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ANAwon cuykpouoncC cUUDEPOVTIWY

» AEV UTTAPXEI TUYKPOUON CUUPEPOVTWYV YIA TN TUYKEKPIUEVN
oMIAIa



{AntiC1a Vascuis]

ArtrGBt Dsesre

(Wegener's)
Ecsimapiti Granulamotos's with Polyangits
{Churg Strovas)

Eloaywyn



ANCA oxetilopevec ayyetitioec (AAV)

* Mikpa ayyeia
(PAeypovN-vEKPWON
evdoOnAiou)

* [lveupovec- Ne@poli-
QPA- A¢ppa -Neupa

Systemic vasculitis First CHCC provided Second CHCC produced
classified into five nomenclature of revised nomenclature of
different types systemic vasculitis systemic vasculitis and
included ANCA as a
surrogate marker of
vasculitis

‘Periarteritis nodosa’ EMA four-step-algorithm
first described as a developed for
distinct disease entity classifying patients
with AAV and PAN
First set of ACR-EULAR
classification classification criteria
criteria endorsed (based on the DCVAS

by the ACR project) published

KAIVIKOI pQIVOTUTTOI:
 GPA
« MPA

« EGPA (atravia, €1dIkn
KaTnyopia?)

*Sinusitis
Necrotizing Granuloma «Subglottic stenosis

*Pulmonary nodules

*Orbital pseudotumor

*Glomerulonephritis
G PA *c-ANCA +

MPA EGPA

Hypereosinophilia
*Asthma
*Pulmonary infiltrates
*Mononeuritis multiplex
*Myocarditis
*p-ANCA +

*Pulmonary capillaritis
*Glomerulonephritis
*Gastrointestinal involvement
*Asthma and sinusitis are rare

[MaBoyeveia ?7?:

ANCAs
=>EvepyoTToinan
PMN,

NETosis & Cba =>
evdooBnAiakn BAGRN

Inflammatory
cytokines
Lipopolysaccharide
Complement C5a

q Primed Activated
Neutrophi Neutrophil Neutrophil T cell Monocyte

s, Jk ANCA
."."-_'. A NET
) - Q/9 - NET,
extracellular
ction trap)
elease of @
Tissue
antigei ytorl‘d:e acoF W fibrin inﬁammaticn@ge"

h @ ﬁ.’ 6.. Vasculitis oo

PATHOGENESIS OF ANCA VASCULITIS

Drouzas et al. Life 2025, 15, 756




ANCAS (Anti-Neutrophil Cytoplasmic Antibodies)

Avoao@BopIguog
o P-ANCA

o C-ANCA

Avoaoev{UuuIKeEC pEBodoI
(TTPOTIMWVTA)

* Anti-PR3

* Anti-MPO

Position paper

Revised 2017 international consensus on testing of
ANCAs in granulomatosis with polyangiitis and
microscopic polyangiitis

Xavier Bossuyt E, Jan-Willem Cohen Tervaert, Yoshihiro Arimura, Daniel Blockmans, Luis Felipe Flores-

Suarez, Loic Guillevin, Bernhard Hellmich, David Jayne, J. Charles Jennette, Cees G. M. Kallenberg, Sergey

Moiseev, Pavel Novikov, Antonella Radice, Judith Anne Savige, Renato Alberto Sinico, Ulrich Specks, Pieter

van Paassen, Ming-hui Zhao, Niels Rasmussen, Jan Damoiseaux & Elena Csernok

Nature Reviews Rheumatology 13, 683-692 (2017) ‘ Cite this article

Aev agopa Tnv EGPA!
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[Tepimtwon 1n: Nuvalko,72

MoAuapBpaAyiko-
TTOAUMUQOAYIKO

OUVOPOMO HE CUATNUATIKI)
PAeypovr (PMR)

TpiCovteg Baaewv- Chest
HRCT =ILD (UIP pattern)

9mo- Evepyo i(nua
oUpwvV/ Aseukwpuartoupia/
creat 2,5 / guaTnuUaTIK)

PAEypoVvn



[Teptmtwon 1:UIP + GN

« Dx epyaaiag: Ayyelimda JIKpwv
ayyeiwv/otreipaparove@pitnida/ aivotutrogc MPA
o Ne@pikn Bloyia
= AVOOOTTEVIK] OTTEIPAPATOVEPPITION
* 2NUAVTIKOU BaBuou okAnpuvon
OTTEIPANATWYV
o ANCA MPO+




Mepimtwon 1:
TeAkn
OLayvwon

[MAnpouvtai kpitripia MPA
* Anti-MPO+

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

Nasal involvement: bloody discharge, ulcers, crusting, congestion,
blockage or septal defect / perforation -3

LABORATORY, IMAGING, AND BIOPSY CRITERIA

Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA)

or antimyeloperoxidase (anti-MPQ) antibodies ANCA positive +6
Fibrosis or 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 2 5 is needed for classification of MICROSCOPIC POLYANGIITIS.




| 7
Induction of Remission

; L 8 1
not oryan-/llfe-thraalenmg_[ Active GPAMPA | organ-/life-threatening RPGN

) J """"""
[Meplmtwon 1: Oepamnela & : [°°::?L::I:¢‘:nsﬂ¢[ cnercre

/ Taper GCs to
5 mg/day Plasma exchange | __ |
E K a G r] after 4-5 months? may be considered®

» Rituximab (2 €1n) _Consult
Remission? B Expert Contre
+ Reduced GCs (PEXIVAS regimen) S sen

Yes
|

AL

Tpéxov status:
« [1ARpNn¢ upeon GN Adn ammdé 6mo

>
Maintenance of Remission l

[ Continue or switch to RTX for 24-48 months J [

Induction of remission
v (or AZA or MTX)
* ILD Gqugpn continue GC taper / stop avacopan® a1 il i J
* Msk ok ' I
s ., Sustained No
 CRP/TKE oT1aBepd @ualoloyika 6pia Remission? —* | Relapse
« MPO oT1aBepd apvnTIKA e
stopped?

Yes

« 2KEWN Yia OIOKOTT) maintenance ata 2 €Tn UPeong? '

Assess individual relapse risk,
comorbidities and patient preferences

v

Continue or stop
maintenance treatment




[Teptmtwon 2: Tuvaika, 75

'vwaTn ILD (UIP pattern) atro
2¢Tiag uttd GCs — ANCA neg!

MapappIvOKOATTITIOEG staph+/
Xpovia pivitida e crusting arro
3 pnvou katotmiv peiwong GCs

(ABX=fail mapoTL TeAKA
anooteipwoe)- CT
ntaxuBAevvoyovitida Lypopeiwv

MoAUPUGAYIKO CUVOPOUO HE
OUOTNUATIKE QAEYUOVA




[Meplmtwon 2:
UIP+ENT

« Dx gpyaagiag: Ayyelitida pIKpwv
ayyeiwv ?

« Amékpion og auEnon GC
« MPO++

| e——



I_l 3 p LITTWO r] 2 : [TAnpouvtai kpithpia MPA

TE)\[_Kr’] « MBavwg GPA av gixe yivel Bx pivikou BAevvoyovou?
! * MnmTwg "MPO+ ANCA ayyelitida"?

OLAYVWON s v

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

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

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

CONSIDERATIONS WHEN APPLYING THESE CRITERIA * These classification criteria should be applied to classify a patient as having granulomatosis

I — . . < . . . — with polyangiitis when a diagnosis of small- or medium-vessel vasculitis has been made
» These classification criteria should be applied to classify a patient as having microscopic polyangiitis SRpO - o r ' v ”

when a diagnosis of small- or medium-vessel vasculitis has been made * Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

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

Nasal involvement: bloody discharge, ulcers, crusting, congestion,

CLINICAL CRITERIA

blockage, or septal defect /perforation +3
Nasal involvement: bloody discharge, ulcers, crusting, congestion, Cartilaginous involvement (inflammation of ear or nose cartilage, hoarse voice
blockage or septal defect / perforation -3 or stridor, endobronchial involverment, or saddle nose deformity) +2
Conductive or sensorineural hearing loss +1

LABORATORY, IMAGING, AND BIOPSY CRITERIA LABORATORY, IMAGING, AND BIOPSY CRITERIA

Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA) Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (cCANCA)

or antimyeloperoxidase (anti-MPO) antibodies ANCA positive +6 or antiproteinase 3 (anti-PR3) antibodies +5
Fibrosis or interstitial lung disease on chest imaging +3 Pulmonary nodules, mass, or cavitation on chest imaging +2
Pauci-immune glomerulonephritis on biopsy +3 Granuloma, extravascular granulomatous inflammation, or giant cells on biopsy +2

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

Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (CANCA) P » :
2 5 ; g . or mastoiditis on imaging +1
or antiproteinase 3 (anti-PR3) antibodies -1 . i )

Pauci-immune glomerulonephritis on biopsy +1

. " ST =
Blood eosinophil count > 1 x10°/liter 4 Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA)

or antimyeloperoxidase (anti-MPO) antibodies -1

Sum the scores for 6 items, if present. A score of > 5 is needed for classification of MICROSCOPIC POLYANGIITIS.



[TeploTaTiko 2: Oepamela

& expPaon

Med GC+ MTX 25 MMF+Nintendanib

(A/E) (emubeivwon ILD)

Tpexov status

ENT & Msk 1TAfpng ugpean

ILD emdeivwon

A/® nTTiwg augnuevol TTavta

MPO+ mrepioTaoIaK ETTAVEUPAVION

RTX+ Nintendanib

Induction of Remission

H ing?! r—‘| ifo-i ingy!
not organ-/life-threatening Active GPA/MPA organ-/life-threatening RPGN

Cocecica® 0200000000

Start RTX + , [ Combine with GC? |+ Start
(or MTX or MMF) (or avacopan?) RTX4or CYC

Taper GCs to i
5 mg/day Plasma exchange | ___|
after 4-5 months? may be considered®

Consult
=5 ExpertCente

Yes

>
Maintenance of Remission l

(or AZA or MTX)

Induction of remission
continue GC taper / stop avacopan® (see upper panel)
Sustained
e

Yes

'

GC/avacopan®
stopped?

Yes

v

Assess individual relapse risk,
comorbidities and patient preferences

.

L Continue or switch to RTX for 24-48 months

Continue or stop

[ maintenance treatment ]
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Davoturot kot ANCA (umomeputtwoeLcg)

l \ l \ l EGPA \ l Unclassifiable \
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ANy mapadeLlypatoc otnv taélvopnon?

Second Edition, Enlarged

Double positive

PR3/MPO negative

Kronbichler et al, Rheumatology, Volume 62, Issue 3, March 2023, Pages 993-995
Windpessl et al, Curr Rheumatol Rep 2021;23:37.

Ekbote et al, ABO562 AnnRheumDis, Volume 76, Supplement 2, 2017, p1247

Mahr et al, AnnRheumDis. 72, 1003—10 (2013) o
Lionaki et al, Arthritis Rheum 64, 3452—62 (2012)




[ToAuguoTNUATIKA

TTPOTB0OA
Granulomatosis with Microscopic PR3-ANCA-associated MPO-ANCA-associated
polyangiitis* polyangiitis* vasculitist vasculitist
General 777% 85-8% 81% 91-7%
Body temperature =38°C 30-7% 35-4% 44-3% (=38-5°C)
Fatigue 56-4% 68-0% -
Weight lass =2 kg 347% 431% 467% (>3 kg)
Arthralgia 54-5% 317% 56-4%
Myalgia 221% 243% 26.2%
Cutaneous 34-7% 29-5% 33-9% 16-7%
Petechiae or purpura 16-8% 9.5% 17-9%
Mucous membranes or eyes 383% 12-9% 28.2% 10-4%
G PA/ M PA Scleritis or episcleritis 13-5% 0-6% 4-9% (scleritis) and 10-4%
(episcleritis)
4 [ Ear, nose, and throat 82:3% 25-8% 81.0% 2-1% ]
r] Respiratory 63-1% 62-8% 681% 50-0%
Haemoptysis or diffuse alveolar 21-1% 19-4% 17-8% 22.2%
PR3/MPO?
< Cardiovascular 10:-7% 15-1% 15.9% 6:3%
Abdominal 18-7% 22-2% 11-2% 3-5%
(Renal 58-6% 82:2% 57.7% 79-2% ]
Neurological 31-2% 36-6% 30-0% 38:9%
& Neuropathy 11.9% 25.8% 20-7% 20-8%
ENT Mononeuritis multiplex 4-9% 8-6%
| Sensory neuropathy 11-1% 21-2%
t Lung ANCA=antineutrophil cytoplasmic antibody. MPO=myeloperoxidase. PR3=proteinase 3. *Data are from 674 patients with granulomatosis with polyangiitis and 325 patients
Kid with microscopic polyangiitis as reported in the Diagnostic and Classification Criteria in Vasculitis (DCVAS) study,™ an international study involving 32 countries. tData are
ney e from 546 patients with PR3-ANCA-associated vasculitis reported from the French Vasculitis Study Group (FVSG).* $Data are from 144 patients with MPO-ANCA vasculitis
Granuloma v from a single centre in Germany.” Data also contain six patients with PR3-ANCA-associated vasculitis.
Vasculitis Table 2: Disease manifestations in granulomatosis with polyangiitis, microscopic polyangiitis, PR3-ANCA-associated vasculitis, and MPO-ANCA-
- associated vasculitis

gy bt Kronbichler A et al. Diagnosis and management of ANCA-associated vasculitis.

ATTO! ROU et al Lancet (London, England). 2024 Feb;403(10427):683-698



/
B LOW LA ANCA Status or Clinical Phenotype — What

MPA VS GPA r'] Counts More?

I
V E C ) D O U Windpess| M, Bettac E, Gauckler P etal. See more
M P O VS P R3 ’? Current Rheumatology Reports

DOI: 10.1007/511926-021-01002-0

Curr Rheumatol Rep (2021) 23: 37 Page50f12 37

Table 1 Characteristics of kidney involvement in ANCA-associated vasculitis

Characteristics of kidney involvement in AAV MPO-ANCA PR3-ANCA
Baseline eGFR (at diagnosis) Lower Higher
[Hislopathology Advanced damage; higher [F/TA scores; more Active inflammatory lesions; more J

frequently “sclerotic” class (according to frequently “focal” class
the Berden classification) (according to the Berden classification)

Renal limited vasculitis (proportion of patients) 80% 10%

Treatment response (kidney function recovery) Worse Better

Long-term prognosis Worse, chronic process Better

Relapse risk Lower Higher

Abbreviations: AAV, ANCA-associated vasculitis; MPO, myeloperoxidase; PR3, proteinase 3; eGFR, estimated glomerular filtration rate; /F/TA,
interstitial fibrosis/tubular atrophy

Windpessl M et al. Curr Rheumatol Rep. 2021 Apr 28;23(6):37



ANCA negative AAVs

0 ANCA-neg GPA : 10-20%

AaBeveic ANCA neg pe
empeaiwpevn AAV atro Bx

VEPPOU

Characteristics ANCA negative vs ANCA positive patients

o0 ANCA-neg MPA : 5-10%

0ANCA-neg EGPA: 60-70% Il .
(Fijolek, FrontMed,2023) Chen et 212007

 AITioAoyia

o AMa ANCA avtiowpaTta (IMaue o€
IFA?)

o False negative epyaatnpiou it
o [eplopigpevn voaog (1T.x. HOVO

QPA n Seronegative pauci-immune
GN)

o [Mpwiun vooog

Floyd L, et al. Kidney360. 2023 Jan
1,4(1):69-77

Number of
patients(% ANCA Extrarenal Renal
Study Location/design negative) Mean age manifestations manifestations Cutcomes
Hedger et al 2000 UK/ population 35 (27) comparable age lower prevalence comparahle comparable
based upper alrway histology and
need for HD
Eisenberger et al France/ three 20 [unknown) unknown lower prevalence MOre severe comparable
centers ENT chronic lesions
China/single 28 [33) YOunger age lower prevalent higher poorer renal
CEnter ENT, lung, proteinuria, gutcome
constitutional IMOTE SEVETE
symptoms glomerular
lesions
Hung et al 2006 Taiwan,/single 15 (38) YOUNger age lower prevalence higher marginally
Center systemic prevalence poorer renal
involvemnent chronic outcome
glomerular
lesions
Spain/two 114 (25.4) YOunger age comparable higher comparable
centers

proteinuria

Crnogorac et al. Nephrology Dialysis Transplantation, Volume 39,
Issue Supplement_1, May 2024, gfae069-0319-2291



O poloc twv ANCA otnv taéwvounon AAVs
200

i&uﬂmwmmum EGPA CANCA o
i PRI-ANCA(+)
:t:::fyble with """’"‘ G
« GPA kai MPA: PR3/cANCA 1 MPO/pANCA
=aKpipeia: loxupr cup@wvia PE TA KPITAPIA  ioen ' o
ACR/EULAR 2022 yia GPA kai MPA i o b SR s
*  ZNUAVTIKEG avaTaCIVOUNOEIG: NoAAG fr——

EMA-GPA (2007) trepiatatika _
ueTakivoUvTal o€ MPA UE Ta VEQ KPITAPIA  |suiienr

Aoyw pANCA /MPO s | .
| surrogate markers ANCAsrenal vascuinis
for GPA
Both ANCA+) .
v GPAYMPA
« EGPA: >upgwvia EMA (2007) kai Uncas b ANCA () .

ACR/EULAR(2022), pe pIkpO poAo Twv Zhang et al. Clin Rheumatol. 2025 May;44(5):1999-
ANCA otnv Tagivounan 2008



Atayvwon/Taévopnon: O poloc twv ANCA

Altayvwon AAVs = kKAvikn etkova + oy ia opyavou (ANCA)

e ANCA: EmiBeBaiwon -taévounon, oxt kaboplotka yo dtayvwon

GPA/MPA:

e C-ANCA f} PR3= unAn edkotnta yia dawvotunio GPA
e P-ANCA 1 MPO= upnAn eldkotnta yia patvotuno MPA
* ApvnTikad ANCA b¢v attokAciouv GPA/MPA
» Guchelaar et al. Autoimmunity Reviews 20 (2021) 102716

EGPA:

» ANCA positive EGPA= Qawotunog ayyettidacg/ vedpitida/ DAH/ vevponabeia/mopdupa
* ANCA negative EGPA =Qawotumnog unepnwotvoddikol cuvdpduou
» Fijofek, Justyna & Radzikowska, Elzbieta. (2023). 10. 10.3389/fmed.2023.1145257
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Guidelines

O1 00nyiec Baaiovral aTnVv KAIVIKA €IKOvaA, OxI oTa
ANCA (pos vs neg - PR3 vs MPO

+ AAV = ANCA-associsted vascuilts
 AntHL /5

« All people with or should be = EGPA should be considered in anyone with asthma, rhinosinusitis and
considered as having potentially life or organ-threatening disease: an eosinophil count = 1% 10%/L
Treatment should follow 2 paradigms: Remission induction and remission = Treatment should follow 2 paradigms: Remission induction and
maintenance remission maintenance
CYC or RTX are recommended for induction remission. RTX is preferred in * Anti-L-5/SR biologics are recommended (if auailaie) n non-ito anc
isease

Induction of Remission

Active GPAIMPA

Start RTX + Combine with GC? | + Start
(or MTX or MMF) (or avacopan’) RTX* or CYC

Taper GCs to
5

mg/day
after 4-5 months?

reak Consult
@"”" Expert Centre
Yes

Maintenance of Remission

Continue or switch to RTX for 24-48
(or AZA of MTX)

continue GC taper / stop avacopan®

onthe Induction of remission
(s

upper panel)

Yes

+

3
GClavacopan®
stopped?

Assess individual relapse risk,

comorbidities and patient preferences

Continue or stop
maintenance treatment

o [

The 2022 EULAR algorithm for treatment of granulomatosis
with polyangiitis (GPA) or microscopic polyanaiitis (MPA). Dashed

Striving to improve care for people living with

those with active relopsing disease

tapering
Avacopan should be considerad in active disease to reduce GC-related
morbidity

Adjunctive should in cases of Y
involvement but NOT pulmonary haemorrhage alone

nagement of SGS and ENT disease

Both subglottic stenosis and sino-nasal disease are challenging disease = Nurse

manifestations that requi
with expertise in vasculitis

expert management by an ENT + specialist

= The term ‘limited GPA' may underestimate disease burden; terms such as

GYC = cyciaphospramide
EGPA = sosinophilic granmatosis with polyangits
~

66 = gucocorticod

ENT-localised GPA' or 'sino-nasal GPA' are preferred

British Society for

2025 BSR Management recommendations for AAV Rhoumaroiaay

AAV

morbidity

« Life-threatening disease should be treated with CYC or RTX, if there.

s intolerance or contraindication to CYC

« Specialist vasculitis review within 7 days for peopie with new
ted

suspected AAV is associated with fewer serious infections, hospital
admissions and reduced mortality

o-led f vasculitis MDT
cohorted clinics are associated with improved heaith outcomes

(5) Patient educat

anc

Systemic therapy with CYC or RTX can provide early disease control, « All adults, children and young people with AAV (and their families and

delay need for recurrent dilatations in SGS, and imit morbidity in ENT
disease

carers) should receive ongoing, tailored information and education

Care is required to identify potential sino-nasal disease mimics, incluging = People with AAV should be empowered to collaborate in shared

recognition of cocaine-associated vasculitis conditions

(GPA = granulomatosis wth pelyangitis

MOT « moiticaciplinery tosm

A = MiCIoSCOiC poYangits
tusmat

subglottic stencsc

ontinterlouiin §/5 rocestor
i

decision making with their healthcare team to reach  joint decision
about their care.

Scan the @R code for the full guideline
or visit rheumatology.org.uk/guidelines




Oepamneia: Emloyn papuakou kot ANCA

 RAVE: RTX>CYC oge PR3+, MYCYC: MMF o MPO+,
Unizony ARD 2016 RTX>CYC/AZA og PR3+

Ouwc: _
« 221G TeEpIoooTepeG hallmark trials GPA/MPA
Kdl ,
- Z&¢ MIRRA, MANDARA yia EGPA 1 =

* AEN mpokutrtel | AEN peAeTOnKe KaAUTePN

aTTOKPION O€ GUYKEKPIPEVN TTApEPRaan (yia ul ' — — o
arraywyn/ﬁlampnora{urrmporrn ) O€ OXEON HeE ’

ANCA (PR3 vs MPO r ANCA+ vs ANCA- pRSRRERSSREE
MpakTIKa:
) ETI'I)\OYr'] HE Bdon (pGIV(')TU1TO & OOBGpC')Tr]TG TI'pOCBO)\r']g _Samman KN et al. Int J Rheumatol. 2021 Apr
« Ta ANCAs dev KareuBuvouyv eTTIAOYT aywyng 8;2021:5534851

o RTXog PR3?




[TapakoAovBnon titAou ANCA (follow-up

* MapapovA i eravep@avion ANCA(kai 1diwg PR3)
gival onuavTikOg TTapayovTag Kivduvou relapse

ul 23:36(8):1408-

T

van Dam LS et al.Nephrol Dial Transplant. 2021 J
141 A Relapses B Relapses B
100+ pos vs neg p=0.002 1004 pos vs neg p=0.5
reapp vs neg p=0.002 pos vs reapp p=0.3
80+ 804
%60- /ECA s'a":s » % 60 ANCA status
2 PR3"%9 (n=29) 2 — MPO"®(n=2)
g - Psg"“g,ms:)o 3 MPOP%(n=17)
< 4nl — PRI™™®(n=10) 3 40l — MPO™*P(n=3)
B 40 3 40 :
20 204
7 T e 04
0 20 40 60 80 100 120 0 20 40 60 80 100 12
Time (weeks) Time (weeks)

FIGURE 2: PR3-ANCA status associated with relapses after RTX. (A) Kaplan-Meier plots of relapses after Rl therapy with RTX in PR3-

« O¢eTikotroinan/avénon ANCA 2x-4x eivai

ONUAVTIKOG TTPOYVWOTIKOG OEIKTNG
UTTOTPOTTWYV & EKONAWOEWYV OTOUG
ETTOPEVOUG 6-12 prjveg

Do relapses follow ANCA rises? A systematic review and
meta-analysis on the value of serial ANCA level evaluation

ANCA and/or B-cell status Sensitivity | Specificity PPV NPV
PR3-ANCA positivity? 96 (79-100) |44 (31-57) |39 (34-45) (97 (80-99)
Persistent PR3-ANCA positivity 75(53-90) |52 (39-64) |37 (29-45)|85(73-92)
Reappearance of PR3-ANCA positivity |21 (7-42) 92 (83-97) |50(24-76)|76 (71-79)
MPO-ANCA positivity? 100 (59-100)|13 (1-41) 35(31-40) (100
Persistent MPO-ANCA positivity 100 (59-100)|33 (12-62) |41 (33-50) (100
Reappearance of MPO-ANCA positivity |0 (0-41) 80 (52-96) |0 63 (57-69)

ANCA titer

Background

ANCA-vasculitis (AAV) patients
frequenty suffer from relapses

Objectives

To evaluate the association between
ANCA rises and disease flares

Results
Meta-analysis: random effects model

= @ Relapse within

@ 3 databases: 6 months
(N 806 records screened ANCA rise OR 3.65
| ‘ (95% C11.66-8.03)
Value of serial ANCA titer 20 studies included i / — ?;I:&s;::thm
evaluation unknown
} OR2.88
Data extraction (95% C11.21-6.88)
.‘. Flare
<+>+ Concurrent relapse
+/+ +/-
Rise ORO0.13
I+ - (95% C1 0.03-0.53)
Clinical flare
‘ «— Positive ANCA
- OR10.80
| \g frontlers Al-Soudi & Vegting et al 2022 (95% CI 3.82-30.55)




Awapkela Beparmneioc cuvtrpnonc kat ANCA

« REMAIN (AZA) 1,0 TS
o MapapovA aTn Bepareia => emiTUYia Ot =
OAOUG:

0.6

=  Eidka og PR3 fy/kai etripova ANCA+
 MAINRITSAN-3 (RTX)

o lNapapovn atn Bepartreia => mTuXia o€

0.4

—— Individually-tailored/Placebo

Proportion without major relapse

O)\OUQ . 0.2 Individually—tailored/RTX
. . === Fixed-schedule/Placebo
Eidika o¢: -~ Fixed-schedule/RTX
u PR3 00 T T T T T 1
: 0 12 24 36 48 60 72
u +
E'ITIIJOV('} ANCA , , Months from randomisation in MAINRITSAN3
» |gTOPIKO TTOAAQTTAWY UTTOTPOTTWV No. at risk
Tailored/Placebo 22 19 17 14 10 0 0
Tailored/RTX 24 24 24 22 20 5 0
Fixed/Placebo 25 24 23 21 18 4 0
Fixed/RTX 26 26 25 23 18 3 0

* [paKTIKr) OKEWN:
0 PR3 voaooc n emmipova ANCA+ => 1TepiaaoTepn didpkeia maintenance (36-48mo)
o MPO voooc¢ &ataBepd ANCA negative => ZKEWH yia pikpotepn didpkela maintenance (24-48mo)

0 MANTA KAIVIKI) OUVEKTIUNON KAl IOTOPIKO
EULAR 2022 ,KDIGO 2024, BSR 2025 guidelines



2UUTIEPAOLATAL:

0 POAOC TWV
ANCA otn

Slayvwon Ko
Oepameia

« Alayvwon:
o ETTIKoupIkOG poAog (uadi pe KAIVIKA eikOva+Bioyia)
« Tacivounon (Classification)
o MeyaAn Baputnta
* [Mpoyvwon:
o A€iKTNG TTIBavou opyavou-aTOXou
o TUTTOU 10TOAOYIKNG BAGPNC (ivwan Vs KOKKIWUQ)
o KIVOUVOU UTTOTPOTTNG
 ETTIAOyYR Oeparreiac:
o Mikpry onuaagia (RTX ogg PR3?)

- Mapakohoudnan (follow up):

o Alatnpnan/eavepygavian/ augnan TitAou (10iwg Ta
PR3) = Kivduvo¢ UTTOTPOTING a€ 6-12 pnveg

« AlapKeIa aywyng:

o PR3/ ANCA+/'diatpnan/eTaveppavion= GUVexIo
maintenance TOUAGXIOTOV 4 €T YETA TNV UPEDN

P 4




