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MepiTrTwon acBevoug #1

Nuvaika 30 eTtwv
* [ovtpepevn pHe Eva matdi
* |oTopLKO piag amoBoAng oto o Tpipnvo

“ e Kanviopa (+) ~ 5 pack.years

*  Kowwviki AnPn aAkooA
MHX:
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Bapnkoia AE w16¢ —

XOAOOTEATWHO MoaoTtoewbitda (vrtotpomnialovoa)
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Meiwon akouoTikn¢
oéurnrag oro AP ou¢

v Trial Methylpred
V' ApxIKA BeATiwon

Eupévovra CUuTTTwuAaTa JE
Bapnkoia auew

v' CT MBog1dwv: katdAnyn Tou AE Tuptrdvou
Kal TNG AP KaTWTEPNG TUUTTAVIKAG

KOIAOTNTAG OTTO YAEYHOVWOESG UAIKO
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Meiwon akouoTikng

odurntag aro AP oug OcparTEUTIKEC SOKIUES

[MOAAQTTAG avTIBIOTIKA OXAMATA KAl

v Trial Methylpred
KOPTIKOEION

v' BeAtiwon

Eupévovra CUuTTTwuara JE
Bapnkoia auew
v' CT NiBog1dwv: katdAnywn Tou AE Tuptrdvou

Kal TNG AP KaTWTEPNG TUPTTIAVIKAG
KOIANOTNTAG OTTO YAEYHOVWOES UAIKO
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EMMEVOVTO CUUTTTWHATO
v MRI omrAaxvikou
Kpaviou: PAeypovwon
oToIxEia apopw [AE>AP
TUMTTAVO KAl

MAOTOEIOEIC KUWEAEC]
TTaXUBAEVVOYOVIOIKEG
aAANOIWOEIG

Meiwon akouoTikng
ournracg oro AP ou¢

v Trial Methylpred
v' BeAtiwon

Eupévovra CUuTTTwuara JE
Bapnkoia auew

v' CT NiBog1dwv: katdAnywn Tou AE Tuptrdvou
Kal TNG AP KaTWTEPNG TUPTTIAVIKAG

KOIANOTNTAG OTTO YAEYHOVWOES UAIKO

lMpoypauuariouog
XEIpOUpPYEiou yia
paorosgidekroun AE

v' lMpootmdbeia dlacwARvwong
XWwpIic euddwaon — avaBoAn
XEIPOUpPYEioU

v YTIOeTIYAWTTIOIKA OTEVWON
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KedaAn: EvawcOnoia otnv meploxny twv
paotosldwv anopuvoswv

Mvevpoveg : AW opdTIHO ot Kapdia : $1,52, pubuikoi, xwpic puonuata
TIVEUHOVLKA Ttedia, aAdd mapouoia

ELOTIVEVOTLKOU OUPLYHOU

[\ KolAia : MEA, Hrtap — ZmAnv (-)

M2ZK : xwpic ewkova apBpitidag

/4
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Mepintwon acBevouc #1

T'evi.K Ailpatog
WBC ( Neut / Lymph / Eos )

Hb / Hct
MCV

PLT

Bioxnpuikég EfetdoeLq
Oupia/ KpeatiLvivy

SGOT / SGPT

LDH

PT/INR/APTT

OALR& Asgurdpata / AABoupivy

7920 (65/24/1)
13 / 40.7
81.2

384.000

22 / 0.6

17 / 11

210

11.5 /1.0 / 28.3

5.9 / 3.4

BLoxnuikég-

Avoooloylkég EfetdoeLq
CRP / ESR 6.2 / 22
c3/c4 109/19

RF (-)

ANA / ENA (-)

IgG / IgM / IgA 1680/209/249
SPEP / IF (-)

Cryos (-)

TeviK oOUpWV
Wbe : 0-1

RBC : 0-1 Aevropa (-)
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CT thorax:
YrielwkoTikn N mepkapdlakn cuAioyn (-)

OO0TLKOG EAeyXOC K.
Xwpic LN Sloykwoelg

2TnV €ow Ttapudr tou AP katw AoPou opaAwv opilwv 670¢ e UTIOTIUKVN
QTIELKOVLON TIEPLPEPLKA KL UTLEPTIUKVOL OTOLXELOL OTO ECWTEPLKO TOU

9.6x10.5mm
27?7 QUAPTWHA
% (& / ANCA avticwuata \

c-ANCA (-) / PR3 negative
p-ANCA (+) / MPO (+) 52 (<20)
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ANCA oXeTICOMEVEG AYVYEIITIOEG: AYYEINTIOEC MIKPWV
AVVEIiWV

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hypocomplementemic Urticarial Vasculitis
(Anti-C1q Vasculitis)

Medium Vessel Vasculitis l

Polyarteritis Nodosa ’ Anti-GBM Disease
KawasakiDisease

|

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis
’ Granulomatosis with Polyangiitis
(Wegener’s)
Eosinophilic Granulomatosis with Polyangiiti.
(Churg-Strauss)

|

Large Vessel Vasculitis
Takayasu Arteritis
Giant Cell Arteritis

Jenette et al Arthritis Rheum 2013



ANCA ayyEelTIOEG: CUCTNMATIKA VOONMOATO

Eyesl?

(GPA: 7-8%)
Severe inflammation of the sclera

Lungs?t?

(GPA & MPA: 60-80%)
Alveolar haemorrhage

Nerves!?
(GPA: 25%; MPA: 35%)
Painful neuropathy

AAV, ANCA-associated vasculitis; ANCA, anti-neutrophil cytoplasmic antibody;
GPA, granulomatosis with polyangiitis; MPA, microscopic polyangiitis.

3.

Earsl?
(GPA: 50-95%; MPA: 2—30%)
Deafness

Nosel2

(GPA: 50-95%; MPA: 2-30%)
Nasal/sinus ulceration and
destruction

Kidneys!?

(GPA: 60-80%; MPA: 80%)
Renal impairment/failure

1. Wallace ZS, Miloslavsky EM. BMJ 2020;368:m421.

4.

2.
NHS. Glomerulonephritis. Avalailable: https://www.nhs.uk/conditions/glomerulonephritis/. Accessed: November 2021.

Pagnoux C. Eur J Rheumatol 2016;3(3):122-33.

Park M. Tuberc Respir Dis (Seoul) 2013;74(4):151-162.
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ANCA ayyelTIOEG: CUOTNMATIKA VOO MATO
[MpooBoOAR ATTEIANTIKA VIO TO 6pYyavo 1 Tn (WA

Cardiac disease

Orbital
pseudotumor

Active
glomeruloneph
ritis

Peripheral or
cranial
neuropathy

Organ- or life-
threatening
disease

Cerebral
vasculitis

Pulmonary
haemorrhage

Gastrointestinal
bleeding




ANCA ayyeliTIOEG: KPITAPIA KATATAENG

Arthritis & Rheumatism

Official Journal of the American College of Rheumatology

THE AMERICAN COLLEGE OF RHEUMATOLOGY
1990 CRITERIA FOR THE CLASSIFICATION
OF VASCULITIS

THE AMERICAN COLLEGE OF RHEUMATOLOGY
1990 CRITERIA FOR THE CLASSIFICATION QF
WEGENER’S GRANULOMATOSIS

RANDI Y. LEAVITT, ANTHONY S. FAUCI, DANIEL A. BLOCH, BEAT A. MICHEL,
GENE G. HUNDER, WILLIAM P. AREND, LEONARD H. CALABRESE, JAMES F. FRIES, J. T. LIE,
ROBERT W. LIGHTFOOT, Jr., ALFONSE T. MASI, DENNIS J. McSHANE, JOHN A. MILLS,
MARY BETTY STEVENS, STANLEY L. WALLACE, and NATHAN J. ZVAIFLER

Table 3. 1990 criteria for the classification of Wegener's granulo-
matosis (traditional format)*

Cntenon Definition

I. Nasal or oral inflammation = Development of painful or
painless oral ulcers or
purulent or bloody nasal
discharge

2. Abnormal chest radiograph  Chest radiograph showing the
presence of nodules, fixed
infiltrates, or cavities

3. Urinary sediment Microhematuria (>5 red blood
cells per high power field) or
red cell casts in urine

sediment
4. Granulomatous inflammation Histologic changes showing
on biopsy granulomatous inflammation

within the wall of an artery or
in the perivascular or
extravascular area (artery or
arteniole)

* For purposes of classification, a patient shall be said to have
Wegener's granulomatosis if at least 2 of these 4 criteria are present.
The presence of any 2 or more criteria yields a sensitivity of 88.2%
and a specificity of 92.0%.

Leavitt et al, Arthritis Rheum . 1990 Aug;33(8):1101-



ANCA ayyeliTideg: KpITApla Katatagng 2022
ACR/EULAR

Arthritis & Rheumatology AMERICAN COLLEGE
Vaol. 74, No, 3, March 2022, pp 393-399 f-’fRHEUMATOLOGY
DO 10.1002/art.41986 - ;

© 2022 American College of Rheumatology Empasering Rhennatology Professivnals

2022 American College of Rheumatology/European Alliance
of Associations for Rheumatology Classification Criteria for
Granulomatosis With Polyangiitis

Joanna C. Robson,’ (= Peter C. Grayson,” "/ Cristina Ponte,” Ravi Suppiah,? Anthea Craven,” Andrew Judge,® 3;.?';{ ':ng:;f: ;:}';fopgoﬁym
Sara Khalid,” Andrew Hutchings,” Richard A. Watts,® "' Peter A. Merkel,” "/ and Raashid A. Lugmani® DOI 10.1002/art.41983

® 2022 American College of Rheumatology

—

2022 American College of Rheumatology/European Alliance
of Associations for Rheumatology Classification Criteria for
Microscopic Polyangiitis

Ravi Suppiah,’ Joanna C. Robson,” >’ Peter C. Grayson,? ' Cristina Ponte,* Anthea Craven,” Sara Khalid,”
Andrew Judge,® Andrew Hutchings,” Peter A. Merkel,® >/ Raashid A. Lugmani,” and Richard A. Watts®

v’ 5-stage approach
v’ data from the multinational prospective DCVAS study
v informed by expert review and consensus at each stage



ANCA ayyeliTIOeC: KpiTRpla KaTaTagng 2022
ACR/EULAR

Step 1

Generation of
candidate
classification
items

Step 2
DCVAS
prospective

observational
study

Step 3

refinement of
candidate
items
specifically for
AVA\Y)

Step 4

expert review
to derive a
gold standard
defined set of
cases of AAV

Step 5

derivation and
validation of
the final
classification
criteria




GPA: kpitipla katatagng 2022 ACR/EULAR

2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR GRANULOMATOSIS WITH POLYANGIITIS

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

* These classification criteria should be applied to classify a patient as having granulomatosis
with polyangiitis when a diagnosis of small- or medium-vessel vasculitis has been made

» Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

CLINICAL CRITERIA

MNasal involverment: bloody discharge, ulcers, crusting, congestion,

blockage, or septal defect / perforation +3
Cartilaginous involvement (inflammation of ear or nose cartilage, hoarse voice CUt-Off Of )
or stridor, endobronchial inveolvement, or saddle nose deformity) +2
Conductive or sensorineural hearing loss +1
EvawoOnoia 92.5% [86.9-96.2%]
LABORATORY, IMAGING, AND BIOPSY CRITERIA El5lK6tI‘|ta 938% [889_970%]
or antproteinase 3 PR antbodien +5 Area under the curve (AUC) 0.98
Pulmonary nodules, mass, or cavitation on chest imaging +2
Granuloma, extravascular granulomatous inflammation, or giant cells on biopsy +2

Inflammation, consolidation, or effusion of the nasal/paranasal sinuses,

or mastoiditis on imaging +1
Pauci-immune glomerulonephritis on biopsy +1
Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA)

or antimyeloperoxidase {anti-MPO) antibodies -1
Blood eosinophil count = 1 x10%/liter -4

Sum the scores for 10 items, if present. A score of 2 5 is needed for classification of GRANULOMATOSIS WITH POLYANGIITIS.




MPA: kpiTApla katatagng 2022 ACR/EULAR

2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR MICROSCOPIC POLYANGIITIS

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

» These classification criteria should be applied to classify a patient as having microscopic polyangiitis
when a diagnosis of small- or medium-vessel vasculitis has been made

+ Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

CLINICAL CRITERIA
Masal involvement: bloody discharge, ulcers, crusting, congestion,
blockage or septal defect /perforation -3 Cut-off of 5
LABORATORY, IMAGING, AND BIOPSY CRITERIA Euouanoia 90.8% [84.9-95.0%]
Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA) El6lK6Tnta 94.2% [915—963%]
or antimyeloperoxidase {anti-MPQ)} antibodies ANCA positive +6
famimyeeperox . AP Area under the curve (AUC) 0.98
Fibrosis ar interstitial lung disease on chest imaging +3
Pauci-immune glomerulonephritis on biopsy +3
Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (cANCA)
or antiproteinase 3 (anti-PR3) antibodies -1
Blood eosinophil count = 1 x10%/liter -4

Sum the scores for 6 items, if present. A score of = 5 is needed for classification of MICROSCOPIC POLYANGIITIS.
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v Kpuipua katatagnc!!!
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Mepintwon aocBevouc #1

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

+ These classification criteria should be applied to classify a patient as having granulomatosis
with polyangiitis when a diagnosis of small- or medium-vessel vasculitis has been made

Bapnkoia apdpw

s Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

CLINICAL CRITERIA

Nasal involvement: bloody discharge, ulcers, crusting, conge
blockage, or septal defect / perforation

Saddle-nose deformity

Cartilaginous involvement (inflammation of ear or nosy
or stridor, endobronchial involvement, or saddle nose d

Conductive or sensorineural hearing loss

Total score 4 napappwinv KOAnwv /

LABORATORY, IMAGING, AND BIOPSY CRITERIA oa

Positive test for cytoplasmic antineutrophil cytoplas NOt fu Ifi"ing dEfinition for G PA! ! !

or antiproteinase 3 {anti-PR3) antibodies

Pulmonary nodules, mass, or cavitation on chest ima

Granuloma, extravascular granulomatous inflammati

)TTLOLKA OTEVWON

Inflammation, consolidation, or effusion of the nasal/paranasal sinuses,

or mastoiditis on imaging

Pauci-immune glomerulonephritis on biopsy

Paositive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA)
or antimyeloperoxidase (anti-MPO) antibodies

: Ostikd MPO avtiowpata
Blood eosinophil count = 1 x10%/liter




AAV:. kpitnpla katatagng 2022 ACR/EULAR

v Kpupra katataéng!!!

v’ ZKoma¢ Tou¢ eivan n Sradopormoinon e Stdyvwong o acOeveic He
QYYEWTIO O WOTE VO LITOPECOUV Va TuXaonotnBolv o€ peAETec o€ setting
£pEUVAC

v NpémnetL Aowuntdv va epappolovrat Hovo otav
- n Stayvwon tn¢ ayyeutidac Exet teel
- oL iOavol ppntég ayyetitidacg Exouv anokAslo0El

v’ A&V PEMEL VAL XPNGLLOTTOL0UVTAL Yia Th Stdyvwon twv AAV
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MepiTTTWON 0cBevoUCg #2
Avépoc 67 eTwv
* [ovtpeUEvoC, cuvtallouXog TPATTEUKOC
e Kamvwopa: mpwnv ~ 25 pack.years
. * Kowwviki AnPn aAkooA

2TEQavIaia vOoog

TB mayutrAcupiTida Attia tpooéAegvong

(TTANpPNg aywyn) Mupetoc

= Ertibeivwon vedplknic Asttoupylog
Amlodipine 10mgOD AvoTvola - urtoéuyovaltpia

ASA 100mg OD
Metoprolol 50mg BD
Rosuvastatin 10mg OD
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KedpaAn: xwpic maboAoyika euprijpota

Mvevpoveg : AW OUOTLHO, N HOUOLKOL
POYXOL OTO KATW TIVEULOVLKA TtediaL

M2K : evawcOnoia otnv YnAdadnon
TwV petakaprodpalayykwv apdw

AN=150/85mmHg, 2duelc=101/min,
©=37.4 °C, Avamnvogc=16/min

Sat0,=95%

y
,/',’ ‘\ \

\

Kapdia : $1,52, pubuikoi, xwpic puonuata

KolAia : MEA, Hrtap — ZmAnv (-)

Afpua : xwplic e€avonuata

MNZ : xwpic maboAoyika evprpata
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T'evi.K Ailpatog
WBC ( Neut / Lymph / Eos )

Hb / Hct
MCV

PLT

Bioxnpuikég EfetdoeLq
Oupia/ KpeatiLvivy

SGOT / SGPT

LDH

PT/INR/APTT

OALR& Asgurdpata / AABoupivy

9450 (75/18/1)

10.1 / 30.7
84
414.000

44 / 1.2 (eGFR: 61lml/min)
15 / 18

210

13.8 /1.05 / 34.1

7.4 / 4.1

BLoxnuikég-

Avoooloylkég EfetdoeLq
CRP / ESR 98 / 120
c3/c4 118/25

RF (+) 44.2

ANA / ENA (-)

IgG / IgM / IgA 1680/209/249
SPEP / IF (-)

Cryos (-)

TeviK oOUpWV
Wbec : 4-5

RBC : 15-20 NAevropa (++)
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NMepintwon acBevouc #2

4 N

CT thorax:
EKTETAUEVA TIVEUOVIKA StnBrpota apdw KAtw AoBwv, LECOTNTAC KoL
avw AoBou detla

o /
-
Y

ANCA avTiowpato

p-ANCA (-) / MPO negative

/
,U, c-ANCA (+) / PR3 (+) 63.2 (<20)
\
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Y , N, ”
Mvevpovika SindnRpata / kuPpeAdikn
olLpoppayio

AvSpac 67 £TGOV @ﬁ-@ MNpooBoAn vedpou (evepyo ilnna,

emdeivwon vedpkng Asttovpyiag)

: | ApOpitida

ZUGTNMATIKA GUMTTTWHOTA

GPA

Octikd PR3 avtliowpota ACR/EULAR 2022 criteria
score 7
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GPA/MPA guidelines: definitions

Table 1. Definitions of selected terms used in the recommendations and ungraded position statements for GPA, MPA, and EGPA*

Term Definition
Disease states
-y CCUvE disease New, persistent, or worsening clinical signs and/or symptams attributed to GPA, MPA, or EGPA
-—— and not related to prior damage
T— Severe disease Vasculitis with life- or crgan-threatening manifestations (e.g., alveclar hemorrhage,

glomerulenaphritis, central nervous system vasculitis, mononeuritis multiplex, cardiac
invalvermnent, mesenteric ischemia, limb/digit ischemia)

Nonsevere disease Vasculitis without life- or organ-threatening manifestations (e.g., rhinosinusitis, asthma, mild
systemic symptoms, uncomplicated cutanecus disease, mild inflammatory arthritis)
Remission Absence of clinical signs or symptoms attributed to GPA, MPA, or EGPA, on or off
imrmunosuppressive therapy
Refractory disease Persistent active disease despite an appropriate course of immunosuppressive therapy
Helapse Recurrence of active disease following a period of remission
o . .. . Q.\ONE.Y D’Sc
Table 1 EULAR consensus definitions for disease activity states in h ,417,,;‘—‘\ U
AAV § y e
Activity state EULAR consensus definition 'g ‘
\ - Py . . Iy - 5 - - .
Active disease Presence of typical signs, symptoms of other features (such s %’ g);lse:rse;c:;trt: n:)f ANCA-associated vasculitis represents signs or symptoms attributable to active disease in
glomerulonephritis or pulmonary nodules) of active AAV (o) yorg .
. . . . G, =
Remission Absenc.e of typ.lcal 5|gns, Ll orl other features of active loBAl Q\S‘ Remission is defined as the absence of manifestations of vasculitis and GN (BVAS=0). For GN, it is defined as a
AAV with or without immunosuppressive therapy stable or improved glomerular filtration rate. While hematuria and proteinuria are present at times of active
Sustained Absence of typical signs, symptoms, or other features of disease and can resolve completely, their persistence does not necessarily imply active disease.
remission active AAV over a defined time period with or without
|mmunosuppress|ve t_herapy = Relapse is defined as the occurrence of increased disease activity after a period of partial or complete remission.
Response 250‘?’0 redgctmn of disease activity score and absence of new A return or increase of hematuria with proteinuria may indicate a kidney relapse. Relapse can be divided into
manifestations major or minor, with major relapses defined as life- or organ-threatening. Examples of major relapse include
Relapse Recurrence of active AAV after a period of remission diffuse alveolar hemorrhage, subglottic stenosis, GN or vasculitis threatening vision.
Refractory Unchanged or increased signs, symptoms or other features
of active AAV after a period of standard induction therapy. Treatment-resistant disease is defined as the persistence of or appearance of kidney and/or systemic
Damage, infections, side effects of treatment or comorbidities manifestations of vasculitis, while receiving treatment equal in intensity to initial immunosuppressive therapy.

as potential causes of the persistent or worsened disease
manifestations need to be ruled out.

AAV, antineutrophil cytoplasmic antibody-associated vasculitis.



GPA/MPA guidelines: remission induction

W
T
—_—
( Active severe GPA/MPA )
Disease status decision point *

Assessed disease status

Treatment option
Conditonal recommencdation ‘

Ireatmant option
strong recommendation

1102

Remission induced

(Active non-severe GPA )

i

4

Remission induced

P
Induction of Remission
not organ-/life-threatening’ Active GPA/MPA organ-/life-threatening

Combine with GC?

Plasma exchange | ___)
may be considered®

after 4-5 months?

Diagnosis of AAV

Disease assessment

!

Induction of remission

!

Rituximab + (glucocorticoid taper or avacopan)
OR
Cyclophosphamide + (glucocorticoid taper or avacopan)
OR
(Rituximab + Cyclophosphamide) + (glucocorticoid taper)

Consider plasma exchange*

|




RTX vs CYC In induction remission

Cyclophosphamide

- Favorable side effect profile
Neutropenia
Fertility
Alopecia
Concern for malignancy
- Previously treated with CYC

-  More severe disease:
Pulmonary haemorhage
Severe kidney disease

- Previously treated with RTX




Other considerations In induction remission

PEXIVAS: Plasma Exchange and Glucocorticoids in Severe ANCA-Associated Vasculitis

Open label
16 countries

Y
ANCA - vasculitis
+

%
*Bx nON-
% mandatory

eGFR <50
or

i

Hemorrhage
n=704

wW@NephroGuy

: CYC or Rituximab

-H

PLEX x7
n=352

1-3

No PLEX
n =352

Median follow up: 3 years

%

Standard
steroids
n=351

&

Reduced
steroids
n=353

- Steroid regimen

v' N=704 patients
~29% creat > 500umol/L or dialysis
~27% DAH (severe DAH <10%)

v’ 2-by-2 factorial design attempting to answer 2
guestions:

v" Primary outcome: Composite of death or ESRD

Walsh et al NEJM 2020



To PLEX or not to PLEX: that is the question...

A Primary Outcome According to Plasma Exchange

1004
z
2
E. 754
% PLEX No PLEX HR (95%Cl)
504
% No plasma exchange 28.4% 31.0% 0.86 (0.65-1.13)
_E 25
§ Plasrna exchange
. PLEX did not result in a
T I 1 | I 1 |
0 1 2 3 4 : 6 lower incidence of death
Years or ESKD than no PLEX
Mo. at Risk
Mo plasma 352 244 183 136 E2 42 10
exchange
Plasma exchange 352 252 136 135 82 43 10

Walsh et al NEJM 2020



To PLEX or not to PLEX: that is the question...

Yes/No
Study Treatment Control Risk ratio Weight Risk ratio
(95% CI) €3) (95% CI)
Rifle 1980 1/5 1/7 1.86 1.33(0.10t017.28)
Pusey 1991  5/20 7/16 4 1227 0.66(0.24 to 1.78)
Cole 1992 2/14 0/16 < » 0.16 41.00(0.01 to 2.8e+05)
Jayne 2007 19/51  16/51 —0— 3703 1.14(0.64 t0 2.02)
Szpirt 2011  2/14 0/16 0.16 41.00(0.01 to 2.8e+05)
Walsh 2020 25/327 32/320 —0— 48.53  0.78(0.47 t0 1.29)
Overall —~—— 10000  0.90(0.64 to 1.27)
Test for heterogeneity: 12=0.00; g25 05 1 2 4
12=0.00%; H*=1.00
Yes/No
Study Treatment Control Risk ratio Weight Risk ratio
(95%CID ©2) (95% CI)
Rifle 1980 2/4 /1 —e 9.75 0.38(0.12t01.22)
Pusey 1991  1/24 5/18 " 3.3 0.18 (0.02 to 1.46)
Cole 1992 3/13 5/11 < ‘-‘ 8.51 0.60(0.17 to 2.10)
Guillevin 1997 3/16 1712 < 3.08 2.05(0.24t017.63)
Jayne 2007 10/60  22/45 —dp—— 2411 0.44(0.22 10 0.85)
Szpirt 2011 0/16 4/12 < » 019 0.01(0.00to 81.26)
Walsh 2020 48/304  59/293 -—‘— 51.04 0.81(0.57t01.16)
Overall —— 100.00 0.62(0.391t0 0.98)
Test for heterogeneity: 1°=0.04; 25 05 1 4

12=14.84%; H>=1.17

No effect of PLEX on mortality

Likely protective for ESRD

/ Consider PLEX \

1. at high risk for kidney failure
(large chance of benefit)
2. At low risk for infections
(low risk of harm)

Young patient with high
creatinine at baseline and
need for dialysis

Walsh et al BMJ 2022;376:e064604
Walsh M 215t International Vasculitis Meeting Barcelona 2024



Use less steroids: there is no question!

B Primary Outcome According to Glucocorticoid Regimen

Death or ESKD (% of patients)

Mo. at Risk
Reduced dose
Standard dose

100~

754

50-

25-

Reduced dose

’_J_r.._l""'

Standard dose

353
351

256
240

135
184

Years

133
138

80
84

43
39

Standard Reduced
dose dose

AL 25.5% 27.9%
outcome
SullE 33.0% 27.2%
infections

ARD=2.3%
(-4.5-9.1Cl)

IRR=0.69
(0.52-0.93 Cl)

To oxXnna He tn HElwHEVN ddon GCs
€V ATAV KATWTEPO TG oLVOOUG
800NC KaL CUGXETLOTNKE ME

AlyOteEPEC AOLUWEELC

Walsh et al NEJM 2020



Use less steroids: there is no question!

Week Standard Reduced-dose
<50 <5(0)
kg 50-75kg  =75kg | kg 50-7T5kg  =T5kg
pulse pulse pulse
] 50 60 75
2 25 30 40
3-4 20 25 30
5-6 15 20 25
7-8 12.5 15 20
9-10 10 12.5 15
11-12 7.5 10 12.5
13-14 6 7.5 10
15-16 5 5 7.5
17-18 5 5 7.5
19-20 5 5 5
21-22 5 5 5
23-52 5 5 5
=52 Investigators® Local Practice | Investigators’ Local Practice

Walsh et al NEJM 2020



AAV pathophysiology and the role of
complement

®£® @

e

Complement system

Chemotaxis
activation and
coagulation

\)ﬁming
system activation ]
.’ ‘ e 1%
woparticles ‘ ?:tl::;?g:l |

Endothelial TF NETs
cell | =
( ! o 5§ ) ) 3§

Chen et al Nat Rev Nephrol 2017;13:359



Avacopan: C5aR inhibitor

To avacopan oTtoxeUel eEKAeKTIKG TOV C5aR — 8ev ernpeddel To oXxnUATIopn6 Tou MACL?

s - C1 complex
Antibody (1gG)
. fragments
' m e  C3 convertase [avacopan)
£
Alernative r :
! pathway - C3 hydrolysis

apeased wawadwony

C5a receptors
To avacopan JEIWVEI TIG
TTPOPAEYHUOVWOEIG
emdpdoeig TG Chal
:E' - To avacopan dgv TTapeupaivel
=1 o€ GAAEG chrc’>Kp|’o£|’g TOU
bursts . avoooTToINTIKOU GUCTANATOG!
AAV, ANCA-associated vasculitis; ANCA, anti-neutrophil cytoplasm antibodies; 1. Bekker P, et al. PLoS One 2016;11(10):e0164646.

C, complement protein; MAC, membrane attack complex; MoA, mechanism of action. 2. Thurman M, Holers VM. J Immunol 2006,‘176(3):1305—10.



ADVOCATE trial: avacopan vs PBO on top of
SOC

Aim1-3
To compare the ability of an Avacopan-based regimen to achieve and
sustain remission in AAV (GPA/MPA) vs a GC-based regimen

All arms of the study received one of three SoC I

regimens* Remission at 26 Weeks Sustained Remission at 52 Weeks
« IV RTX for 4 weeks OR : ) d
IV CYC (CYCLOPS) OR | 52-Wook Treatment Poriod | awea
oral CYC for 14 weeks ' - Follow up

Avacopan, 30 mg twice daily

Avacopan Group »
* From Week 15 onward, CYC was followed by (N=166) I-\‘Dummy Prednisone’ (a prednisone matching placebo)

_ oralAzAat2 mglkg/day
@ Inclusion criteria:? _

Avacopan-matching placebo twice daily
* Age 212 years Prednisone Group [ ]

) ) (N=164) Prednisone, 60 mg/day tapered to zero over 20 weeks
* Newly diagnosed or relapsing GPA/MPA CYC for 13 weeks followed by AZA, or RTX for 4 weeks
* PR3 or MPO-ANCA positive =

 An eGFR of 215 mL/min/1.73 m?

1. Merkel PA, et al. JMIR Res Protoc 2020;9(4):e16664.

2 Jayne D, et al. N Engl J Med 2021;384(7):599-609.

3. ClinicalTrials.gov. NCT02994927.

Available at: https://clinicaltrials.gov/ct2/show/NCT02994927. Accessed: January 2022.



https://clinicaltrials.gov/ct2/show/NCT02994927

Probability of Freedom from Relapse

A DVO C AT E t I | al T e S u I tS Equivalent disease remission (week 26)

Avacopan-based regimen demonstrated equivalent
remission at 26 weeks vs GC-based regimen

72 30/0 Avacopan-based

1 0— (n 155 reglmen

' Avacopan 26 weeks
0.9—‘ 70 - 1 0/0 GC-based regimen
0.8 (n=164)
0.7- Prednisone
0 6"“ P<0.0001 for non-inferiority
0.5 Superior sustained remission (week 52)
0.4+ Avacopan-based regimen demonstrated superior sustained
0.3+ remission at 52 weeks vs GC-based regimen
0.2- ,
. Hazard ratio for relapse, 0.46 (95% Cl, 0.25-0.84)

S 65 70/0 yr'-\ev;;c;r;an -based
0.0 T T T T T T T T | (n=168)

0 40 80 120 160 200 240 280 320 360 52 weeks o
Days tO Relapse 54nl 12)A) GC-based regimen

P=0.007 for superiority

Jayne D, et al. N Engl J Med 2021;384(7):599-609



Avacopan: when to consider

v Early

v'In patients with severe kidney involvement

v'In patients with high for CS related complications



GPA/MPA guidelines: remission maintenance

F=

N
N ________ 4
T—

Severe GPA >

YN

( Non-severe GPA >

< Z

/N

. (
scommendation

1

> .
Maintenance of Remission l

[

Continue or switch to RTX for 24-48 months
(or AZA or MTX)
continue GC taper / stop

<

Induction of remission
(see upper panel)

Sustained

Remission?

Ye

v
GC/avacopan®
stopped?

Yes

Assess individual relapse risk,
comorbidities and patient preferences

v

Continue or stop
maintenance treatment

Maintenance
Continue Switch to azathioprine
rituximab Taper glucocorticoids
Stop Taper
rituximab azathioprine

|

|

!



RTX Is invaluable in remission maintenance

Rituximab
500-mg infusion ¥ ! } |

Azathioprine
(mg/kg/day) W

100+

Rituzimab

[

I
-------

£ 80
i 70
60
.E 50 Azathioprine
3 W
5. 10
S 20

Probability of Remaining Free

—
=
1 1 1 1 i

L=

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months since Randomization

Guillevin et al NEIM 2014

Rolapse-Fres Sursyval Probabikly

0T

{3 &

ey

0 )

— Azathiapring — Riuimab

FM

RTX: 13% vs AZA:38%
no significant differences in safety (Sls,
hypogamma)

L

T
2

H H a R R
Time frem rardomiation (manths)

Smith et al OP0026 ARD 2020

e




Relapse free survival

08

06

04

0z

oo

GPA/MPA guidelines: relapse

_Lm-ﬂi.l_ maior relanses

Baseline factors

« Diagnosis of granulomatosis
with polyangiitis

« PR3-ANCA subgroup

» Higher serum creatinine

« More extensive disease

« Ear, nose, and throat disease

Time to 1st relapse (years)

N=101
GPA 69% PR3 52%
MPA 31% MPO 413
Factors after diagnosis

- History of relapse

- ANCA positive at the end of induction

» Rise in ANCA

l LULME:. AU, Variaoie: 1%

30 relapses, in 24 patients:
* 17 major and 13 minor
+ |R10.2/100 PY

+  most occurred the first 2 years
Relapse free survival rate at year-2

= 0.80(95% C| 0.69 to 0.88)

According to renal involvement

Treatment factors

- Lower cyclophosphamide exposure
« Immunosuppressive withdrawal
» Glucocorticoid withdrawal

Time to 1st relapse (years)

Gialouri et al 215t International Vasculitis Meeting Barcelona 2024



GPA/MPA guidelines: relapse

F=

( Severe GPA >

Yes

Relapse

¥
=

Severe flare Severe flare
on RTX not on ATX

( Non-severe GPA >

Relapse
No‘

> .
Maintenance of Remission l

(or AZA or MTX)
continue GC taper / stop p

Induction ol remission
(m upper panel)

L Continue or switch to RTX for 24-48 months

Sustained
Remission?
GC/avacopa
s!opped?
Yes
v

Assess individual relapse risk,
comorbidities and patient preferences

v
Continue or stop
maintenance treatment

o

Maintenance
Continue Switch to azathioprine
rituximab Taper glucocorticoids
Stop Taper
rituximab azathioprine

| |
}




2UMUTTEPOACHATIKA



2UUTTEPOAOCMATIKA: AAAACE KATI OTN...

Awayvwon twv ANCA ayyettitidwy

= NEa KpLTRpLo KOTAToENnG
Oa BonBrnoouv otnv KaAutepn opadomnoinon Twv acOevwy KoL TNV OLLOYEVOTIOLN O TWV

MANBUOUWV TIPOC UEAETN

= [lpaktikd OXIl otn dtayvwon

Oepanesutikn avilpetwriton twv ANCA ayyeutidwv
= AlyOTEPO KOPTLKOOTEPOELON
= ATTOMOAKPUVOUOOTE Ao Tnv mAacpadaipeon
= avtl-CD20 Beparmeia: moAUTIUN otV enitevén kat dtatrpnon tng Vpeong

=  AvaoTOA CUMMANPWHATOC (avacopan): onupavtiki BonBela oto peAAov (Kol oto

TaPOV?) TNC AVTLHETWTILONS SUOKOAWV ALCOEVWY
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