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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

* 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

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

CLINICAL CRITERIA

Obstructive airway disease +3
| Nasal polyps +5 |
Mononeuritis multiplex +1

LABORATORY AND BIOPSY CRITERIA

| Blood ecsinophil count = 1 x10%liter +5 |
Extravascular ecsinophilic-predominant inflammation on biopsy +2
Paositive test for cytoplasmic antineutrophil cytaplasmic 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.

|
Sensitivity 85%, Specificity 99%

> Aldyvwon : Hwoivo@IAIK KOKKIWHATWON ME TTOAUAYYEIITIOO

Peter C Grayson et al., Ann Rheum Dis 2022



HwoIVO@PIAIK) KOKKIWHATWON ME TTOAUAYYEIITIOO

[Mapoucia Nwaivo@iAwyv o€ 1I0TOUG
KokKiwpaTtwdn QAeyuovni
NEKPWTIKA ayyeliTida

(aipa, Lotol)

EPYLKNA
pwitida

[MpGdpoun pdaon HwaoIvoIAIKA @aon AyyenTidikn ¢aon
>

~ 15-20 £tn

Graph courtesy A. Fanouriakis Emmi G et al., Nat Rev Rheumatol. 2023 Jun



KAIviki €i1kéva : ANCA (+) / (-)

ANCA (+) : 40% Eosinophilis §
>uviBwg P ANCA “

Chronic
W rhinosinusitis with
/ nasal polyps

Chronic {
rhinosinusitis with
nasal polyps

Asthma Asthma

Lung infiltrates Glomerulonephritis

Peripheral

Cardiomyopathy neuropathy

Gastroenteritis | Purpura

Emmi G et al., Nat Rev Rheumatol. 2023 Jun



NMNaBoguoioAoyia vooou

T cells secrete Thi- (IFN-c),
Th17- (IL-17) and Th2- (IL-4, IL-13, IL-5)
associated cytokines and activate eosinophils.

w y IL2, IFNy. IL17 _ | Granuloma

Allergens

Y

& p Vasculitis
= a =

<
N ~ y'L
T, _: ? 7

IgE, 1gG4, ANCA

-

EDN
MBP
ECP

Increased expression and secretion of eotaxin-
3 guides eosinophils to the endothelium and
tissues. Eosinophils in turn maintain a vicious
circle of T-cell activation by secreting IL-25.

Local degranulation of activated eosinophils finally
causes damage, necrosis and fibrosis to tissues and

vessels.

A. Vaglio, Allergy 2013; 68: 261-273



2TOXEUOVTOGS TO NWOIVOPIAO

BioAoyiKkoi TTapdyovteg wg 0epatreuTIKn £TTIAOYAR 0TV EGPA

mepolizumab ) |
Th2 .

Ecsinophil
. CINORITE Tissue
injury by
. — eosinophils
IL25, CCLAT

» PoAog IL-5
PuBuicel Tov TToAAaTTAQCI00 MO,
TV wpigavon Kai 1N dl1apopoTToincn TwV NWOIVOPIAWYV
T emitreda oe EGPA
» Mepolizumab
MovokAwVIKO avTiowua EvavTi IL-5
‘Evdeign: Hwoivo@iAiké acBua (100mg gmo)

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



O£pATTEUTIKI TTPOCEYYION

EULAR recommendations for the management of
ANCA-associated vasculitis: 2022 update

Examples of potentially organ/life-threatening manifestations*

-

not organ-/life-threatening’ (

Induction of Remission

Glomerulonephritis

Pulmonary haemorrhage
| organ-flife-threatening’ Meningeal involvement

L Active EGPA

J Central nervous system involvement
Retro-orbital disease

Relapse
or
refractory?

* + Cardiac involvement
[ ves —>[ Start MEPO }—» [ Combine with GC? J.—[ gt J < Mesenerc imobeent

Y

l Mononeuritis multiplex

Examples of manifestations that are not ultimately organ/life-threatening*
] Nasal and paranasal disease without bony involvement (erosion) or cartilage collapse or

- Taper GCs to
—[ Start GC J_‘ [ individual target

olfactory dysfunction or deafness
Skin involvement without ulceration

l Myositis (skeletal muscle only)
Non-cavitating pulmonary nodules
Episcleritis

Consult
[ Expert Centre ] o Remission?
Yes
i <

Hellmich B, et al. Ann Rheum Dis
2024



Mepolizumab oe EGPA: MIRRA trial

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Mepolizumab or Placebo for Eosinophilic

Granulomatosis with Polyangiitis
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, ]. Steinfeld, P.F. Weller, and G J. Gleich,
for the EGPA Mepolizumab Study Team™*

Nn=136 aoBbeveig
utroTpotTialouca/avOekTikil EGPA

Mepolizumab 300mg sc g4wks

SoC + <

Placebo sc g4wks

Na 52 ¢30.

2TOX0G
Etiteugn kai diatipnon upeong
BVAS 0, Pre <dmg/d

Mepaolizumab Placebao
Characteristic (N =068) (N=68)
Age —yr 4912 48+14
Male sex — no. (%) 26 (38) 30 (44)
ANCA-positive status — no. (%) 7 7(10) 6(9)
Absolute eosinophil count per cubic millimeter/ 177£1.29  172%1.35
BVAS >0 — n0. (%) 37(54) 48(7D)
Prednisolone or prednisone dose — mg/day
Median 120 11.0
Range 7.5-40.0 7.5-50.0
Immunosuppressive therapy at baseline — no. (%) 41 (60) 31 (46)
EGPA diagnostic disease characteristics — no. (%)
Asthma with eosmophilia 68 (100) 68 (100)
Biopsy evidence” 25(37) 31 (46)
Neuropathy” 32(47)  2409)
Nonfixed pulmonary mfiltrates 50 (74) 48(71)
Sinonasal abnormality 64 (94) 64 (94)
Cardiomyopathy * 13(19) 7(10)
Slomcniloncplsits L p
Alveolar hemorthage 3(4) 1(1)
Palpable purpura 9(13) 8(12)
ANCA-positive status 13 (19) 13 (19)
Relapsing disease —no_(%) 51(75) 49 (72)
Refractory disease — no. (%) 34 (50) 40 (59)
Duration since diagnosis of EGPA — yr 52+44 59+49
Immunosuppressive therapy since diagnosis — no. (%) 56 (82) 49 (72)

M.EWechsler et al, N Engl ] Med 2017




Mepolizumab oe EGPA: MIRRA trial

A Remission

Median prednisolane/prednisaone

Participants with Remission (%)

dally dose (mg)
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Mepolizumab

Placebo

I I I I " | I Ll I I 1
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Week

KopTiko£1dn

End of treatment period

Placeho

Study week

Alakomr) CS

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

| wmep0 | paB

Vasculitis relapses 43%
asthma relapses 37%
sinonasal relapses 35%

65%
60%
51%

M.EWechsler et al, N Engl ] Med 2017



Mepolizumab oe EGPA: MIRRA trial

(" CLINICAL BENEFIT: DEFINITION 1 (" CLINICAL BENEFIT: DEFINITION 2
Remission (BVAS 0 and s4 mg/day GC) Remission (BVAS 0 and <7.5 mg/day GC)
or or
250% reduction in GC dose 250% reduction in GC dose
or or
relapse-free relapse-free
78% MEPOLIZUMAB vs 32% PLACEBO [ 87% MEPOLIZUMAB vs 53% PLACEBO
- v \ /
100 - p=<0.001
p=0.001 — p=<0.001
9() 87%

79%

80 T8%
p=0.001

57%

% of patients
un
=
l

20
10
0
Any clinical Any clinical Remission' Remission® =50% OGC No relapses
benefit!' benefit dose reduction

Definition of clinical benefit

B Placebo (N=08) B Mepolizumab (N=68)

Steinfeld et al. J Allergy Clin Immunol 2020



Mepolizumab oe EGPA: MIRRA trial

AvecapTtTwe baseline xapaktnpIoTIKWV vOooU
(d1apkelag vooou ) XpAonNS GAAWY avOOOKATACTAATIKWV)

» ETiteugn kai diathpnon UQeong, XwPic UTTOTPOTTN
» Meiwon >50% OCS dose

100 M Placebo M Mepolizumab 300 mgs.c.
81
80 79
76 76
g
2 4 59 59 59
2
-
o
a
G
c
£
40 -
g
=
o
&
20 | 2 =
~ L
L
9
[
1 | [} é lI= 1 é lI= 1
0 -
Use No use =4 >4 Use No use =4 =4 Use No use =4 >4 Use No use =4 >4
Immunosuppressant EGPA duration Immunosuppressant EGPA duration Immunosuppressant EGPA duration Immunosuppressant EGPA duration
(years) (years) (years) (years)
Remission# =50% reduction in OCS" No relapses* Clinical benefit5

David R.W. Jayne et al, ERJ Open Res 2024



Mepolizumab oge EGPA: Aco@dAsia (MIRRA trial)

Adverse Events and Serious Adverse Events~

Mepolizumab  Placebo

Event (N=68) (N=068)

no. of participants (%)

Adverse event

Any event 66 (97) 64 (94)
Event considered by the investigator to be related to the trial agent 35 (51) 24 (35)
Event leading to trial-agent discontinuation or trial withdrawal 2(3) 1(1)
Death 1)/ 0

Serious adverse event?
Any event 12(18) 18 (26)
Event considered by the investigator to be related to the trial agent ENEY) 34

Systemic or local-site reaction®

Systemic reaction 4(6) 1(1)
Local-site reaction 10(15) 9(13)
Anaphylaxis considered by the investigator to be related to the trial agent 0 0

Cardiovascular adverse event

Arthythmia 2(3) 34
Stroke or TIA 1(1) 0
Congestive heart failure 0 1(1)
Myocardial nfarction or unstable angina 1(1) 1(1)

M.EWechsler et al, N Engl ] Med 2017



Mepolizumab o EGPA (MARS study)

Table 2. AEs from baseline to Week 48 (Treated Population). n o 118 ptS

Total patients
reporting AEs (n=118)

M 34 29) v Ao@dAeia BepaTtreiag

scomtmtion o soady withdrawalt ) v' AuvaroTnTa peiwong GCs

AEs by system organ class, n (%)

Infections and infestations 10 (8)
Injury, poisoning and procedural 4(3)
complications
Neoplasms benign, malignant and 4(3)
unspecified (including cysts and polyps)
Respiratory, thoracic, and mediastinal 4 (3) Retmspecti\ra pariod l:l'l=1 18) 8 31 44
disorders
Gastrointestinal disorders 4 (3)
Eye disorders 3(3) .o
MNervous system disorders 3(3) Week 0 I:I'I—1 13) 32 19 11
Immune system disorders 2(2)
WVascular disorders 2(2)
Cardiac disorders 1(<1) Weeks 9-12 (n=117) 32 17 13
Hepatobiliary disorders 1(<1)
Investigationsb 1(<1)
h-'fcnlli]:z;]cllgsr:eleral and connective tissue 1(<1) Weeks 21-24 (n=116) 24 13 14
Renal and urinary disorders 1(<1)
Skin and subcuraneous tissue disorders 1(<1)
sy 15 - mOETE
A 15 (13) Weeks 33-36 (n=113) 36 15 12
Deug-selated ooy
Fatal® 1(<1)
SAEs by system organ class, n (%) Weeks 4548 (n=113) 38 17 10
Gastrointestinal disorders 4 (3)
Infections and infestations 4 (3) T T T T 1
Neoplasms benign, malignant and 4 (3) 0 20 40 B0 B0 100
unspecified (including cysts and polyps)
Injury, poisoning, and procedural 3(3) Patients (%)
complications
Vascular disorders 2(2)
Cardiac disorders 1(1)
Eye disorders 1(1) No OCS
Hepatobiliary disorders 1(1)
Musculoskeletal and connective tissue 1(1) 0OCS dose >0-<4 mg‘fday
disorders
Rj?:g::lic;}f, thoracic, and mediastinal 1(1) B OCS dose >4-<7.5 mgfday
AESIs, 1 (%) 13 (11)
Infections (any event) 10 (8) B OCS dose >7.5 mg-’dﬂy
Malignant tumours (any event) 3(3)
Hypersensitivity (including anaphylaxis) 1(<1)

(any event)

Tomonori Ishii et al., Mod Rheumatol 2023



@¢on Tou Mepolizumab otn Bepatreia Tng EGPA

2021 ACR/VF GUIDELINE FOR AAV

( Active severe EGPA ) (Active non-severe EGPA)

\ .

\ 4

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

on CYC
4 4 \ \
Mepolizumab (300mg sc gq4wks)

Emraywyn u@eong o€ un coapr vooo
YT1rotpommdadouca VOoog (NWOIVOPIAIKEG EKONAWOEIG)

Chung et al., Arthritis & Rheumatology August 2021



BioAoyikoi TTapayovTeG ws BepaTreuTIiKn £TTIAOYR oTnVv EGPA

The NEW ENGLAND JOURNAL of MEDICINE

Remission at Weeks 36 and 48

“ RESEARCH SUMMARY ||

Difference, 3 percentage points (95% Cl, -13 to 18)

. . . e . 8 100+ 3 A
Benralizumab versus Mepolizumab for Eosinophilic Granulomatosis 5 Rl r supenpHty
with Polyangiitis & 80
Wechsler ME et al. DOI: 10.1056/NEJMoa2311155 l"O“ 59
8 60 56
]
c
W
g 40
@
o
o
2 204
3
Benralizumab © 6 Interteukin-5 Mepolizumab 2 o0
{anti-interleukin-5Ra) (anti-interleukin.5) Benralizumab Mepolizumab

{ Interleukin-5Ra ¢

Adverse Events

Il Benralizumab [l Mepolizumab

v
£
8
E ©
a
e
5
[
(N=70) Decreased eosinophilic ?;
inflammation s 27
B 19,70 17 16 E
£ 15/70 12/70  11/70 [ 12/70
8/70
Any Adverse Event Covid-19 Headache Arthralgia

Most Common Adverse Events

Benralizumab noninferior
to mepolizumab

M.E. Wechsler et al., N Engl ] Med 2024



[Mopeia vooou

" un oofapn vooo
= guvvoonpotnta (ZA)

» 'Evapén tb Methylprednisolone 32mg/d + mepolizumab 300mg g 4wks

BeATiwon KAIVIKWV CUUTITWHATWY KAl EPYACTNPIAKWY TIHWV (1 eos)

ETravekTipnon Je oTadIOKO tapering KOPTIKOOTEPOEIOWYV XWPIG UTTOTPOTTN



MepiTTTwon acBevoug #2

3 50 eTwv

Artia TTpoo€Aeuang
v KolANlakd GAyoc 0To apiaTepd UTToXOVOPIO alpvidiag Evapéng
v KNAIGoBAaTIOWAEC KVNOPWOES £€AVONUA OTOV KOPUO Kal Ta KATW AKPa atrd

eBOOUAdOC
Q Atopikd AVOuvNoTIKO Q ‘Egeig
AocBua atd 10eTiag Karmrviopa (-)

AAKOOA (-)
Q dapuakeuTiKA Aywyn

Bilastine 20 mg nuepnoiwg atmd 10 nuepwv



KAIVIK €€€Taon

Q Kolhid : ME , AAyoc katd TnVv ev Tw BAaBel ynAdenon Tou aploTepou
UTTOXOVOpPIioU

Q Aépua : KnAidoBAaTidwdeg e€avOnua oe Avw Kal KATw Akpa




EpyaoTnpiakog EAEYXOG

O levikA aiparog

WBC : 13.620 Eos : 40 % (# 4.448)
Hb : 13,9 mg/dl Hct: 43,5% MCV:86 MCH : 27
PLT : 277.000

QO Bioxnuikég ESetaosig

Ur : 13 mg/dl Cr : 0,8 mg/dl
SGOT: 21 U/LSGPT: 32U/L ALP: 122 U/L y-GT: 47 U/L
ESR: 35mm CRP : 25 mg/dl (<5)

O Nooortikég Npoadiopioudg Avocoo@aipiviwv

IgG : 1200 Iu/dl

IgM : 50 IU/dI

IgA : 30 1U/dl

IgE : 480 IU/dI (<100)



AlayvVWOTIKOG EAEYXOGS

O ASoviKk] Topoypagia 6wpakKog:
NTTATIKA EUPPOAKTA OTIG KATWTEPES TOUEG
TOU BwpPaKog

0 ASoviki Topoypagia AKK : 21TArvag
ME TTOAAQTTAQ EUPPAKTA.
Aloykwpévol (2-2,5¢K) TTapaaopTIKOi Kal
Aayovopnplaiol AeupadEVEG

O Ymrepnyxotopoypd@nua Kapdidg : K¢



3 50 eTwv

Hwaoivo@iAia

E¢avOnua avw Kal KATw AKpwV
2TTANVIKA EUPPOAKTA

Ayyelimoda;

MueAouTrePTTAQOTIKO VOONUQ;
MapaveoTTAaouaTIK EKONAWON;
[MapaoiTikr) Aoipwen;



AlOYVWOTIKEG ECETACEIG

» OpOoAoYIKOG £EAEYXOG EVAVTI TTAPACITWYV: APVNTIKOG
» 'EAeyyxog yia JAK-2 apvnriko

» OoTeopueAIKn Blowia xwpic TTaBoAoyika eupruarta
» Avoooloyikog EAeyxog: ANCA (-), ENA screening (-)




OEPATTEUTIKA AVTINETWITION

'l i
Induction of Remission
. SO —
not organ-/life-threatening ( Active EGPA organ-/life-threatening
1 L J
Relapse + +( statcyc
or — Yes ——>[ Start MEPO }—» { Combine with GC .—[ (or RTX?) J
refractory?
| |
No
Taper GCs to
’[ LG I { individual target ]
Consult
[ Expert Centre ]4—!40 Remission?
S Y? &
~ T =,

Hellmich B, et al. Ann Rheum Dis
2024



O¢epartreia coBapnc EGPA

2021 ACR/VF GUIDELINE FOR AAV REOVAS TRIAL
. _ A " Tx s
(Actlve severe EGPA ) Q’ctlvenon-seveleEGPA) 5 \_‘ p=0,1952
® \
& 4 gg R
gg 50-
8 < Ritws
gg’ Conventional
o 1 Ll 1§ L] T T

T N o Pi= .Y
6 12 18 24 30 36 42 48 54 60
Months from inclusion

o

\ *

Remission Severe disease relapse '\::E:;Vzr:a}sf(a;e Non-severe disease m 52 48 38 37 3% R 2 17 14 9 4
on Y after remission AZA or MMF relapse on Conventional 53 48 38 34 33 30 24 15 12 5 0
with CYC or RTX Ry S MEP or RTX
100-
Il } 4 ¥ C .
5% MPO-ANCA +
§§
w m.‘
28
g2 Ritwamab
g Conventional ddeo
Rituximab R e
s p y 0 6 12 18 24 30 36 42 48 54 60
Emaywyn 0geong og coBapr véoo Monfie o fnckasin
r 14 L4 4 m arﬂ
looduvauo CYC (KaArf Kal CUYKPIOIUN ATTOTEAEOUATIKOTATA Rtwamab 13 13 12 11 1110 9 8 6 3 1
r , , Conventional 16 15 12 11 11 10 7 5 4 3 O
yla TNV €TTITEUEN Kal T dlaTRpnon TnNS UYeong)
2€ UTTOTPOTIN WETA aTro CYC Chung et al., Arthritis & Rheumatology August 2021

Mohammad AJ, et al. Ann Rheum Dis 2014
Dutertre M et al,, Arthritis Rheumatol. 2023



O£PATTEUTIKI) AVTIMETWITION

Q¢eparreia epodou pe Rituximab
(1gr12/6/2023 & 26/6/2023)

+

Tb methylprednisolone 16mg 2x1

Sc enoxaparin 0,6 mg 1x2

Tb calcium, cholecalciferol 1000mg 1x1
Tb pantoprazole 40mg 1x1



NMopeia vooou

U Mrwon NS TINAG TV NWOIVOPIAWYV
Ox1 véo BpouBwWTIKO €TTEICODI0
“Ypeon KoIAIOKOU AAyoug
BeAtiwon e€avOriuaTog

» [1pooAABe o€ 6 unveg yia RTX
» Y16 tb Medrol 4mg/d, HXMB

YTToTpoTT) AcOuaTog
£PYAO0TNPIOKOC EAEYXOC
Eos : 2000 #
Crp : 13mg/dl




Survival probability (%)

KAIviky Tropeia EGPA

50..
W e ANCA+ (n = 108)
ANCA- (n = 240)
40 T T T T L] T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 132 144
Time (months)
No. at risk
ANCA+ 75 49 35 25 13 9
ANCA- 138 99 70 46 27 15

5eTA¢ emBiwon 89%
10e1AC emBiwon 79%

35-50% Ba utroTpoTtTidoouv KaTd
N MEiWON TWV
KOPTIKOOTEPOEIOWV

4

Avaykn yia hakpoxpovn Bepartreia
pne GC

Ribi et al. Arthritis Rheum 2008
Comarmond et al, Arthritis & Rheumatism 2013



Mopeia vooou

YTToTpOTIN) : 4N ooBapr) , NWOIVOPIAIKK EKONAWON

» [NpooBnkn mepolizumab 300mg gq4wks oe RTX/ GC
» El1oTTVEOUEVA KOPTIKOEIDN - Bpoyx0odIaoTAATIKA

ETravekTipnon JETA atrd 3 PAVES
BeAtiwon CUPTITWUATWY

Xwpic uttoTpoTrry A0OPATOC
[TTwon TIUAG NWOIVOPIAWYV



Aedopéva KaBNUEPIVAG KAIVIKAG TTPAKTIKAG

Avadpopikn HEAETN aoBevwyv pe avBekTIKR/uTToTpOoTTIG{oUC O EGPA

= | BVASV3

Tuvaikeg (n,%) 9(100%) 20
HAwia (mean, SD) 47.6(15.3)
DMidpKero vogou (mean, SD) 8.1(7.5) . AU&Y]OT] 1/9
. . o 1 5—' /4
TEVIKEUpEVR VoG0S (n, %) 8 (89%) ZTGG Epo 1 / 9
Ap1Bpog untotponwy pw TV Evaipén mepolizumab (mean, SD) 2.2(1.2) L ,
(o)

IoTopIKO avBeKTIKOU AoBOTOG 100% 10 M €l worl 7/ 9 (7 7 - 7 A) )
I6TOPIKO PLIKWY MOAUTOSWY 78% -
Mpoopoln cuotnpaTwy (%) 54 -

- AVWTEPO QVOMVEUOTIKO 100% ™

- KoTWTEpo QVaMVEUTTIKG 89% -

- Kapbud 56% 0-

- ApBpuoelg 45% TO T12

- Aépua 22%

- Nepidepikd Veupikd ouoTuA 22% .

- TaoTpeVTEpIKO 2% Methylprednisolone (mg/day)

20

157 Auénon d6ong 0/9
104 2T100¢epr) d6on 1/9
Meiwon 66on¢ 8/9 (88.8%)

o

T
Slide courtesy Koutatavdg Xp. T T2



Ala@EpEl TO KAIVIKO O@ENOC avaAoya PE TOV KAIVIKO QAIVOTUTIO?

O1 aoBeveic pe ayyenTidIkd @aIvOTUTIO €iXav TO id10 KAIVIKO OPEANOG
atrd TN Xopriynon mepolizumab pe autoug Xwpic.

Favors placebo Favors mepolizumab

4

.

-

Accrued duration of remission*t

History of positive ANCA test
No history of positive ANCA test

BVAS=0
BVAS>0

VDI<5
VDI=5

Proportion of patients in remissiont
at Weeks 36 and 48

History of positive ANCA test
No history of positive ANCA test

BVAS=0
BVAS>0

VDI<5
VDI=5

Number of patients with data

Placebo Mepolizumab Odds ratio (95% Cl)

= 13 13 21.06 (2.65, 167.18)
—— 55 55 491 (2.04, 11.81)

' L] 1 20 3 6.76 (1.66, 27.60)
—. 48 37 3.88 (1.44, 10.51)
— 36 38 4.03 (1.49, 10.87)

= | 32 30 24.12 (4.91, 118.5)

N/A 13 13 NA
5 55 55 9.01 (1.87, 43.43)
5 f 20 31 13.40 (1.46, 122.82)
i 48 37 15.28 (1.71, 136.57)
i 36 38 5.58 (1.05, 29.61)
N/A 32 30 NA
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Odds ratio, mepolizumab/placebo

Terrier B et al., ACR Open Rheumatology July 2023
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2UUTTEPAOCHOTO

H EGPA civail gia TToAucuoTnUaTIK) VOOOG JE ONUAVTIKI KAIVIKY ETEPOYEVEIQ,
KAAN avtatrokpion oTnv apxIkh Bepatreia aAAG OUXVEC UTTOTPOTTEC KOTA TN
MEIWON TWV KOPTIKOOTEPOEIDWV.

H BepatreuTikn avTIMETWTTION €ival avaAoya Pe TN BapuTtnTa
Movo GCs £ mepo o€ un cofapr] vooo
GCs + CYC/RTX o¢ mpooBoAn N'EZ, kapdidg, veppwyv, VEUPIKOU GUOTHHOTOG

H xpAon BioAoyikwyv Bepatreiwy Kal 101KOTEPA Tou mepolizumab 300mg
OUMBAAAel aTnv eTTiTEUEN Kal 0Tn dlatipnon UPeong, OTN JEIWON TwvV
XOPNYOUUEVWY KOPTIKOOTEPOEIdWY, OTN MEIWAN TWV ETTITTEOWYV TWV
NWOIVOPIAWY , VW JIAKPIVETAI YIO TNV ACPAAEIQ TN Xopnynon.

H xprion Tou mepolizimab cuoTtriiveTal oe acBeveic ye pn-copapn véoo, T600
oTNV ETTTEUEN TNS UPEONG APXIKA OCO KAl aTAV UTTOTPOTIH, OAAG Kal w¢g
TTOAUTIUN BonBcia oTn diIatApnoN TNG UPEONG avecapTnTa atrd TN coBapoTnta
TNG vOOooOuU.



2UMNTTEPACHATO

New-onset active EGPA

1
I !

Severe Non-severe
Disease TS 21or presence of peripheral FFS = 0 and absence of peripheral
stratification neuropathy, alveolar haemorrhage or other neuropathy, alveolar haemorrhage or other
organ- or life-threatening manifestations organ- or life-threatening manifestations
Remission (Intravenous pulse followed by) high-dose Glucocorticoids alone
induction oral glucocorticoids + cyclophosphamide

or rituximab

| !

Remission  Glucocorticoids + rituximab and/or Glucocorticoids + mepolizumab
maintenance mepolizumab and/or DMARDs

Relapsing EGPA
§ : |
Severe Non-severe
Stratification =~ Severe systemic relapse Non-severe systemic or respiratory relapse
(Intravenous pulse followed by) high-dose Glucocorticoids alone or glucocorticoids +
Treatment oral glucocorticoids + cyclophosphamide mepolizumab. Optimize inhaled therapies

or rituximab

Emmi G et al., Nat Rev Rheumatol. 2023 Jun



