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TAZINOMHZH AITEIITIAQN

Medium vessel vasculitis
* Polyarteritis nodosa
e Kawasaki disease

Vs
Immune complex small vessel vasculitis

* Cryoglobulinaemic vasculitis
* IgA vasculitis (Henoch—Schonlein purpura)
* Hypocomplementemic urticarial

vasculitis (Anti-C1q vasculitis)

[Anti-GBM disease)

Large vessel vasculitis
* Takayasu arteritis
* Giant cell arteritis

ANCA-associated small vessel vasculitis

* Microscopic polyangiitis

* Granulomatosis with polyangiitis

* Eosinophilic granulomatosis with polyangiitis )

o s [ 1

Kitching RA et al, Nat Dis Primer 2020
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* O1 110 oOoBapPEG MOPPES AYYEIITIOAG

+ Opyava-oToxol: AvWTEPO AVATTIVEUOTIKO
Katwrepo  --//--
Negpoi

+ Xap/ka: AyyeliTida pIKpWV ayyeiwv (OAEQ)

Avoootrevikil ZN (Pauci-immune GN-OAgg)
Tpixos1diTida (MPA)

OudeTepo@IAIka atrooTnudaTia (GPA)
Kokkiwpata (GPA/EGPA)

AANAepyikég ekdnAwoelg (EGPA)
AIndnon 1IocTwv amrd nwoivoeiha (EGPA)

* Avuto-avricwpara PR3-ANCA GPA: 80-90%

MPO-ANCA MPA: 60-70%
EGPA: 30-40%

HwoIvo@IAIK KOKKIWNATWO ME TTOAUAYYEITIOA
(EGPA-Churg-Strauss)



Incidence Prevalence
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Incidence Prevalence
10/106 60/106
Greece!?

65 600

Watts RA et al, Nature Rev Rheumatol 2022

1 Mohammad AJ, Rheumatology 2020;59:1142-50
2Panayotakis SH et al, Clin Exp Rheumatol 2009



Per million population
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Incidence Prevalence
22/108 160/108
Greecel3
150 1750

1 Watts RA et al, Nature Rev Rheumatol 2022;18:22-34
2Mohammad AJ, Rheumatology 2020;59:1142-50
3Panayotakis SH et al, Clin Exp Rheumatol 2009



NMAGOIENEZH (GPA/MPA)

Etiologic factors

Genetic factors

Bacteria

= S.qureus

= E.coli

= K.pneumoniae

Pathogenic factors

Drugs

= Propylthiouracil
» Hydralazine

= D-penicillamine
= Minocycline

= HLA genes
= CD226
= PTPN22 Environmental
= /10 factors
= CTAL4 = Silica
| AAV |-
Cells Molecules
= Neutrophils = ANCAs
= B cells = Complement
= | cells

Chen M et al, Nat Rev Rheumatol 2010
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N6oog oxeTi{épevn e HLA-TaENG I el Lt ANti-MPO
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Evepyotroinuévo ® J)O A ANCAs

oudeTEPOPIAO

O
X ok @
B AgppokUTTOPA

(Tlssue factor)

, NETs
EVEpVOTTOInon (Neutrophil
O'Uler)\np(bpaTog extracellular traps)
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De w. P é T/B AepgokiTTapa/

0 % °0 5 — loTiki) BAGRN
depO(pqu (ENT, Trvedpoveg, veppoi) Xiao H et al, JCI 2002

Kain R et al, Nat Med 2008

r 4 K brock K et al Nat Med 2009
MeTaKivnon OUBETEPOPIAWYV T ot A a1 301 2013
Kambas K et al , Ann Rheum Dis 2014

Schreiber A et al, PNAS 2017

r
OITOUg IGTOU; Modified from: Chen M, Kallenberg C G M Nephrol. Dial. Transplant. 2009

Modified from: Chen M et al, Nat Rev Rheumatol 2010

Vascular

endothelium Gpép chn



AAVs (GPA/MPA): ; EG BAG 2L
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Kokkiwpatwdelg BAGBeg Ayyentidikég BAGReg
AVWTEPO AVATTVEUOTIKO MNMveopovag Neppoi

GPA GPA/MPA MPA>GPA

Vassilopoulos D.



AyyenTIOIKEg

BAaeg
(GPA/MPA)
Pivikég BAevvoyobvog Ayyeiimida FmeIpapaTiki BAGRN
KokKiwpatwdeig
BAaReg
(GPA)

MNMveupovag

Jennette JC Nat Rev Rheumatol 2014



NMAGOIENEZH: IZTOAOTIIA

KokkiwpaTwdeig BAABeg

Avyyentidikéc BAABe
(GPA) YY S BAaBeg

(GPA/MPA)




MAOOIMENEZH: B Agep@okuTTapa

Pivikég BAevvoyovog
B cells (CD20+)

& P o - Jm
1" e, 28 S

"_
b A

Negpoi
B cells (CD79+)

Zhao Y et al. Rheumatology 2012 Weidner S et al, A&R 2004

*

é e A -
Otmio0oBoABIKA pada

B cells (CD20+)

Kokkiwpara (GPA)

B

Taylor SRJ et al,
A&R 2009

Komosci A et al, Am J Pathol 2002




NMAGOIENEZH: ANCA

®opluo6An

C-ANCA
Ai10avoAn

PR3 (ELISA)
P-ANCA )

MPO (ELISA)
HLE

Cathepsin G
Lactoferrin
Elastase

BPI

Lysozyme

Tpomomoinuévo amoé
Hoffman, A&R 1998




. KAIVIKN €1IKOva

GPA EGPA
MPA
(Wegener) (Churg-Strauss)
PR3+: 65-75% PR3+: 20-30% PR3+: <5%

ANCA MPO+: 20-30% MPO+: 55-65% MPO+: 30-40%%
ANCA-: 5% ANCA-: 5-10% ANCA-: 55-65%
TOtog ANCA PR3 (C-ANCA) MPO (P-ANCA) MPO (P-ANCA)

loToAoyikn BAGRN

- NekpwTIKA ayyeiiTida HIKpWV ayyegiwv
- Kokkiwpara
- NekpwrTikég BAGBeg

- NekpwTIKA ayyeiiTida HIKpWV ayyegiwv

- NekpwTIKA ayyeiiTida HIKpWV ayyegiwv
- Kokkiwpara
- Hwoivo@iAiki 3iRnon

- MapappivokoATTiTIda

- Pivikoi TrToAUTTO88¢

ENT -
- QTimda - AAAepyIKA pIviTIOO
- Ogid
i 4 |’0( - AInBRpaTa - AcOua
Mvedpoveg - AiInGRpara AILOOOOVia AnBruaTa
- NekpwrTikég BAGBeg Hoppay il
EoTiakn TunUaTtikig EoTiakj TUNnHATIKA EoTiak TUnUATIKA
Negpoi NekpwTiki EN NekpwTiki ZN NekpwTiki ZN
(avooOTreEVIKRA) (avooOoTTEVIKR) (avoooTreVIKRA)
; - Emi-/- okAnpiTida
O@BaA + +
praspol - OTNIoBOBOABIKA pGla + =
Mepi1@epIKA veupoTTddeia 10% 58% 78%




AcOBgveig > 50 xp. ME:

Ytrorpotrialouoca pIVOKOATTITIOO/JEOT WTITIOA

Avegnynto Bpdyxos ewvng/duoTrvoia
o




[1o1e 0 oke@OW ANCA-ayyeliTida?

AocBevGg JE CUPTTTWHATA ATTO
TO KOTWTEPO AVOTIVEUOTIKO
(BAxag, duoTtrvoia)

KOl OTTEIKOVIOTIKA:

Odwodeig BAABes (Ca-like) KoiAdTnTeg (TB-like) Aindnuara
(GPA>>MPA) (GPA) (GPA=MPA)
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[1o1e 0 oke@OW ANCA-ayyeliTida?

MNMveupovikni aipoppayia AoBeviig pe «1610TOBA» AcBevig pe Godua,
+ TIVEUMOVIKH ivwon nwoivo@iAia Kai
2rreipaparove@piTida (RPGN) kai MPO-ANCA oInéARuara Bwpaka

(MPA >> GPA) (MPA) (EGPA)

Birnbaum J et al, A&R 2007

@ Current Medicine



http://emedicine.medscape.com/arti

cle/332622-overview

[1o1e 0 oke@OW ANCA-ayyeliTida?

2 & KAOE aoc0ev HE OTTEIPANATOVEPPITION
ME | XWPIS CUOTNHUATIKA TTPOCBOANR:

Biowia ve@pou

EoTiOoKN, TUNMATIKA, VEKPWTIKA
OVOOOTTEVIKI OTTEIPAUATOVEPPITIOA,
(Xwpig N HE EAAXIOTA AVOOOCUMTTAEYHATO
- pauci-immune GN)
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Copyright © 1998 by the National Kidney Foundation




NMwg ytraivel n diIayvwon?

. . . AlayvwoTIKA .
(ME Bdon TN KAIVIKA eKTipnon/

Baciké epyacTnpIaKS/aTTEIKOVIOTIKG £AEYXO) Pivik6g BAevvoyovog 21% (GPA) Mn &181kd geupApara (~70%)
+
loTOoAOYIKR EIKOVA ‘ Mveduovag

+ - AlapoyxIkni ~10% (GPA)

A"Te',KOV',O-n, - AVOIKTR 90% (GPA)

(CT: ZirAaxVviké kpavio/Bwpakag)
+ Ne@poi 90% (GPA/MPA)  Agv diaxwpilel TIG 3 HOPYPEG
ANCA Aéppa Mn-181Ka eupuaTa

(ayyeiimida yIKpwyv ayyeiwv, IgG+)



CT a1TeIKOVIOTIKA TTPOTUTTA OTIG AAV

Pulmonary Involvement in Antineutrophil Cytoplasmic
Antibodies (ANCA )-associated Vasculitis:
The Influence of ANCA Subtype

Aladdin J. Mohammad, Kristian H. Mortensen, Judith Babar, Rona Smith, Rachel B. Jones,
Daiki Nakagomi, Pasupathy Sivasothy, and David R.W. Jayne

(J Rheumatol First Release August 1 2017; doi:10.3899/jrheum.161224)

a

CT ewquG. ~80% + Pulmonary hemorrhage Cavitating lung nodules Small airways disease
(n=140)

p o )‘
™
B

OZidia MveupoviknA ivwon > 7
(+ KoIAGTNTEG) (UIP) : '
Ny - ©

KevTpik TTpoooAR

. ) Necrotizing pneumonia Parenchymal scarring Bronchiectasis
TPaXEiag - BpOyXwv

$46d

Usual interstitial pneumonitis ~ Pulmonary venous congestion Large airways stenosis




EIA (PR3/MPO-ANCA) VS. |IF (c-/P- ANCA)

b 2017 consensus

Recommended approach

Revised 2017 international Gati
. . ating
consensus on testing of ANCAs in T
granulomatosis with polyangiitis and Suspected Non AAV
microscopic polyangiitis AAV |
Xayier BOSSUU('. Jan-Willem Cohe/T Ter.vaer[{ Yoshihiro Arilmylm". Qanie/ Blockmans®, | ‘
e o b oy o P e *PR3-ANCAand | Not covered by
MR ZHGTT, M RS OSSO, D G Do LSty MPO-ANCA this consensus
* Immunoassays
NATURE REVIEWS
]
doi:10.1038/nrrheum.2017.140
Published online 14 Sep 2017 ANCA- ANCA*
| |
Second Second
assay™ assay™
F: - Al0QOpPEG AVAPECT OTA EPYACTHPIN
- Peudwg (+): Aoipwiéeig, ZEA, IONE,
auTOodVvOoOT NITATITIOA
2" PR3-/MPO-ANCA EIA A IIF:
ELISA: - Zmdvia, yeudig (+) (evSokapdiTida, IONE...) pd \
& UPnAR KAIVIKER uTrogia e xaunAa emimreda anti-PR3/MPO
(1 evaioBnaiag) (1 €1®IKOTNTAG)




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

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

¢ 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

Cartilaginous involvement (inflammation of ear or nose cartilage, hoarse voice
or stridor, endobronchial involvement, or saddle nose deformity)

Conductive or sensorineural hearing loss

LABORATORY, IMAGING, AND BIOPSY CRITERIA

Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (CANCA)
or antiproteinase 3 (anti-PR3) antibodies

Pulmonary nodules, mass, or cavitation on chest imaging
Granuloma, extravascular granulomatous inflammation, or giant cells on biopsy

Inflammation, consolidation, or effusion of the nasal/paranasal sinuses,
or mastoiditis on imaging

Pauci-immune glomerulonephritis on biopsy

Positive test for perinuclear antineutrophil cytoplasmic antibodies (P ANCA)
or antimyeloperoxidase (anti-MPO) antibodies

Blood eosinophil count > 1 x10%/liter

» 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

+3

+2
+1

+5
+2
+2

+1
+1

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

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

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

e 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

e 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-MPO) 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 (cCANCA)

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.




Mévo yia acOeveig TTou £xel TEBEI n didyvwon
QYYEITIOOG MIKPWV-HECAIOU NEYEOOUG ayYyEiwV
Kal £XOUV OTTOKAEI00Ei TTOBNOEIG-HINNTEG

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

CONSIDERATIONS WHEN APPLYING THESE CRITERIA 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 e These classification criteria should be applied to classify a patient as having microscopic polyangiitis
o Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria when a diagnosis of small- or medium-vessel vasculitis has been made

e 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 CLINICAL CRITERIA
Cart|{ag|nous mvolvenrjer?t (inflammation of ear or nose cartllgge, hoarse voice Nasal involvement: bloody discharge, ulcers, crusting, congestion,
or stridor, endobronchial involvement, or saddle nose deformity) +2 2
) n : blockage or septal defect /perforation -3
Conductive or sensorineural hearing loss +1

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

Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (CANCA)

or antiproteinase 3 (anti-PR3) antibodies +5 Positive test for perinuclear antineutrophil cytoplasmic antibodies (pPANCA)
Pulmonary nodules, mass, or cavitation on chest imaging +2 or antimyeloperoxidase (anti-MPOQO) antibodies ANCA pOSitiVe +6
Granuloma, extravascular granulomatous inflammation, or giant cells on biopsy +2 Fibrosis or interstitial lung disease on chest imaging +3
Inflammation, consolidation, or effusion of the nasal/paranasal sinuses, 5% S .

T e Pauci-immune glomerulonephritis on biopsy +3
or mastoiditis on imaging +1
Pauci-immune glomerulonephritis on biopsy +1 Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (CANCA)
Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA) or antiproteinase 3 (anti-PR3) antibodies -1
or antimyeloperoxidase (anti-MPO) antibodies -1 . . :

L Blood eosinophil count > 1 x10%/liter -4
Blood eosinophil count > 1 x10%/liter -4

Sum the scores for 10 items, if present. A score of > 5 is needed for classification of GRANULOMATOSIS WITH POLYANGIITIS. Sum the scores for 6 items, if present. A score of 2 5 is needed for classification of MICROSCOPIC POLYANGIITIS.




MPOIMNQ2H - ®YZIKH IZTOPIA GPA/MPA

50 xpovia PeTda.....

The New England
Journal of Medicine

Copyright, 1971, by the Massachusetts Medical Society

THE JOURNAL OF

Volume 285 DECEMBER 30, 1971 Number 27

EFFECT OF CYCLOPHOSPHAMIDE UPON THE IMMUNE RESPONSE IN WEGENER’S
GRANULOMATOSIS

AntHONY S. Fauci, M.D., SHELDON M. WoLFF, M.D., AND JoHN S. Jounson, M.D.

1971

TUSLISHED BY THE AMERICAN SOCIETY FOR CLINICAL INVESTIGATION, INC.

JUNE 1971 VOLUME 30 NUMBER &

<1960’s:

1960s

1970-2010

2010-2020s

Abstract Nine patients with Wegener's granuloma- 200 mg per 100 ml in normal controls and elevated

tosis were studied before and after treatment with
cyclophosphamide alone. The study was under-
taken to determine any immunologic abnormalities
associated with the disease, to observe the effect of
cyclophosphamide on the clinical course, as well as
on the immune response in man, and to observe
any correlation between clinical response and
immunosuppression. Untreated patients had elevated
mean serum IgA levels of 470 as compared with

Xwpig aywyn
KopTikoe10n
KukAopwo@apidn

Rituximab

mean parotid-fluid secretory IgA levels of 4.7 as
compared with 1.8 mg per 100 ml in normal con-
trols. Seven of nine patients receiving cyclophos-
phamide had undetectable humoral and delayed
hypersensitivity responses to a new antigenic stim-
ulus, and five of the seven retained previously es-
tablished delayed hypersensitivity. A favorable
clinical response to cyclophosphamide and immuno-
suppression appeared to be correlated.

EmBiwon

3-6 pRveg
12 pRveg

70-80% (5€1NQ)



GPA/MPA: ®uoiIKN TTopEia - TTpOoyvwon

1970-2010

S Oepatreia ETAYWYNG Oepatreia d1aTAPNPENONS TG UPEC NS
i CYC + GCs ) AZA (MTX/MMF) £ GCs
3 X 3-6 YAVEG X 1-2 xpovia
s . n=535
‘s o 4 RCTs (Europe)
= GPA:53%, MPA:47%

S 80-90%: AvTaTTOKpPION OTHV BgpaTtreia ETTAYWYRAS

o 15-40%: YTrOoTPOTréG

(; ; é 3 8 5 6; » 7 8 9 10
Wby o W e M dm W W W w 20-25%: Ne@pikf} v600¢ TEAIKOU OTOSiOU
Odvarog

Flossmann O et al. Ann Rheum Dis 2011

Pagnoux C et al, A&R 2008

Lionaki S et al, A&R 2012

Flossmann O et al. Ann Rheum Dis 2011
Walsh M et al, A&R 2012

Rhee RL et al, Arthritis Rheumatol 2016



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

O¢patreia eTraywyns: ‘Eykpion FDA (2011)/EMA (2013) eﬁpaﬂﬁia SWGVWVﬁ C
O¢patreia diatApnong ueeong: 'Eykpion FDA/EMA (2018) (3-6 pr']veg)
Néa didyvwon Ytrorpotriafouoca vOo oG
Rituximab
RTX =CYC RTX > CYC
-

80-90%

!

O¢patreia d1IATAPNONC TNC UPECNC
(22 xp.)

& 20

B-cell depletion YTTOTPOTTEG: ~ 5% 15-40%

RTX AZAIMTX/MMF

Pagnoux C et al, A&R 2008

Stone JH et. al. NEJM 2010

Flossmann O et al. Ann Rheum Dis 2011
Lionaki S et al, A&R 2012
Specks U et al NEJM 2013
uillevin L et al, NEJM 2014
et al, Ann Rheum Dis 2017
et al, Ann Rheum Dis 2018
et al, Ann Rheum Dis 2018



o

54 xp. ? GPA/PR3+
Ytrotpotmida{ouca vooog
Metra CYC — MTX (~7 xp)

RTX#1

18 pARveg peTd RTX#2 RTX#3 4 MAVEG HETA RTX #3

Vassilopoulos D.



GPA/MPA: Noonpotnta/OvnoiuoTnta

Multicenter
74 centers, 17 countries in Europe

848 patients

Enrolled 1995-2012 in 7 EUVAS
(European Vasculitis Society)
randomized clinical trials

* Newly diagnosed with AAV
» Compared to matched
background population

i

' GPA56% | [ MPA 44% j

Median long-term follow-up Survival

b

» Causes of death

8 years (IQR: 2.9-13.6)

Prognostic factors

NEPHROLOGY
DIALYSIS
TRANSPLANTATION

Median survival from diagnosis: 17.8 years
*95% Cl 15.7-20 years

Survival from diagnosis

100
2
o 80
®))
O
—
)
° 60F
&
40 ] | |
0 5 10 15

Years

Excess mortality compared
to general population

14% at 1 year
20% at 10 years
29% at 15 years

Main causes of death

iad

Cardiovascular disease

Infection Malignancy

Sanchez Alamo B., Moi L. et al., on the behalf of the EUVAS. NDT (2022)

@NDTSocial



AAV: Nolpwieig

Arthritis Research & Therapy

Serious infections in ANCA-associated

vasculitides in the biologic era: real-life

data from a multicenter cohort of 162

patients

RESEARCH ARTICLE Open Access

®

Check for
updates

Konstantinos Thomas', Evangelia Argyriou?’, Noemin Kapsala®, Alexandros Panagiotopoulos', Aglaia Chalkia®,
Emilia Hadziyannis', Kyriaki Boki’, Pelagia Katsimbri®, Dimitrios T. Boumpas’, 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 50608
Incidence rate (per 100 patient-years) /.5 18.57 6.23 5.67 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

*Exact time missing in 1 case
(I confidence interval, NA non-applicable
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Kitching RA et al, Nat Dis Primer 2020
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+
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+
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Rituximab i
Cyclophosphamide
+

TAUKOKOPTIKOEION
+

Avacopan

80-90% upeon

v

Rituximab
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Methotrexate R}
MMF

5-30% UTTOTPOTTEG

Cyclophosphamide
+ Rituximab
+

TAUKOKOPTIKOEIOR
+
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MeiwpuEVN 060N YAUKOKOPTIKOEIOWYV

Week Reduced-dose
<5()
kg 50-75kg =75kg
Pulse pulse pulse
1 | 50 60 75 |
Mnvag 1 2 25 30 40
3-4 20 25 30
| 56 | 15 20 25 |
Mnvag 2 7.8 | 125 15 20
p 9-10 10 12.5 15
mvess  luaa |75 a0 aas |
- 13-14 | 6 7.5 10
wvest  |sas | s s 75 |
Mrjvog 5 17-18 5 5 7.5
1920 S S S A
Mnvag 6 21-22 5 5 5
MRvag 6-12 23-52 5 5 5
=52 Investigators’ Local Practice




KukAopwao@auion (1V)
CYCLOPS

Time pulse route Cyclophosphamide dosage
(weeks) no. ,
HAKia

0 1 IV 15 mg/kg ]
2 2 IV 15meke X3 KAOE 2 EBOONADEC 50
4 3 [V 15 me/ke - 3 UNVE <
4 IV Lmeks  y3 kG0e 3 ePSOHGDEC HAVES
10 5 IV 15 mg/kg e 60-70
13 6 IV 15 mg/ke -
16 7 I\Y 15 mg/kg > 70
19 8 v 15 mg/kg. R -
22 9 v 15 mg/kg 3 MNVES
25 10 v 15 mg/kg A

KpeaTtivivn (mg/dL)

< 3.4 mg/dL > 3.4 mg/dL
15 mg/Kg 12.5 mg/Kg
12.5 mg/Kg 10 mg/kg
10 mg/Kg 7.5 mg/Kg
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Avacopan (GPA/MPA)

Avacopan
(oral C5aR inhibitor) The NEW ENGLAN D
G JOURNAL of MEDICINE
ll—@ ESTABLISHED IN 1812 FEBRUARY 18, 2021 /OL. 384 NO
| Avacopan for the Treatment of ANCA-Associated Vasculitis
@ @ David R.W. Jayne, M.D., Peter A hHM”‘YUHDW\E)L*AT‘!;’J‘ L ij“"wij\\ Ph.D., and Pirow Bekker, M.D, Ph.D
Neutrophil @ l
@I CYC R RTX
@
|Endotheliatcell l +
( )
Kettridge R, Nature Rev Nephrol 2017 Pred n |SO n e VS . AVB.CO p an
(60 mg — 0 mg o€ 5 prveg) (30 mg pos 1x2)
) 26 eBOopadec  Mn KATWTEPO 70% VS. 12%
Y@eon

52 eBOouadeg AVWTEPO 55% VS. 66%
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(EGPA, Churg-Strauss)
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+ Emimrwon: 1-40/étog

+ ~150 aoBeveig (EAAGDQ)

PivokoATriTIOQO AocOBua

Pivikoi TroAUTTO%€G ETAola eTitrTwon/10° karoikoug
- Fevikég TTANBUO GG 2-7
- Xwpig aobua 2
- AoOpartikoi 64

Noth I et al, Lancet 2003
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2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR EOSINOPHILIC GRANULOMATOSIS WITH POLYANGIITIS

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

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

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

CLINICAL CRITERIA

Obstructive airway disease +3
Nasal polyps +3
Mononeuritis multiplex +1
LABORATORY AND BIOPSY CRITERIA 26
Blood eosinophil count > 1 x10%/liter +5
Extravascular eosinophilic-predominant inflammation on biopsy +2

Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (CANCA)
or antiproteinase 3 (anti-PR3) antibodies -3

Hematuria -1

Sum the scores for 7 items, if present. A score of 2 6 is needed for classification of EOSINOPHILIC GRANULOMATOSIS WITH POLYANGIITIS.
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Vaglio A, Arthritis Rheumatol 2021
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KAIVIKEC EKONAWOEIC
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Doubelt | et al, ACR Open Rheumatol 2021 (n=354)



>90% ApXIK AVTATTOKPION
35-50% Y1TOTpO1Té§ (META TNV UPEON)

3-5% OvnoiyoTnTa (SeTia)

Moosig F et al. Ann Rheum Dis 2013 (n=150,
omarmond C et al, Arthritis Rheumatol 2013 (n=388
Doubelt | et al, ACR Open Rheumatol 2021 (n=354]
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EGPA: Xpovieg BAaReg

MapdyovTeg TTOU OoXETI(OVTAI JIE

poviuec BAaBec

* HAIKia

» AiIdpKeIa Xoprynong KOPTIKOEIdWYV

* YITOTPOTTEG

Chronic asthma

Peripheral neuropathy

Chronic sinusitis/ radiological damage
Nasal blockade/ chronic discharge/ crusting
Osteoporosis/ vertebral collapse

Cataract

Chronic breathlessness

Hearing loss

Cardiomyopathy

Diastolic BP>=95 or requiring antihypertensives
Significant muscle atrophy or weakness
Impaired lung function

Malignancy

Diabetes mellitus

Myocardial infarction

Estimated/measured GFR <=50%
Cerebrovascular accident

Pulmonary fibrosis

s e v [

* 21 year of follow-up after diagnosis (n = 268)
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Doubelt | et al, ACR Open Rheumatol 2021
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EGPA: Mepolizumab (anti-IL5)

Mepolizumab or Placebo for Eosinophilic YITOTPOTTIGEOUC G/ aVOEKTIKI] EGRA
Granulomatosis with Polyangiitis

Standard of care therapy

M.E. Wechsler, P. Akuthota, D. Jayne, P. Khoury, A. Klion, C.A. Langford, +
P.A. Merkel, F. Moosig, U. Specks, M.C. Cid, R. Lugmani, J. Brown, S. Mallett,

R. Philipson, S.W. Yancey, J. Steinfeld, P.F. Weller, and G.J. Gleich, .
for the EGPA Mepolizumab Study Team™ Mep0|lzumab Placebo

(3x100 mg SC gmo)

- X 52 £B0.

N ENGLJ MED 376;20 NEJM.ORG MAY 18, 2017

Y KopTikoe1dn
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