Schall, Ph.D., and Pirow Bekker, M.D, Ph.D., (60 mg — 0 mg g& 5 prjveg) (30 mg pos 1x2)

for the ADVOCATE Study Group*

“Yopeon 26wWks 52wks . ) )

. . * 2UYKpioiya TToocooTa AE
Avacopan 12.3% 65.7% s Mikpotepn abpoloTikr) ddan CG
Prednisone 70% 54.9% (1676 mg vs. 3847mgQ)

; ; s 2nUavTikA BeATiwon eGFR
Mn KatwTEPo AVWTEPO

D. R.W. Jayne, N Engl J Med 2021



Avacopan og GPA/MPA

n=92 pts
avacopan for 1 year duration of therapy + standard remission induction
therapy followed by maintenance therapy

Table 2. Induction of remission therapy and glucocorticoid use Clinical remission
e e I — week 26 : 61/68 (90%)
mbination therapy + low-dose ! )
oy T GE%) week 52 : 32/38 (84%)
CYC (standard dosing) 2 (2%)
Other 2 (2%)
Plasma exchange 13 (14%) Table 4. Predictors of clinical remission at 26 weeks
Methylprednisolone Predictors OR (95% CI)
Received i.v. pulse 59 (64%) Iﬂe_{wﬂ) 1.04 (0.99-1.11)
Cumulative dose, mg 1340 (1319) Early avacopan inifiation 179 (037-98)
Pradnisone, mg PLEX _ 0.20 (0.04-1.17)
Pulse methylprednisolone (per 100 mg) 1.01 (0.95-1.07)
Dose af wk 26 1.8 (3.7 RIX therapy (no CYC) 064 (0.11-311)
Dose at wk 52 0.6 (2.5) Combination therapy (RTX + low-dose CYC) 2.42 (0.48-17.8)
Cumulative dose aof wk 12 1797 (1104) CYC therapy (no RTX) NA
Cumulative dose at wk 52 2212 (1550)
Off prednisone (os of last follow-up) 64 (72%)
~TIme 10 Sian avacopan (rom SIan of Induchon), Wk 36 2.1-1.7)
Time fo stop prednisone (from start of avacopan), wk 56 (3.39.5)

Zonozi R. et al, Kidney International Reports (2024)



AV aco p an o€ G PA / M P A Personalizing treatment based on patients characteristics

= Patients with severe kidney disease
Consider addition of plasma exchange (if serum creati-
nine =300 pmol/L)
Consider addition of avacopan for lower GFR

» Elderly/frail patients (vulnerable to myelotoxicity and
infections)
Consider rituximab over cyclophosphamide
Consider sterold-sparing stralegy with avacopan

Za 1TO|OU§ (o (o) e&vaig * Pre-menopausal women and men concerning their fer
tility
Consider rituximab over cyclophosphamide
= Patients with relapsing disease
Consider rituximab (MPA/GPA)
Consider mepolizumab (EGPA)

Personalized treatment based on choice of treatment

* Combination cyclophosphamide and rituximab
Severe kidney disease
Slow disease response
Refractory disease
High risk of glucocorticold toxicity (sterold-sparing strat
egy)
High risk of cyclophosphamide toxicity (cyclophos-
phamide-sparing strategy)

» Addition of avacopan
Glucocorticoids contraindicated/high risk of toxicity
Lower GFR
Refractory disease
After starting avacopan, consider rapid glucocorticoid
taper and withdrawal by end of Week 4
Duration 12 months

Chalkia A. Nephrol Dial Transplant, 2023



NMopeia vooou

» [lpoocBnikn Avacopan 30mg x2
» Tapering Medrol kai diakoTrr) o€ 4 €BOONAdEC

ETravekTiynon YETA ATTO 3 UNVEG
Y16 CYC + bactrimel+ avacopan
BeATiwon CUPTITWUATWY

Cr: 2mg/dl



2UUTTEPAOCHOTO

* H mpoodo¢ aTnv Kartavonon Tng Tmaboyeveiag Twv AAV £xel odnyrocel
O ONUAVTIKEC BEPATTEUTIKEC £CENICEIC TUUPBAANOVTAC OTOV KOAUTEPO
EAEYXO TNG VOOOU HPE OTOXO TTAVTA TN dlATAPNON TNG UPEONC.

*  ATTWTEPOC OTOXOC Eival N XpHon MIKPOTEPWY OOOEWV KOPTIKOOTEPOEIOWV
KAl YIa TO OUVTONOTEPO duvaTo JIACTNUA, WOTE VA TTEPIOPIOTEI N AUCNMEVN
ETTITITWON AOINWEEWYV KAl YEVIKOTEPNG VOONPOTNTAC TTOU TTAPATNPEITAI

TO 1° £T0C 110 TN dIAYVWON KAl €ival Aatro TIC PACIKES AITiEC BavaTou.

= H avaoToAn Twv B AeupokuTTdpwy, Tou TTapayovta

C5a Tou cuuTTANPpWHATOC Kal TNC ILS cuuBAAAEl TNV ETTITEUEN KOl OTN
dlatApNon TNG Uupeong aAAd Kal oTn duvaToTNTA MEIWONG TWV
KOPTIKOOTEPOEIOWV.



