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Jacob Churg (1910-2005) Lotte Strauss (1913-1

« Mount Sinai Hastanesi, New York 1951 Jacob Churg; Lotte Strauss

« Otopsi serisi: 13 hasta, siddetli astma, ates, hipereozinofii ve cesitli
dokularda vaskuler tutulum belirtileri; Klasik tanim ve tani kriterleri:
. Eozinofilik infiltrasyon

. Kucguk-orta ¢apli damarlarin nekrotizan vaskauliti

. Extravaskuler granulom olusumu



Sorun: Bu uc kriterin birlikte olmasi nadir

o Alternatif kriterler:

(Lanham et al. Medicine (Baltimore). 1984;63(2):65-81.)

Bronsiyal astma
Kanda eozinofli >1500/mikrolitre
En az iki extrapulmoner organi tutan vaskulit

Yeni sorun: lyi prognoz déneminde erken tani zor !



CSS Siniflandirma Kriterleri (ACR-1990)

* Astim

e Eozinofili > %10 WBC

*Mononoritis ya da PNP

*Radyolojik sabit olmayan pulmoner infiltratlar
* Paranasal sinus anormallikleri

e Ekstravaskuler eozinofil iceren vaskuler bx

CSS tanisiicin en az 4/6 kriter; sensivite %85, spesifite %99.7



EGPA, Chapel Hill 2012

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hypocomplementemic Urticarial Vasculitis
(Anti-C1lq Vasculitis)

Medium Vessel Vasculitis

Polyarteritis Nodosa ’ Anti-GBM Disease ‘
Kawasaki Disease

ANCA-Associated Small Vessel Vasculitis
Mlicroscopic Polyangiitis
) Granulomatosis with Polyangiitis
' (Wegener’s)
Eosinophilic Granulomatosis with Polyangiitis
(Churg-Strauss)

Large Vessel Vasculitis
Takayasu Arteritis
Giant Cell Arteritis

Astim ve eozinofiliye eslik eden, solunum yollarinin eozinofilden
zengin granulomatoz inflamasyonu ve kuguk-orta boy damarlari
etkileyen nekrotizan vaskulit



CSS: Klasik Tanim ve Ozellikler

* AAV grubundan, kicuk ve orta capli
damarlarin nekrotizan vaskiliti

e Klasik Uc faz

* Genel ozellikler
— Astim
— Rinosinuzit
— Periferik ve dokuda eozinofili
— Grubun en az renal tutulus yapan uyesi
— Noropati ve kardiyak tutulus sik



EGPA: Iki Farkli Alt Grup

* ANCA (+) = Nekrotizan kiicik damar vaskuliti (%40)
* Miyalji, migratuvar poliartral;i
* Artmis KBB bulgulari,
* Periferik noropati ve/veya renal tutulum
* Relaps orani: %35.2
* Relaps olmaksizin 5 yilhik yasam: %58.1

* ANCA (-) = Eozinofilik doku infiltrasyonu
* Daha fazla kardiyak tutulum
* Relaps orani: %22.5

* Relaps olmaksizin 5 yillik yasam: %67.8
Callenberg AJKD 2013
Mahr A, Curr Opin Rheumatol. 2014



Rapidly progressive
pauci-immune
glomerulonephritis

Asthma Myocarditis Gastrointestinal Mononeuritis
Pulmonary infiltrates Pericardial effusion involvement multiplex

ANCA-negative EGPA ANCA-positive EGPA

Fagni F, Front Med, 2021



EPGA: Vaskulit ile ANCA pozitifligi mutlak korele degil !
» Vaskulit alt grubunda %47 olguda ANCA negatif

 Vaskulit negatif alt grupta %29 olguda MPO ANCA pozitif

* %41 olguda vaskulit yok; eozinofilik infiltrasyon var.

 Eozinofilik astim fenotipinde erken miyokardit !!!

Cottin V, et al. Autoimmun Rev. 2017 Jan;16(1):1-9.



Draft Classification Criteria for Eosinophilic granulomatosis

with polyangiitis (EGPA)

This criteria set is for use when a diagnosis of small or medium vessel vasculitis has been made

__ | Obstructive airways disease +3
:g Nasal polyps +3
O Mononeuritis multiplex or motor neuropathy +1

Eosinophil count 2 1 (x10%/L) +5
% Extravascular eosinophil predominant inflammation/increased eosinophils in bone marrow +2
é Microscopic hematuria -1

cANCA or PR3- antibody positive -3

Add points for 7 items; a score of 2 6 is needed for classification of EGPA

DCVAS




? frontiers MINI REVIEW
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(A Critical Appraisal of) Classification
of Hypereosinophilic Disorders

Jean Emmanuel Kahn™*, Matthieu Groh? and Guillaume Lefévre®

HES) (27). Considering that ~40% ol patients with asthma, HE
above 1.5 G/L and at least another systemic manifestation had
neither symptoms of vasculitis nor ANCA, a recent European
Respiratory Society-endorsed Taskforce on EGPA suggested
that this subgroup of patients be considered to have hypere-
osinophilic asthma with systemic (non-vasculitic) manifesta-
tions (HASM) rather than genuine EGPA (28). The results of
a negative trial testing azathioprine versus placebo in low-risk
EGPA (29) and the recent MIRRA study demonstrating the
benefit of mepolizumab in EGPA (30) both confirm the overlap
between ANCA-negative EGPA and HES. Given the fact that
clinical and biological profiles of ANCA-negative EGPA and
HES overlap markedly (31), it seems appropriate to consider a
diagnosis of HES in patients with HASM should be mentioned
in further updates of both AAV and HES classifications (32).



The Metherlands Journal of Medicine 2018

REVIEW

Hypereosinophilia: a diagnostic challenge

M. van Balkum"=*, H. Kluin-Nelemans?, |.]. van Hellemond¢, P.}.]. van Genderen’, P.]. Wismans"?

Table 1. Criteria and definitions
Hypereosinophilia (HE)

Absolute eosinophil count > 1.5 x 10%/1 on at least two occasions
with an interval of = 1 month andor histologically proven
eosinophilia in tissue defined as:

1. Bone marrow aspiration with = 20% eosinophils and/or

z. Histologically proven tissue infiltration and for

3. Deposition of eosinophil-granule proteins

Hypereosinophilic syndrome (HES)

Hypereozinophilic syndrome is defined a=:

1. Existence of hypereosinophilia as defined above and

2. Eosinophil-mediated organ dysfunction and/or damage and
3. No other identifiable etiology for eosinophilia

Note: Adapted from Valent P, Klion AD, Horny HP, et al. Contemporary
consensus proposal on criteria and classification of eosinophilic
disorders and related syndromes. |. Allergy Clin Immunol.
2012;130:607-12.
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EGPA: Epidemiyoloji
* Tahmini prevalansi: Milyonda 10.7 - 14
* Ort. Basglangic Yasi: 38 - 54 yil; medyan 40 yil
* Cinsiyet farki yok.

* Cocuklarda nadir; %25 ANCA pozitif;
kardiyomiyopati ve pulmoner infiltrat daha sik;

mononoritis multiplex daha nadir

Rebanta K. Chakraborty; Narothama R. Aeddula, 2021



Eosinophilic Granulomatosis With
Polyangiitis: Dissecting the

Pathophysiology . . \1.d2021 IL-5, IL-4, IL-13

Filippo Fagni', Federica Bello™ and Giacomo Emmi”

Major temel protein, NADPH-oksidaz, eozinofil peroksidaz, eozinofil katyonik protein
ve norotoksin: fibrogenez, prokoagulan, ROS olusumu, hc sitotoksisitesi




Genetic predisposition
TSLP, GATA3, SOCS1, LPP, TBX3BIM, CDK6, BACH2

Drugs, Infection, Inhalant antigens

Eosinophilic inflammation }

IL-5 €= IL-5
; Alveolar
Asthma | hage

Eosinophilic

pneumonia

Eosinophil Eosinophil
Eosinophil .

Eosinophilic
Injury

Eosinophilic Eosinophilic
gastroenteritis cardiomyopathy

Furuta S, et al. Allergology International, 2019.



EGPA: Ayirict Tani

* Diger kuguk damar vaskulitleri

* Eozinofilik hastaliklar
« Paraziter entf.lar,
eilac alerjisi,
* Hodgkin lenfoma
* Eozinofilik pnomoni
* Allerjik bronkopulmoner mikozlar
- [diopathic HES
* |gG4-iligkili hastalik

Rebanta K. Chakraborty; Narothama R. Aeddula, 2021
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2021 American College of Rheumatology/Vasculitis
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EGPA Remisyon Indiiksiyonu

Aktif, ciddi, siddetli hastalik
|V puls veya yuksek doz oral KS
*Puls CYP veya RTX
*Mepolizumab ilk tercih degil

Aktif, ancak ciddi olmayan hastalik

* Mepolizumab + KS >>>>> MTX/AZA/MMF + KS

* MTX/AZA/MMF + KS >>>>>> Sadece KS

* MITX/AZA/MMF + KS >>>>>> Puls CYP / RTX + KS



EGPA Remisyon Idamesi

*Puls CYP ile remisyon sonrasinda
* MTX/AZA/MMF >>>>> RTX

*Genelde remisyon sonrasinda
* MTX/AZA/MMF >>>>> Mepolizumab

*KS suresi bireysel karar



EGPA Relaps Tedavisi

Ciddi hastalik

* Puls CYP ile basarili remisyon sonrasinda relaps
* RTX >>> Tekrar CYP

* RTX ile basarili remisyon sonrasinda relaps
* RTX >>> CYP

Ciddi olmayan hastalik (astim/sinonazal)
* MTX/AZA/MMEF ile basarili remisyon sonrasinda relaps

* Mepolizumab eklenmesi >>>>> Switch

» Sadece ¥ doz KS ile giderken
* Mepolizumab eklenmesi >>>>> MTX/AZA/MMF eklenmesi

*1gE T ve MTX/AZA/MMF tedavisi altinda

* Mepolizumab eklenmesi >>>>> omalizumab eklenmesi



EGPA Tedavisi: Ayrintilar

* Yeni tani EGPA leukotrien inhibitoru aliyor: Devam .....

* Aktif astim ve sinonazal hastaligi olan EGPA'da leukotrien
Inhibitoru kontrendike deqil

* Yeni tani EGPA'da EKO istenmeli
 Tedaviyi belirlemede FFS onemli

 Sinonazal hastaligi olan EGPA'da lokal nazal tedaviler
uygun

* CYP velveya RTX alanlarda Pneumocystis jirovecii
pnomoni profilaksisi



ARTHRITIS & RHELTMATOLOGY
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Adding Azathioprine to Remission-Induction Glucocorticoids fo
Eosinophilic Granulomatosis With Polyangiitis (Churg-Strauss),
Microscopic Polyangiitis, or Polyarteritis Nodosa
Without Poor Prognosis Factors
A Randomized, Controlled Trial

Xavier Puéchal,' Christian Pagnoux,' Gabriel Baron,” Thomas Quémeneur,” Antoine Néel*

Conclusion. Addition of AZA W glococortiomids
for the indoction of remission of nonsevere SNYs does
nol improve remission rates, lower relapse risk, spane

sleroids, or diminish the EGPA asthma/rhinosinusitis
exacerbation rate.
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Beyond Rheumatology 2020; volume 2:[#50]

EULAR guidelines on ANCA-associated vasculitis in the real life

Chiara Marvisi, Elena Galli, Carlo Umberto Manzini, Gilda Sandri, Carlo Salvarani

Rheumatology Unit, University of Modena and Reggio Emilia, Azienda Ospedaliero-Universitaria, Modena, Italy



*EGPA vaskaulit bulgularinin tedavisi,
* Diger AAV'ler gibi...
* RTX retrospektif calismalar
* RTX remisyon induksiyonu ve idamesinde etkin
* Devam eden prospektif RTX klinik calismalari:

« REOVAS (ClinicalTrials.gov NCT02807103)

Yeni tani ve relaps EGPA'da remisyon induksiyonunda:
RTX vs konvans. tdv.ler

* MAINRITSREG (ClinicalTrials.gov NCT03164473)
EGPA'da remisyon idame ve steroid azaltma: RTX vs AZA
Eozinofil aracili semptomlarin tedavisi
KS
*Omalizumab
* Mepolizumab (MEPO)



Omalizumab:

ki kiicik olgu serisinde, KS gereksinimini (dozunu) ¥; ancak tam
yanit (SFT + semptom) sadece %35-55

Mepolizumab (MEPO)
 Cift kor randomize calisma

* Direncli/relapslhi EGPA olgulari; cogu vaskdulitsiz, KS-bagimli
astim olgulari

« MEPO 300 mg SK/4hf vs plasebo
- Remisyonda hafta ve hasta sayisi anlamli T = KS gereksinimi

« Ama protokoldeki remisyon tanimina ulasan hasta sadece %50
« Vaskllite etki?
* Daha uzun sureli izlem gerekli: Relaps ?
« Daha dusuk dozlar yeterli mi?
* Diger biyolojikler
« Anti-IL-5 mak’lar: benralizumab & reslizumab



The NEW ENGLAND JOUENAL 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™*

N Engl J Med 2017;376:1921-32. DOI: 10.1056/NEJMo0al1702079
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International Journal of Rheumatic Diseases 2017; 20: 1261-1268

ORIGINAL ARTICLE

Five factor score of more than 1 is associated with relapse
during the first 2 year-follow up in patients with
eosinophilic granulomatosis with polyangiitis

Dae Sik KIM, Jason Jungsik SONG, Yong-Beom PARK and Sang-Won LEE

Division of Rheumatology, Department of Internal Medicine, Yonsei University College of Medicine, Seoul, South Korea



Faktor Bes Skoru

Tablo 4. 1996 yilinda 6nerilen Bes Faktor Skoru parametreleri

— Proteinuri (>1g/gun)

— Gastrointestinal kanama, perforasyon, infarktls ve/veya pankreatit
— Bobrek yetmezligi (serum kreatinin duzeyi >1,58 mg/dl)

— Merkezi Sinir Sistemi tutulumu

— Kardiyomiyopati

Tablo 5. 2009 yilinda Oonerilen Revize Bes Faktor Skoru Parametreleri
—Yas >65

— Kalp yetmezligi

— Gastrointestinal tutulum

— Bobrek yetmezligi

— Kulak burun bogaz semptomunun olmamasi



Updates for the treatment of EGPA

L Raffray. L Guillevin/Presse Med 49 (2020) 104036

FFS: 1 point/item
-agez 65 years
~cardiomyopathy

with Five-Factor Score (FF5)

Assess disease severity ‘
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corlicosteraids

failuare SUCCESS

|

minimal corticostaraids
dosage or withdransal

¥

optimize local therapies «— ENT manifestations?

optimize kocal therapies
consider: LTRA. anti-IgE

{omalizumab), anti-IL-5
(mepolizumab)

asihma®

others?

consider:
-immunosuppressant
-anti-IL-5 {mepalizumab)
=IFMa

|
T

-gastrointastinal involvement
-ghsence of ENT manifestatior

sevare disease
(FF5 2z 1)

induction regimen

Corticostarolds
+ oyclophosphamide
3-6 manths

SUCCEsS

|

maintenance regimen

carticosterpids tapering
+ IS [(AZA ar MTX)
2 18 months

alternatively consider:
-anti-IL-5 (mepolizumab)

FET‘E

cansider;

-anti-IL-5 (mepalizumab)
-B-cell therapy {rituximak)
-infravenous immunoglobulins




SONUC

 EGPA'da ortugsmeler olsa da, iki farkli fenotip var:
 ANCA (+) = Nekrotizan kucuk damar vaskuliti (%40)
 Miyalji, migratuvar poliartralji
* Artmis KBB bulgulari,
* Periferik noropati ve/veya renal tutulum
* ANCA (-) = Eozinofilik doku infiltrasyonu
« Daha fazla kardiyak tutulum

 Tedavi planlanirken, hangi alt grubun daha on planda
oldugu ve bes faktor skoru dikkate alinmall
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