FE IR 54 4. EGPA

« 2015 ERS/FDIME Consensus task force, 2021 ACR Recommendation
« RTX, AZA, Mepolizumab
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XEXmEICINA THEIKIES - R - BIRE - REHRE
f&F - ez, MERTICHRKT S E®E

-GPA (7R

U2 2 MENMERNIEE) & (37

.
Dr. Jacob Churg Dr. Lotte Strauss
[Our Dermatol Online. 2017;7: 366-68.]

° 2012£5 EGPA & %%’Z{‘E [Chapel Hill Consensus Conference (CHCC) |

s HEBLOHFRIIEZ A H Y, IFRIKICECNIFEIEERIENH Y,

I~ AR

NE DIEIIET

IEXEET 5.

e 30-40% A'"MPO-ANCAFZ 4, 55-65% A ANCAFZ4E.
s LR EZZE2ET DD, EEDRRAIZ X 7ZBBREICIL758 > TULVT Ly,
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symptoms
EGPA = GPA = MPA
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Eyes
\GPA >> MPA = EGPA
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( Ears and auditory
L GPA > MPA = EGPA
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Heart
EGPA > GPA = MPA
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@ Kidneys

™

Central nervous
system
GPA = MPA = EGPA

~

J

Nose and sinuses
GPA > EGPA >> MPA

\

Upper airways?
GPA = EGPA > MPA

Lungs?®
EGPA > GPA > MPA

MPA > GPA >> EGPA
5

KEGF‘A > MPA = GPA

~

Muscle

4

{

Skin ¢

f‘rGa strointestinal

tract
EGPA > GPA = MPA

J AL

Joints

\GPA > MPA = EGPA

J &

\

EGPA > GPA > MPA

{

Peripheral nerves
EGPA > MPA > GPA

[Nat Rev Dis Primers. 2020; 6: 71.]

%ﬁr%tLTHMﬁ%M 7L
—EEXDNDH B,

Hm NVBU L TREZMEILH 5. =
BICFTREAH 2 D1£50~70%. BE)ED
Btk Consolidation, 8B X JHEZ

mucoid impaction, ffifg =

RIBFR D SBEA =L,
& ANCARGERI TA LN S.

I L FERIDB0% % 5 & D EEE 7R ke,
ANCARZMEIZ% <, 30-45%, é@@&ﬁ? i/u
%F@WEqui%mﬁ@&.

BAVE - MEREIRICHKIT L TERD
H X2 Ly




G ESENPAA

\ V4 ol por | N —_ [
. MERBENEE - FEREREN 6 « RIBMHREEE L, 50% U EICFHAE
. CRPEL . FERIC & B MEEE N . .
C ERERSL - SEABOREREHE « ZLFEHEMIRX 54%, K Za-0n F-
MPO-ANCA-positive | MPO-ANCA-negative 16%, £/ Z1-AN F= 23% [ Clin Neurol
- Higher frequency of » Higher number of 2017:13(1):77-83.]
findings suggestive of eosinophils in vascular

ooty | - EGPABHIE £ 12826] DR E T,
Tbrinodnecross || otchuded by eosmophis: ANCA*(32.9%) 13 & X IHEZ LA,
* Higher serum levels of C- * Higher incidence of A N CA (6 7 1 %) j: ﬁ.jr @ﬁ It.kf_ E 'fZlS

reactive protein eosinophil infiltration 7(,
in the endoneurium ’)

[Neurology 2020;94:1-12.]

* Higher frequency of upper-
limb symptoms as initial
neuropathic manifestation

MPO-ANCA-positive MPO-ANCA-negative

ANCA-associated vasculitis
leading to ischemia

Eosinophil-associated
vascular occlusion leading to ischemia
and/or toxic protein release leading to tissue damage

[Neurology 2020;94:1-12.]



.

[Kidney Int Rep. 2021;6:2718-21.]

« EGPAM25-35% TR 5.,

e 63 D EEM T, ANCA+(84%) | I 7
Necrotizing pauci-immune GN%Z = L,
ANCA-(16%) [EMN7Z: K IEHRBIAYAT B # 588 7-.

o [B'E DWFEREERE L, 50% UL ETERH B8
Pl B 72 > 7=[Rheumatology 2021:60:359-65.].

ANCA+ (n=53) ANCA- (n=10)

Acute renal failure, n (%) 41(77) 6 (60)
Initial creatinine, median (range), umoV/| 199 (82-1070) 153 (75-256)
Proteinuria, n (%) 50 (94) 10 (100)
Median proteinuria, median (range), g/day 1.0 (0.1-7.8) 2,7 (0,2-17)
Microscopic haematuria, n (%) 47 (89) 6 (60)
Acute dialysis, n (%) 5(9) 0 (0)
Renal histology, n (%)
Pauci-immune necrotizing GN and acute interstitial nephritis 27 (51) 1(10)
Isolated pauci-immune necrotizing GN 20 (38) 1(10)
Isolated acute interstitial nephritis 5(9) 1(10)
Membranous nephropathy 1(2) 5 (50)
Membranoproliferative GN 0 (0) 2 (20)

[Rheumatology 2021:60:359-65.]



Eosinophilic granulomatosis with polyangiitis:
understanding the disease and its management

[Rheumatology 2020; 59: iii84-iii94] EGPA®D Review

ANCA+ & ANCA-TRIBEINEL B Z L # &2 L, Mimickerz 79 %, RTXE Mepolizumabl35#k £ VIZEEREEICAR S,
o 1FEMTIOORABH=Y05-42 A\HDFIE, BREIFI005AH7-1) 1418 A,

o« Th2(>Thl)D &b, IL-4,5, 13 L2 LIFEROEHEEMEXEH Y. FOV U FF—EREBICLD2FBEKOBELERIH D ESND, U
A= LT ab )T VEREOREELNH DL EH LN LhsControversial,

« Prodromal phasellf B &I£FE % — Eosinophilic, vasculitis phaselZ# %,

fhmE 40-60%, ZENME D HTIR D Consolidation, [E X HZ X, mucoid impaction, ME & & L T flifa H i1
RZ ANCAPRIMEIZZ <, 30-45%, iFFEEK I CARE P ABRESE (C L 2 Mie7k &

EALE R, TR, M@ELXA D, BACAL TR, FERBEDRI D

RERIEBRIEE [SE WA, MPAXRGPAL Y £ 5. BELSMEDE%HRPGND /XX — >

LEHT ME RAEIK, Palpable, Livedo racemosa® 8B HEI Y 5 %, EMZHEDOEEHHIRT 5

MIREE MEXMELR, 0% EICHEE L, EFHREEE L HICRI S

Zof FERmEN10%IC. BmE SRR Y 5 Y, MPO—ANCARGMETZ L
ANCARZIE : Fhfgimm, BfEE, FERE, MiFESE, bEFFROEE NS L. ANCARRM : B, 0K, DBEANZ , 10FEGFRIEL,
e IgELER, IgG4HL R L, EHRLDIgGAE DA —N—F v THHAOLND,

o 27 ZFEd, ABPA, IFERER MRS, HES, fBDAAV., BRANA Fv—Hh—d74 W,
« F# 1 X7 : Five factor score(1996/2009). 2009F T, &ip, ORZE, ENTIRZEA R W I EABREARFRARRKT.

o JBE I GC, FERAREAICEHIFBHCY, MEFRHE(ANCA+, i MmCBEIESE). ANCABGIER %= X A > IZRTX, Mepolizumab, 5% Benralizumab*°
Reslizumab , dupilumabZ EABRWLNETZA S,

Discussion

« EOTAXIN3 : 37 AEGPA, 123 AHC, 138 AXFBB(HES/BF4E R /SLER E) T, hy b A7 %SOpg/mI\t’a“% &, Active EGPAE Z DD EERIZH LT,
RAEE8T.5%, RrFE98.6%, ROC 0.9887 £ R4F. Eotaxin3EEF DSNP & EGPA & DBIE |E 7Rt T (Rheumatology 2011:50:1823-7) . Eotaxin3 |3 & PRI 7
CIEEBMEDRE CHREMENDWT 25 THA VT, FREKOEBEIEECICEE L, EGPADEFHEICHERET 28HED H 5. HESEHESMIERIE
TEASTLDE,

MIREE D /SR — v 13 L FEMHZEXA(MM) 54%, Polyneuropathy 16%, Mononeuropathy 23% & D45 () clin Neurol 2017;13(1):77-83)



Genome-wide association study of eosinophilic
granulomatosis with polyangiitis reveals genomic
loci stratified by ANCA status

Paul A Lyons et al®

~log,, p-value

~log,, p-value

~log,, p-value

All EGPA vs. controls

151

10

5

o/ N
1 2 3 4 5 6 7 8 910111213 15 1719 22
MPO+ EGPA vs. controls
35 - HLA-DQ TSLP BIM CDK6 GATA3
30 - BACH2 LPP/BCL6
i - - —
25 4 f
20 A HLA-DQ GPA33, IL5
—_—
15 -
10 -
5 — T r — : s . % of patients with feature
A E— o o ghaf booge g o
N N N R R Cicreaue MPO+AAV | MPO+EGPA | ANCA-
1 2 3 4 56 7 8910111213 15 1719 22 (non EGPA) EGPA
Glomerulonephritis 85 , 29" ; 9
ANCA-negative EGPA vs. controls
10 1 Cs0ri56 Neuropathy 20 79" 57
GPA33 TsLP |
: \/ Asthma n.d. 100 100
8 Y HLA
= B Eosinophilia 45 100 100
1 ¥ . " . o - Pulmonary hemorrhage 17 4 4
fogdige vt ®l f wEalos ool 3ol L
R AN YT RR S V] R R | 4 Ear nose or throat 32 81 88
2 ﬁ i i Pulmonary infiltrates 20 45 by 61
0 Cardiac involvement 3 15 ) 30
1 2 3 4 5 6 7 8910111213 15 1719 22 | Rituximab response 98 i.80 : 38

HLA-DQ

mSie |

BCLal1t v rs34574566
i . |

CDK8 v

e

[Nat Commun. 2019;10(1):5120.]

All patients ANCA - ve MPO + ve MPO | ve vs. ANCA ~ve Bonferroni-corrected
n=534 (%) n =352 (%) n =159 (%) P-value P-value
Eosinophilia 534 (100)
Asthma 534 (100)
Newrgpathy _._........ 339 (635) .....eeese 201371 LS8R A5X10 8 o reeerereraeend 36x10 %
Lung, infiltrates, T LN VI A 11 (1) S 2K L) R OO0 .., 00078
ENT 458 (85.8) 309 (87.8) 128 (80.5) 0042 034
Cardiomyopathy 135 (25.3) 107 (30.4) 23 (14.5) 0.00020 0.0016
Glomerulonephritis | 83 (185) . ....] £ R NN o R 323005 282007
Lung haemarthage 22 (40) 14 (4.0 7(44) 10 10
Purpura 137 (25.7) 91 (259) 37 (23.3) 060 10
Positive biopsy* 212 (4131) 145 (42.97) 60 (38.57) 0.40 1.0

Chromosome

« EGPADGWAS (676 ADEGPA, 6809 A D Ctrl)
ANCA*T EGPA: HLA-DQ
ANCA- EGPA: GPA33, IL5/IRF (HLA-DQ#ERS%)

mAFEGPAICHE: 7SLP, BCL2L 11, CDKE,
BACHZ, LPP

7/8 variantsaFEE Bk & B E.

ANCA+ EGPA: EGPA®D1/3, MPO-AAVDES
PRIV CGRERIR B ) = £, HLA-class |
CEEET2ECREEREORIEARNEZT L.
RTX*; 5 RIC R L. AIBFIE

« ANCA- EGPA: iFEREK It B2 fE = A F, Fi -
MRZ, BeWiE7z L, HLA class | /1l & S
B L. IBD EBEET B GPA33H X, iR/
N THEETNEDFEREINS. /LSFEET 3
7= Mepolizumabh L Y BZhHDH L L7 L.




Update on eosinophilic granulomatosis with polyangiitis

Shunsuke Furuta’, Taro Iwamoto, Hiroshi Nakajima [Allergology International 2019;68:430e436]

Genetic predisposition

TSLP. GATA3, SOCS1, LPP, TBX3BIM, CDK6, BACH2 HLA-DQ, HLA-DF ° EG PA ‘j: AN CA 75\\
FirE A % IRRE &
Eosinophilic inflammation } St in"a"_‘_",‘ﬁﬁm_,__ ZZ,YF @ﬁ Etk él:l_ f_ H

sue /[ |  Oyukines ") FIRE I A J_'F@: e AN
/J:I:]— L/ VU \

« ANCADYEALRK :
BT 1B ¢ 0,
REIRB &, BF

~ FERERME %

slalalaletalets /B\Hj] :JAQ = H%%

BT B e

S B JaieR

Drugs, Infection, Inhalant antigens

Alveolar
Asthma | ;

Eosinophilic
pbneumonia

Glomerulonephritis

Eosinophilic Eosinophilic
gastroenteritis cardiomyopathy




lable 4| Key clinical trials of therapies for EGPA

Trial Population Intervention (n)

Ribi et al. Treatment failure or relapse on GCsand IV-CYC(10)
GCsalone, limited disease, 1996  versus GCsand AZA (9)
FFS=0

Puéchaletal. New diagnosis, limited disease, GCs(25) versus add-on

1996 FFS=0,included other AAV  AZA(26)

MIRRA Relapsing or refractory EGPA, GCs (68) versus add-on
stable GC dose (7.5-50mg) SC-mepolizumab every
4 weeksfor 52 weeks (68)

Guillevinetal. Non-severe EGPA (included PAN) GCsversusadd-on PLEX

(18 intotal)

Guillevinetal. Severe EGPA (included PAN) IV-CYC and GCs (6)

versus add-on PLEX (8)

Key result

No significant differencesin
remission; CYC 5/10,AZA 7/9

No effect on combined end
point of remission induction and
relapse

Mepolizumab effective, mainly
in allergy-related manifestations

No benefit, results grouped
together with patients with PAN

No benefit, results grouped
together with patients with PAN

[Nat Rev Dis Primers. 2020; 6: 71.]

Other findings

Most patients remained
on GCs

No change in
exacerbationsof asthma
or rhinosinusitis; long-term
outcomes similar

Post hoc analysis suggests
>75% of patients derived
benefit

Reflects historical
grouping of disease

Reflects historical
grouping of disease

GPA/MPA &L 27 V) RCTAY%E &7 LD A IRIK (MIRRAZER Z BR <)

BRL © KEGC (PSL 1mg/kg), ¥R - BAEFI(FFS=1)T
, Mepolizumab (MEP) % Z&.

MERFEOS ¢ AZA - MTXGE

PR D RBARREE TIXIVIgHERA DB RN, [Alergol Int. 2007;56(2):97-103]

VCY/RTX.

Refs

245

210246

143,211

248



Eosinophilic granulomatosis with polyangiitis (Churg-Strauss) (EGPA)
Consensus Task Force recommendations for evaluation and management [EurJ Intern Med. 2015;26(7):545-53 ]

European Respiratory Society (ERS), Foundation for the Development of Internal Medicine in Europe (FDIME)

BB activityx — A —IE 77740 Five Factor score revisited

2. BREEA  GCHA@EY). ERET PSL 1mg/kg [A] FEH65m L
%ﬁgiﬁg\ : E%{%ﬁﬁz (/%mﬁzﬁi‘ﬁg%%tcy)%- EfE R4 (Crz 1.7mg/dL)
iR fES - EER - ffd - RERAEE LX) Tl DRL (kB CBERREE 2 |
GCELCYHIR. FFSLAADEY 2 AT HE4 % [B] RN
_ EERE (B - - PR
4, #EEEE  BAEEE TAZA or MTXHEEE [C] \
i 0 tEERE(E - & REEED) AL

5. JEEEHITGCE IR, PSL<7.5mg FEH| <t ins X " s (GPA/EGPA)
(CHUSPAN 5& T1/384%) [C]

PEIZEEITH . ANCABRM/RPGN/FEZ ¢4 5T [D}

S I ™

[Medicine. 2011:90:19-27.]

RTX : ANCARS M BYRZ i BUEERE CE & [C] FFS(2011) =1 CEGPAR U X 7
. VIR . CY&EID D HEERRT A RCT L7 Wy
IVIG : SBBRIEHLME C4EJRF T2nd choice, 50CY : 2mg/ke
9. IFNa : 2nd/3rd choice [C] 15mg/kg or 0.6g/m2 (max 1.2g)— 0/2/4w

— e 15mg/kg or 0.7g/m? (max 1.2g)— 7/10/13w
10. oA O b Y = SRIEFE [B] Z e TFHE [CYCLOPS]



ACR Management recommendation (2021) [Arthritis Rheumatol. 2021;73:1366-83.]
EEIED S K EFEDEGPARE S

( Active severe EGPA )

« Active : EGPAICEHI¥ T % H R O FFft or
Z1 9 5 JkfE - AEIR

« Severe : 4£dp * B2 B H I ELR
(Fhfg M, RERIEE L, CNSIIE &, 2 FIEE
2%, WRZ, BE R, ’Lﬂi/Taﬂ)f';Im)

« BERE A : |V pulse GC or BFHEGC
piii vere disease relapse
. afte(:remlssionp CY or RTX
with CYC or RTX
« HEFF (CYEmEAR) : MTX/AZA/MMF

= . . _— 4 « BIAEF (CY or RTX BB A)
MXorZAor  daomlGCr IV pulse GC or mFEGC+RTX




ACR Management recommendation (2021) [Arthritis Rheumatol. 2021;73:1366-83.]
EHES S VA EETIIAHVWEGPAER S

(B SN EHe * Non-severe disease : 445 * sz = &

] M RER D 78 W I E
(BISMELA, SEXHE, mildaeBER, &0
FE O 73 BB B, mild 2 e TEMERE R 26)

s BB

1. GC + MEP
, 2. GC + MTX/AZA/MMF
Nosevre et (7 Nonsevere dsease 3. GC + RTX DllI=(hek

relapse on MTX or relapse on

MEP or RTX

AZA or MMF
oron GC alone

« BPREE (MTX/AZA/MMF or GCEXIEA) :
GC+MEP:E

« HUYARF (MEP or RTXT&EA)
Ex Happroachz® 2 4%




ACR Management recommendation (2021) [Arthritis Rheumatol. 2021;73:1366-83.]

Recommendation/statement Level of evidence
EEIELSSWVWEENOEREA

« Ungraded position statement: IV pulse GCHAEHREGC T EET 5 Very low

« Ungraded position statement: CYHDRTXICK 2 EREBEA A ERBINDIGZELDH 5 Very low

« Recommendation: EfEE A (ZIZCYARTX%E Mepolizumab & V) (3BT = CHRET 3 Low

EEIES S WIEEEFIDOEREA
Recommendation: Mepolizumab & GCIZ & 2788 %, MTX/AZA/MMF & GCIZ &L 588 L Very low to low

ITRGTE THET S

« Recommendation: MTX/AZA/MMF & GCIZ B, GCER LV IR H(TZ THRT S Low
« Recommendation: MTX/AZA/MMF & GCIZ B, CY/RTXEL Y FEfTZ2 TSRS 5 Very low to low
BiRiER

« Recommendation: CY TERRICE - 7-EREHI TlE, MTX/AZA/MMFIC & 2 #ERFEE2RTX  Very low
S ISR THRT S

- Recommendation: Al 5 HDBE TCERICE - T-EER T, MTX/AZA/MMFIC L 2#EHF Very low
B &% Mepolizumab & ) (X EfT & THET 3

« Ungraded position statement: GCOERSHEIRIC D W TlE, BE&E ORKIRRE, MIEER, 1F&(Z  Very low to low
Lo TROONBERETH D



ACR Management recommendation (2021) [Arthritis Rheumatol. 2021;73:1366-83.]

Recommendation/statement Level of evidence

ﬁk’*ﬂ-:a) =b-
Recommendation: CYTEMBEA L =EEANHI B L 72355, RTXICL 2BEMEAZCY L Y IFEZEFE Very low
THET S

« Recommendation: RTXTEMREA L -EREFIHIBYL 7258, RTXICL 2BEMEAXCY(Cswitchd % Very low
S VIFEBFETHERET S

« Recommendation: B8 A L 7-3E=EH (M2 and/or BIEEEE) A, MTX/AZA/MMF S5 FRIZEBL  Very low
7=3%%&, Mepolizumab: 8 MEIL) ) FEZ L Y i:l:#ﬁ%’(?’%“?‘%

. Recommendation: BB A L7-3EEREN (HE and/or BISEERE) A, EREGCERRSHICHEM L7 Very low

I\/Iepolizumabi_jJD%I\/ITX/AZA/I\/II\/IFiJJDJ: DITRETETHERET S

. Recommendatlon IsEEN S <, BREE A L 7-3E=RER (%8 and/or BIEFEEE) A MTX/AZA/MMF#  Very low

S ZEB L 7-35%E, MepolizumabiBil% Omalizumab BN & V) (3BT & THET %

%@%@%ﬁ
Recommendation: RA{IM IV ST 5 O ZETEGPATIE, A DT % (T E THERT 5 Very low
« Ungraded position statement: JEEIM4E DM E and/or BI2EEE D H 2 EGPATIL. MINIVETFEZZEZR Very low
TlE7z W

« Recommendation: EGPATIL, Z2HRFICOIT I -8B A21TH T & 25T E CHERT 3 Very low
« Recommendation: EGPATIL, FFSAZ R W/ jBE At A HE T 5 Very low
« Ungraded position statement: CYARTXIC K 2 BREEAAEREINDIHZAENH S Very low

« Recommendation: CY$% L < IZRTX¥E S L TWABEGPATIE, PcPFIHEE S % &M1& THRE T 5 Low



Churg-Strauss Syndrome With Poor-Prognosis
Factors: A Prospective Multicenter Trial
Comparing Glucocorticoids and Six or Twelve
Cyclophosphamide Pulses in Forty-Eight Patients

FRENCH VASCULITIS STUDY GROUP

2 100 — ¢cyc Disease-free
s o e 12 CYC
=

m-n
:E 604 1 s, mmmmm————s s
i b A12cvc!
g of o BT
= 30+
% 204
2 104 ﬁ 6 CYC
ﬁ '} | | | ] 1 1 ]

(1] () 12 18 24 30 36

Months elapsed

——12cyc  Event-free
-6 CYC

——————————

Event-free survival rate (%)

FES# Y CSS (2007)

[Arthritis Rheum. 2007:57(4):686-93.]

Prospective RCT, Multicenter, 8 #R%.

FFS (1996) = 1DHT#EZHTCSS 48 AITXId %
IVCY 6[a] & 12[5] 0 EhEE iR, FFS1:n26, 2:n19 3:n3

6 CYCEE (n=23): IVCY 600mg/m?2/2-4w*6
12 CYCE% (n=25): IVCY 600mg/m?2/2-4w*12
GC: pulsef® PSL 1mg/kg*3w, LIt Ik
CYIZNeu<1500T50%jEk, Cr>500umol/L T
500mg/m2IZ8 =, Mesnali®x &, STEH
Outcome: BEfFE AR, B, AE, 58T

$E B FRZE A 2 (6CYC 91.3%/12 CYC 84%, NS),
BIASK (78.2%/52%, p 0.07), AE (47.8%/52%, NS) ,
ZETC (8.7%/8% NS) BE =74 L.

Minor relapselZPfR % & 6CYC L ) 12CYCHMES L
7= (17.7%/46.1%, p 0.02), Z=EAFTY) © N5 5& T

sEm: BERECSSOBEIC L, 12[8IIVCY A6[E]IIVCY & Y
BNTWS.



FFSO B4
IVCY/AZA

Treatment of Churg-Strauss Syndrome Without
Poor-P?ognosis Factors C H U S PA N (2 00 8)

[Arthritis Rheum. 2008:58(2):586-94.]

A Multicenter, Prospective, Randomized, Open-Label Study of
Seventy-Two Patients

French Vasculitis Study Group . Open |abe| MU|tICe|’]teI’ RCT 10&%%,11

Disease-free « FFS (1996)20@714'?%% CSS 72/\%(:8@%[ Tﬂﬂ%, /D%%
survival B (PSL>20mg) or B8R 19 BIICAZA & IVCY & BT 1T LLER.

. CS: pulsefs PSL 1mg/kg*3w, LI EE
14 70% e « 93BN CSEFITER, 35%NHIA (FIT6ELIFER).
5{ 5% 54% « AZAEE (n=10): AZA 2 mg/kg, 6751 B
10%: 37% IVCYEE (n=9): IVCY 600 mg/m2/2-4w*6a]

0 12 24 3 48 60 72 84 9% 108 120 o %i% AZA 5/10 |\/CY 7/9T%ﬁ fiiﬁk_ (ﬁ%%fib)
AFXRT 14 100%, 5FE97%.

* Followf& THF7T9% A ERECS % ME T, F ICHEIRIFER

-3
i
L

Percemt survival

Overall survival

I I &S 2. 31%CEIERH Y|

0 I - f&am: FFS 00 @ F2| iEﬁ%’CCSb\ IR (FFSnE
o 009 RIS 7). BT LS < BAAE NS, AZA,
o— VCY & b2 212, % < COSHENREET .

O 12 24 36 48 60 72 84 9 08 120



Long-term outcomes of 118 patients with eosinophilic

granulomatosis with polyangiitis (Churg—Strauss syndrome)

enrolled in two prospective trials

Overall survival J
1.0
w .
= 0.8
E 1 year =98% o
3 0.6 3 years = 94%
= Syears =92%
& 04 7 years = 90% o
>
Q0.2
[ ]
0.0

0 20 40 60 80 100 120
Months *

Relapse-free survival

| MPO-ANCA | vipo

Eosinophils >3,000/mm?

__________________

.............
—————

2 "2 'MPO-ANCA" ! e Eos=3,000| e
0.0+ 0.0
0 20 40 60 80 100 120 0 20 40 60 80 100 120
Months Months

French Vasculitis Study Group

CHUSPANZ# (2013)

[J Autoimmun. 2013;43:60-9.]

FVSG®D 22 M 0pen-label, RCT# £ & & 7=

[A&R. 2007:57(4):686-93.]
[A&R. 2008:58(2):586-94.]

##% EGPA 118 A, FFSEUEL &L

Follow-upHAfE1£81.3+39.6 1 .
BREII>00%72H, BIRIE38% TRD 5.

BAL 7=57%APSL <10 mg/day & 75 - 7= = THEKA.
RIS 1329%, ST 14£10%.

EFEXREFE L PEOEEEICE 5T 7FTI0%.

65 A EAFETICEETY 5 ME— DA F.

Bir) X 7%, MPO-ANCABIE T <, Eos >3000
/mm3T“TEE\,\

S S REHRESNEHEL LT

thim: EGPADEdr T2 13, FFSTERIL Lfmﬁ‘%ﬁ%
EIEBICE L. EX% iiﬁ@’é, H I MPO-ANCABS M & |
baseline D FEEER <3000/ mm3DEE THAHNS.



. .. T . ERRE A
Treatment of Systemic Necrotizing Vasculitides in Patients -
; ; I IVCY
Aged Sixty-Five Years or Older CO R AG E <2 O 1 5)
[Arthritis Rheumatol. 2015;67(4):1117-27.]
Results of a Multicenter, Open-Label, Randomized Controlled Trial of

Corticosteroid and Cyclophosphamide—Based Induction Therapy R Open E bel mu Itlcenter RCT 3$E
/__|_\ .
« Sip (65mLL L) DFTFIEZHT SNV (Systemic

-

"\ SAE free % necrotizing vasculitides) (X33 B IVCY D L ER A BE.

. « Low-dose CY&$: [VCY 500 mg/body/2-3w*6 (512.8g).
fa e GC 60mg — 9M off, n=53 (GPA21/MPA21/EGPAS/PAN3).

A i Low-dose IVCY o CtrlZE: IVCY 500 mg/m?/2-3w*max6 (£15.5¢).

o] o N | ipniine s GC 60mg — 26M off, n=51 (GPA15/MPA23/EGPA6/PANT).

Tt % b 3 F FF EFR Aos % o= EGPA/PANIZ1996 FFS= 1D ACY{EHA, 07 5 GCD .

Time (monihs) Tme (months)

o HEIEIZAZA or MTX (or MMF), 21K 18M#EF

Y | mmwmsmmemizme. o Primary outcome: SERI CEROEEER 21

o ————— — - m— Secondary outcome: Ef% (BVAS 0; 1M), BIAER

%f e 00 08 e v v v e $EER: Low-dose CYBEAYSAEA 72 LN (60%/78%, p=0.04).
< L o s EERRACBN (11%/14%, p=0.71), FIMAZE (44%/29%, p=0.15),
e ot O S S s i Al g FET (17%/24%, p=0.41)1 EM# A

A PAN/MPA/EGPA® 3% FFS DA 4E T 14  tulk, o fEim: SupSNV TldLow-dose CYASAED N, B
FFS= 10 aFCtrBt 6 IVCY & LIEFI D4 & 1) CY R (I E T L. B IZLow-dose CYD AHZ LV

El+ THETZ %. Low-dose IVCYEETIEERRE ALK R ) _
EAME <, BRENE <, ERAMEL (EEE ) BREIIT W (GCaRBENTELHY S ).
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Adding Azathioprine to Remission-Induction Glucocorticoids for Ei*z’ij\
Eosinophilic Granulomatosis With Polyangiitis (Churg-Strauss), C H U S PA N 2 <2 O 1 7)

Microscopic Polyangiitis, or Polyarteritis Nodosa
\githouf POI)r Prognosi; Factors [Arth“tls Rheumatol. 2017; 69(1 ) 2175_2186']

A Randomized, Controlled Trial o DOUble‘b“nd, mU|t|Center, RCT, 52\/\/

French Vasculitis Study Group
o BXEFSNV (Systemic necrotizing vasculitides) M

73E 3
PSR O$IRERAE % % (EGPA/MPA/PN) GCTRMGANY o717, 255 T1/3BI

GCICAZABIMTERE A L 727 failure AZNEND 3R % KL

o o FTARFIESNY 95N (1996 FFS=0, EGPA 51/MPA
o e Piacebo | 25/PAN 19) % 282 {
e , « AZA%* (n=46): PSL 1mg/kg*3w (12M#Eoff)
A + AZA 2mg/kg (12MTH1E)
oo AZA s - Placebo®f (n=49): PSL + Placebo
& 02 Relapse free = « Primary end point: 2dM D EfE - BIREK

S S S——— o $EE 2AMBEMR AZA 47.8% vs Placebo 49%

vt o s smcemnsememen (p=0.86). GCEHZEbH Y A L
« JEEFESNVEREE A ([CAZAEMIIIERZ L.




Rituximab for the treatment of eosinophilic RTX retrof&#r (2016)

granulomatosis with polyangiitis (Churg—Strauss) [Ann Rheurm Dis. 2016:75(2):396-401.]
20
i BVAS score . Multicenter, RTX# 5 D14 A [ = #24FT.
14 « EGPA 41\ GEERIETLIME 15, BIR 21, 3748 5).
Eié : ANCA+ 44% (PR3 10%, MPO 22%).
e z | e« RTX: 375 mg/m?/w*4 (n10), 1000 mg/2w*2 (n30).
: l l | _ USA s, 220 M4 E)
Z —— : i i . Bie= BVAS 0, Ein&EfE= BVAS<50%
Months ¢ 64 H: BiE 34%, aB B 49% (5183%)
124 B: B2 49%, ERH B2 39% (5188%)
35.0 PSL dose
Rso.o ' e PSL i67ﬁ/12’7’ﬁf $%Tﬂ£
L - ANCARSHBI D AN ERES L 1I2MOBRT
§1501 ¢ T ANCA+ CR 80%, ANCA- CR 38% (p=0.013)
00 R S S - BIEF: R 150 (FRERL 6f1).

00— 3 : > 3 o f&am: RTXIIPSLEZ B L, BERERF L,

Months
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Intmvennus.immutnngln.b.ulin for (:hrnnic.resi.d ual peripl}fa{'al 3'51%/ ;FEF%BE g'_IZIEI_IVI g (2 O 1 5> IVlg

neuropathy in eosinophilic granulomatosis with polyangiitis
(Churg-Strauss syndrome): a multicenter, double-blind trial [J Neurol. 2015;262:752-759.]

=
Tl
=

« Double-blind, multicenter, three-arm
4w 2w Ow 2w aw 6w 8w 10w treatment period, randomized, pre-post trial.

e N T o Pt « RIMRETIIER & FHI S N2 A, RIFEHRE
- course | course | course — Kb §§Y_ LT EGPA,U% 23A7§ S(]ng

A group IVlg | placebo | placebo e 7 ‘/&A 3%$ /\ j— %giﬂng 10—X t
B group | placebo | IVlg | placebo p|aCebO 21— X %?XEIQ_ %5 (kEEX).

C group | placebo | placebo Wlg ° §¥'fﬂﬂ Lj: Zi@/-ﬂj_—, Si@ﬁaﬂ ’/[__|_' :)
e S
Table 2 Sequential changes in MMT sum scores after intravenous immunoglobulin administration ° I\/I I\/I Tég‘l‘SCO re, IV | g 2\/\/?& a&% (p:OOOZ) . 8@_
a. Baseline® b. 2 weeks c. 4 weeks d. 6 weeks c. 8 weeks p values* ,Té 0) E%%%g$,faﬂ 0) H:l—_]': ,Iﬁ\ i T\ 5&]% j: TZ_F—_ %j,_ﬁ
b-a c-a d-a e-a

« MMTX 377 3L T DEHAZL, IVIg 2wig B>

MMT sum scores and the change in MMT sum scores

Group A 11000 + 12,56 11813 £ 1115 12275 £9.99 12381+ 10.16 12450 £907 0046 0015 0016 0011 (p=0.004).
(n=8) 813+£949 1275+ 1129 1381+ 1244 1450 £ 11.87
13 %9 275 + 112 381 % 12, 50+ 11 XN DR IE /ﬁﬁ
Group B 117.19 = 11.50 123.00 £+ 1320 128.06 + 1305 12781+ 1140 12863 = 1121 0022 0019 0014 0006 * ’Jf¢l %:I:K@ ES %VAS, IVIg ZWT C % (p=0.005).
(n = %) 581 £562 1088 = 1012 1063+ 924 1144 + 8.36
Group C 112.86 + 23.83 12036 £ 1249 123.50 = 1022 12436+ 999 12807 £801 0214 0151 0125 0059 =
(n=T7) 750 £ 1426 1064 £ 17.12 1150+ 17.09 1521 + 1729 ibA af

W L e id moos s masseise TR IRIMARE TIIEAR & I S 1D ARE R A
MiERFEL TWAEGPAIZX L T, IVIgiEZEE S
ZXREETH B.




Mepolizumab or Placebo for Eosinophilic

Participants with Remission (%)

Participants with Relapse (%)

MRS

Mepolizumab

MIRRA <2017)

1(:;: int{&gggon Screeming  Intervent ion period: 13 doses perlod

80— Odds ratio with mepolizumab, | Up Baseline 4 & 12 16 20 24 28 32 36 40 44 45 52 56 &0

70 pfbg.(l)o(f PHERRISE) i : LTaperingofuralglucucur‘ti{udFrom'ﬁ‘-t-! Weeks

. TR Double blind, multicenter, RCT, 52w.

. P<0.001 Mepolizumab i _ _ N N

] : Mepolizumab (MEP: X-%7) : #iTIL-530iE

al ISR AwLl B L, PSLEHE + REIEIH & 4 > 72
B/ AEEMMEDEGPA 1364, 1:1Z(F.

I T T I i I 1
Base- 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
line

Week

PC 82%

100 Hazard ratio with mepolizumab,
g0 032 (95% Cl, 0.21-0.50) Placebo |
P<0.001 e
80 |
70 R
| E !
gi Mepolizumab
.| P<0.001
40
30
MEP 56%
20—
10
0 |
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks to Event

MEPE$ (68 A; ANCA+7A): 300mg/4w (48w £ T)
Placebo®f (68 A: ANCA+6A): Placebo(PC)/4w sc

FHH: PSL 2-4wEEERE. MTX, AZPIZEE (VCYBA)

FHREX* MEP 28% vs PC 3% (OR 5.91, P<0.001)
*(BVAS 0, 52wPSL<4mg)

BIAE: MEP 56% vs PC 82% (OR 0.32, P<0.001)
A4-52wTPSL<dmg: MEP 44% vs PC 7% (OR 0.20, p<0.001)

faam: MEPIZEAEERZIEC L, GCRo T




