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v Remission induction for active, severe disease



v'Remission induction for active, severe disease
@ IVCY & Y RTX T Rt & TH 12

« RTXlZcyclophosphamide & A& D EREAN DFHEARCT CEERA S 11729
 cyclophosphamide ® E[B#% 5 T, iF PRI CEBEMES, NEDO Y X7 H Y,
IR LIS T NIEREREECAED Y X7 HENT 5.
« RTXDregimenl%375mg/m2(every week/&5t4[E]) or 1000mg(1,15) A d V) hE L FE.
« cyclophosphamidelZRTX% & 2 EH B 5 K, RTX THERN T2 DEEH IZHFERE.
« IVCY or POCYIZEBE LEEBDIHFAICL > TROONS.
 cyclophosphamide E RTXZHA L 7-EREABEDETNED T — X LR ERY
o HAEEDBEAITHN TS, (ClinicalTrials.gov : NCT03942887)

(9) RAVE: Rituximab versus cyclophosphamide for ANCA-
associated vasculitis. N Engl J Med 2010:363:221- 32.)
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Exploring Durable Remission With Rituximab in Antineutrophil Cytoplasmic Antibody(ANCA)-Associated Vasculitis (ENDURRANCE-1)

—~ s p—_— . s R N Fa Lot s

Study Design Goto | v —

Study Type @ :  Interventional (Clinical Trial)

Estimated Enrolment @ : - 47 participants

Allocation: - Randomized

Intervention Model:  Parallel Assignment

Intervention Model Description: - open-label, 1:1 randomized, prospective study between RTX with cyclophosphamide and RTX alone.
Masking: None (Open Label)
Primary Purpose:  Treatment
Official Title: ~ Evaluating Favorable, Immunological Effects of Rituximab With Cyclophosphamide Compared to Rituximab Alone in AAV Patients

Actual Study Start Date @:  May 3, 2019
Estimated Primary Completion Date @ :  April 1, 2025

Estimated Study Completion Date @ April 1, 2025




v'"Remission induction for active, severe disease

® EAEHIDEREAT II—FOMmiEaciEIREFE THEELE L

- BREMOIOETICMERER(PE) ZIT I NETIEAR L.
o BREFHICPEZITo - KERERKREAEN2OH 5.
@O Cre>5.8TEA LA, ESRDD Y X7 (FET LA=HIETERIZET L ALy, 13)
@ conventional vs conventional + PED LLER CESRD R TR (ZEH V) 2 L. (19
—>INH2DDMEL HPEEITTESRDD Y X7 HNBD RIBEED B 5.
« PEZITOT4DDOMEL O, BEIED Y X7 A< 5. (risk ratio 1.19 [95% CI 0.99- 1.42])
- RERFOBHEE BHEET ORE, AERIGME BRE~NDOMELR &2 ER L T, ESRDEITD
)27 HEWEEAPEEITS &R,
(13) MEPEX: Randomized trial of plasma exchange or high-dosage methylprednisolone as
adjunctive therapy for severe renal vasculitis. ] Am Soc Nephrol 2007;18:2180- 8.

(15) PEXIVAS: Plasma exchange and glucocorticoids in severe ANCA- associated vasculitis.
N Engl J Med 2020;382:622— 31.



v'Remission induction for active, severe disease

& i f2 M| D BERFEAN T, MEFAHE0DEN % KT & THZE L AL

LL

e B MICPEARIT 70232 0H A D A TR EHESR(CE L0,
ZDT-HPEDHENL L 7-H KT < BREED ) R DB KT 3.
e MIPAHAL,—BPDOBREBEIRETCESHE SEICKIL LAEWEIZITD

(plasma exchange as “salvage” or “rescue” therapy)




v'Remission induction for active, severe disease
& EABE L L T,23 )L X Hrhigh-doseDGCsik5E A 1THhN 3

e /NJLX & high-dose’ LB L 7= FF 52 1 75 L

¢ GCsldstandard-dose &k V) ,reduced-dose % 5441 & TiHdE

o« TRVTDIIE TlL,reduced-doseldstandard-dose & ESRDX2E =D & &
IXRIEFETH Y BHEY X7 xFE 5 LTz,

(15) PEXIVAS: Plasma exchange and glucocorticoids in severe
ANCA- associated vasculitis. N Engl J Med 2020;382:622- 31.




. |Standard dose (mg?) Reduced dose (mg?)

Week PRI

INEN VN 15
13-14 QVAs
15-16 K¢
IVENE N 10
19-20 §As
yARYV N 7.5
23-52 |8

50-75 kg >7b kg <50 kg 50-75 kg >7b kg
pulse pulse pulse pulse pulse
60 75 50 60 75
60 75 25 30 40
50 60 20 25 30
40 50 15 20 25
30 40 12.5 15 20
25 30 10 12.5 15
20 25 7.5 10 12.5
15 20 6 7.5 10
10 15 5 5 7.5
10 15 5 5 7.5
7.5 10 5 5 5

7.5 7.5 5 5 o)

5 5 5 5 5

(15) PEXIVAS: Plasma exchange and glucocorticoids in severe
ANCA- associated vasculitis. N Engl J Med 2020;382:622—- 31.
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Low-Dose Glucocorticoid Vasculitis Induction Study

JAMA | Original Investigation

Effect of Reduced-Dose vs High-Dose Glucocorticoids Added to Rituximab
on Remission Induction in ANCA-Associated Vasculitis
A Randomized Clinical Trial

Shunsuke Furuta, MD, PhD; Daiki Nakagomi, MD, PhD; Yoshihisa Kobayashi, MD, PhD; Masaki Hiraguri, MD;
Takao Sugiyama, MD, PhD; Koichi Amano, MD, PhD; Takeshi Umibe, MD, PhD; Hajime Kono, MD, PhD;
IKazuhiro Kurasawa, MD, PhD; Yasuhiko Kita, MD, PhD; Ryutaro Matsumura, MD, PhD; Yuko Kaneko, MD, PhD;
Keita Ninagawa, MD; Keiju Hiromura, MD, PhD; Shin-ichiro Kagami, MD, PhD; Yosuke Inaba, PhD;

Hideki Hanaoka, MD, PhD; Kei Ikeda, MD, PhD; Hiroshi Nakajima, MD, PhD; for the LoVAS Collaborators




Weeks

Reduced-dose regimen

High-dose regimen

1-2 0.5mg/kg/day l.0mg/kg/day
3-4 0.25mg/kg/day 0.8mg/kg/day
5-6 7.5mg/body/day 0.7mg/kg/day
7-8 Smg/body/day 0.5mg/kg/day
9-10 dmg/body/day 0.4mg/kg/day
11-12 Img/body/day 0.35mg/kg/day
13-16 2mg/body/day I Smg/body/day
17-20 Img/body/day 12.5mg/body/day
21-24 Omg/body/day 10mg/body/day




v'Remission induction for active, non-severe disease



v'Remission induction for active, non-severe disease(GPA)

@& IVCY RTX&E Y HMTX % {1 = ¢tz

» non-severe & [ IEMVCEREBD TIERD TN L.

o« MTX,JIVCY,RTXAEIRE /=D, =D o IVCYIZEET 5N 5.
MTXERTXZEZELLE L 7R IEH WA MIXOANIE TV IANEE.

o RTXIZAF,BREEFEMIXTER, 3> 7747 > XICHEED D SR THER.



v'Remission induction for active, non-severe disease (GPA)

® GCsEIF& Y MTX+GCsTORMERMN & T2

¢« GCsmEEZR/IRICTA27-OMTX+GCsiiFAAZHIET 5.
e GCsHEMTHERT A NIZETADOA MMOEF TCEREATETHRWNGE
BE 5 LT ARIR D A4



v'Remission induction for active, non-severe disease (GPA)

¢ GCsIZIZ,MMF,AZA L Y H MTX D % 5411 & THEE
+ MTXIZAZAMMF & Y 6 TEF Y AN BELDA NS HBREERY 5 50

® GCsIZI,STAF & Y & MTXD % £MT & THE
e« BEDOBENLSTARIL Y HEMTIXAESHTH 1D

(11) NORAM: Randomized trial of cyclophosphamide versus methotrexate for induction of
remission in early systemicAAV. Arthritis Rheum 2005;52:2461- 9.

(17) Therapy for the maintenance of remission in sixty-five patients with generalized Wegener's
granulomatosis: methotrexate versus trimethoprim/sulfamethoxazole. Arthritis Rheum1996;39:2052- 61.
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v’ Remisson maintenance

@ IVCY or RTXTERE A% I3, AZA or MTX & Y RTX k% (T = Tift1s

o IVCYERBE AR AZALY HLRTXDAHEREHE LGS,

o [VCYEBEBEARZR MTXEAZAD BEEHRFR (L RIF1.

¢ MTXAZARRIARIGZEMELAH Y, T X FH R L.

« RTXOR=Z,6 5 B&H12500mg,1000mg,4» B&E(Z21000mg & E@EA = T A

(18) MAINRITSANI: Rituximab versus azathioprine for maintenance in
ANCA- associated vasculitis. N Engl J Med 2014;371:1771- 80.

(19) WEGENT: Azathioprine or methotrexate maintenance for ANCA-
associated vasculitis. N Engl J Med 2008;359:2790- 803.



v’ Remisson maintenance

 RTXI3,ANCA{E,CD19* BI#IFIH & ) & EHINI 445 5 % ST & THESE

« ANCAE & CD19+BfEfaZticE DU 7-tailored &, fixed(FHR) TIZEMAX|Z R 22,
o I H A ZIHA/NETWN(GPALLT,MPAS) EHEX A A X LA E Dlimitationd V) .
« CD19(51EBMREA L NV ANCARRETHHEMMT A Z &b H ) EELIEZE TIE AL,

(22) MAINRITSANZ2: Comparison of individually tailored versus fixed- schedule
rituximab regimen to maintain ANCA- associated vasculitis remission: results of a
multicentre, randomised controlled, phase Il trial. Ann RheumDis2018;77:1143- 9.




v’ Remisson maintenance

@IVCY or RTXEE#E,MMF & 1) MTX or AZA% Sf{4 & Tie2
e MMFIZAZA X ) BIASK AN F L0,

& IVCY or RTXERR#%IL,LEF L Y £ MTX or AZA%Z {41 & TiElE
e MTX Y LB CLEF D BRR IZ(E LAY, 30mg/ BEH O 7= 8 TR AN E L oo

& GPADERLIL, STEH L Y MTX or AZA% S84 & Tt iz

(23) IMPROVE: Mycophenolate mofetil vs azathioprine for remission maintenance in

antineutrophil cytoplasmic antibody— associated vasculitis:a randomized controlled
trial. JAMA2010;304:2381- 8.

(24) Elevated relapse rate under oral methotrexate versus leflunomide for maintenance of
remission in Wegener's granulomatosis. Rheumatology (Oxford) 2007;46:1087- 91.



v’ Remisson maintenance

¢ GPATEMRZICHIFARNDOSTEH DB L A1\ T & IS E THE

» BIEERAEICEWNIH BMEFRPHRRBIED Y R I 0 H 5.

Tr|methprlm/sulfamethoxazole 800mg/160mg 1 H?2[=
« PCPFBRICIZSTERIDEILH Y

o] E MTXIZHEHEERD Y X 7

4 RTX%%ﬁ#’fﬁ?—er’—i‘FL,ffi )iRTRELEEYysO7Y
(IgG<3g)ZRdNIXy /'O 7 V) v D7 % (T & Tl

c By O7 Y EREARYIRL TWASLS,400-800mk/kg/ B DT % 85T
-Wn% BORLLTH, T I7F Vv RISHIYET L TWABE HFET x> ERET.



v Treatment of disease relapse



v Treatment of disease relapse

¢ BT CRTXKRERADEEEFEGITIE,IVCYL Y
RTXTOBEEMRSAZRKE(TE THE

e IVCYEE#ZDOBATIEL,POCYL Y HLRTXAHFMO.
« CYCOEBEHMENLEIT b NS.

& FHRHESS CRTX(EF O EE BN, RTX Y
VCYTOBEREN & R & TS

» 5O, RTXIG5®DOBETIHIVCYD AN RTXERIRG D o IBINZWTWLWD 45
RTXBEREVEMN R EERDORFTHERT 5.

(9) RAVE: Rituximab versus cyclophosphamide for ANCA-
associated vasculitis. N Engl J Med 2010:363:221- 32.)



v Treatment of refractory disease



v’ Treatment of refractory disease
& IVCY or RTXTEMME A A0 3 285 B & Y 5~ DL E
&K (TZE THRE

e |VCY,RTXTERE AR B0 I C,BRIECIME Xmimickerz®& 2.5 N X,
+ AN—BRTEAWVBAL 2RI VMSICEET S & 2 #E

& SREAHEGIE,IVIgDBIN%EFET = TR

o BREHEFICIL—TF > TIVIg2g/kg) DEBIMIZT B NE TlHAR WA,
RTXCIVCYDHENE S £ TCORBEOFRIEEE T 5@,

(29) Intravenous immunoglobulin as an immunomodulating agent in antineutrophil cytoplasmic
antibody—associated vasculitides: a French nationwide study of ninety-two patients.
Arthritis Rheumatol 2016:;68:702— 12.



v Treatment of sinonasal, airway, and mass lesion



v’ Treatment of sinonasal, airway, and mass lesion

¢ GPADRIEERFEZE L.t;t,éif'ﬁi%’(‘%%ﬁﬁ?ﬁif(i‘f'l."lil':?i,:f'ﬁ:ﬁﬁ'J
2704 F)HE

¢ GPAOERICKET I Lo RFRERIECESEOBEFIZ

TS THER

¢ GPATEMT,[REAICKEREELGHNIT, X701 FBRED
A ERYIL R & Y SEINEIRI TORE %= FJMETE THE

« X7 0O I\)%/EEO)%ME']?F?E L, 124 DRRIEA A2 O R N H] & T
IS LI WGEEIZITY D EEREELRGSIIVHI T OIELH 5.

Ty
1T}




v’ Treatment of sinonasal, airway, and mass lesion

& GPATIE

S P

% + AR

R U5

R ERE (REGEER, H TR/ B/ B
o= N5 & SR & THER

c TNOHLDEZTIZRTOA RIZLLKIET 5.

s REREEORERNET LS

27

5E) D HNIL,

- fBER T EN T EEDN D NIETF M ZIT.



v Other considerations



v Other considerations
¢ ANC titerD & TREMFIFRIOREZEE L 5L T L ITHKMAT E THEE

« ANCADEIFEREEENGEZ T HI T 2EETZ MR TIE AL,

o« ANCADMEICEREIND & MM ELRBEINHIFIA RS S NAH RS
RIZHEH5HH LNAL.

« ANCAGMED T W T H REIIHIF] Okt A wnE & (LR 5 75 L.

o JERCHEDIREME D SHHTd 5.

¢ IVCY,RTXH 5 S W TONIEPCPFRE I ST & TR

e IVCYIZ/IL—F v RTXIITRIEEHN 61 BLUETPCPFHZ1T.
e GCs=20mg, or+ MTX,AZAMMF3RERIZPCPFBHZ 1T




v Other considerations

& ERICCKD stage5h b, EBIED M % RE(T X THIE

« A AVOEZHE & R E TOBBIEDoutcome X [FEE.
« BEEZRODBWIIH BEFEEZICITTOUBMA LN EFERL 7+4A—9 3

01@0?3@%?%5?55%% U’ﬂtﬁ L\ybi‘ié;:J .I»Eﬁ§—l%—L\E%_:‘i’
IVigD% 5 % ST & TR

» V=T Y TOERSFEND R WA, REIFIFEN T A W (MU, k7% &) 355,
BREANEENMTZA S X TOREARODIVIgE HEEZ




v Other considerations
& HEiRMieE&HED, I EEEDEBEERE 13476,

« AAVIZPEDVTZAZ ¥ omieY) X7 H 5L,
c EEVEEFIMEAIIZA oo o MO MR ERRZF7-7L W 5
aeEE EIL, A ENREL Y LEIE TORTAERET 5.

a3
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v Remission induction for active, severe disease



v'"Remission induction for active, severe disease

& JHA;8E (C 1T, pulse or high dose GCsA AW SHLN 3.
e Pulse or highdosed &L AL WA EIRT T —X L0

& BEEEAIZIE,MEPOL Y HIVCY or RTX% (T = TR

—

e RCTTEEMIZIFRAIN TS D TMPZOhE |FFEIL L TUNA NG

(45) MIRRA: Mepolizumab or placebo for eosinophilic granulomatosis with
polyangiitis. N Engl J Med 2017;376:1921- 32.



v'"Remission induction for active, severe disease

& TEEEAICITL,IVCY or RTXARAWLWLNS.

« EEIMEOEWEEDBRE A C|T [ERREA SIVCYAFHHhL5 @),

e« =) =X TIK,BEMICHRTXA BRI . B ICANCAG T, B X &5, IVCY A
Ex I WEICEE.

o OEREEITIRST L 72k " FRIRF 74 O TOIRZE, ANCARE 4, BB A 4R - B L Es
/BN DH HEFILIVCY D 5F F L L.

(43) Long-term followup of polyarteritis nodosa, microscopicpolyangiitis,and Churg-
Strauss syndrome: analysis of four prospective trials including 278 patients.
Arthritis Rheum 2001;44:666— 75.

(44) Rituximab for the treatment of eosinophilic granulomatosis with
polyangiitis (Churg— Strauss). Ann Rheum Dis 2016;75:396— 401.



v Remission induction for active, non-severe disease



v" Remission induction for active, non-severe disease

& GCs+MTX,AZAMMF & Y GCs + MPZ T ORI SE & TH2E

e« MTXAZAMMFOEBEZNEZ T T —XIZESNTEY, RCT 1375 U,
e MPZIZEH - #5023 ARCTH D V) s B IFEEERIS S ME AREIR(IC
BN TH>71=D, T XTDnon-severe’s M= Aﬂk ﬁxﬂﬂﬁtiT\H (45)

& GCsEH & Y,GCs + MTX,AZA MVIF COEMAME%E REHT & Tt
« GCsaEM2Z2H&E/NRICT A2, MTX,AZAMMFZH#Ed 5.

« TRAR

AN

F D7 WEGPAPN,MPAICAZAZ INZ TH,GCsEMHMLL ED

NRNEED ST ED H D00,

(45) MIRRA: Mepolizumab or placebo for eosinophilic granulomatosis with
polyangiitis. N Engl J Med 2017;376:1921- 32.

(46) Adding azathioprine to remission-induction glucocorticoids for eosinophilic
granulomatosis with polyangiitis(Churg-Strauss), microscopic polyangiitis, or
polyarteritis nodosa without poor prognosis factors: a randomized, controlled trial.
Arthritis Rheumatol 2017;69:2175— 86.



v" Remission induction for active, non-severe disease

4 3FEHF‘1§'HEI: IVCY or RTX+GCs & V) MTX,AZA,MMF + GCs

o IR & SR & THEE

« EGPAIZIZRTX &L U MTX,AZAMMFEDERRBREDZ W-DIFEN 5.

e ¥ Oy PO —ILRBELIEE
7 5 RTX %t Et

SE /S B A (multi-mono& &) TANCARG 14
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v Remission maintenance

¢ IVCYTEMZZEMK L ZEREHF,RTXE Y MTX,AZAMMF
TOiEFF o e &1 & THR

o AZAIZHEFFEE TCX < EHLN TV S A, MTX,MMF & O EEBAfFFT AV 75 U
7TeH1IDDEAEHIZ T 5 T & AHIRAR L.
o BRRHERFICRTXOERRRA DGR WO MTXAZAMMEZ#EE T 5.

¢ EFROEEHIE,MEPOL Y MTX,AZAMMF T DiEl Rz
1T & THEE

- EGPADEHEMFFOT —XIZEoNTEH Y ,GPA/MPADRE EFRDER,
IINRIRIETE D 5 MTX,AZAMMFE Z Z [8 9 % 49,

(49) Methotrexate versus cyclophosphamide for remission maintenance in ANCA-
associated vasculitis: a randomised trial. PLoS One 2017;12:e0185880.
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v Treatment of relapse

¢ IVCYTESREAICRY L-EEDOH AL IVCY L Y
RTXTOBEERSAZFKMHFT S THEE

REROESRA, BFH/E A0 2 WRICLIZEBMRD O RTXZ HELZ60
o DRZIIMIL 72T FRARFDO-0, BRI ODREEDNHNIZIVCY ZZE R

¢ RTXTEBEAICEHM L -EEDOHAAILIVCY X Y
RTIXTOBREBREANZFKAGTE THEE

« RTXIG5#& T CICBMRLIZEZEILIVCYZZRET 5.

(50) Efficacy and safety of rituximab in the treatment of eosinophilic
granulomatosis with polyangiitis. RMD Open 2019;5:e000905.



O MTX AZA MMF#z 55
gy EK% & YUMPZnENN%

BEEROT —X B VWA MPZIZREIHEEZ T TWEHE

%‘/5%&/ B DIEEEEGPAICRCT TERBMENGERR T N7-145).

\ B

v Treatment of relapse

2 GCsiz 5k

SHERE LT FFE

2 B L A BRI BB IS
SPE(T & TR

VIPZ:ENN % ST & THER

FERERIFRDIERS .

(45) MIRRA:

s TEGIE,MTX,AZA,MMF & V)

Mepolizumab or placebo for eosinophilic granulomatosis with

polyangiitis. N Engl J Med 2017;376:1921- 32.



v Treatment of relapse

¢ MTX,AZA,MMFi% &~

ICBEIELTEES

IgE

OMZ & V) MIPZD3ENN % Sk {4+ & THER

iE%Z ¥ 5 IEE

315 13,

« EGPAICH T 20MZOT —XIERoNTEHE Y, &EIgEMIEDEMEE X

MPZAYeF £ % 45)
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v Other considerations

¢ LTRAIRGSHICHMRICEZM S NIEGPAIX,FIET S LY
g 5 2 & TS THR

e OA MY T UHEMELIEGPAOBICHRREE®ZRA H 2 EFEmN D UL TR L6,
« IEEVCERIEERZOBEBICERA T 5 Z & HERK

¢ LTRAI /B REISEREDH SEGPAICEZT T L.

XLTRA:A A O kU T U EPLEE

(52 )The leucotriene receptor antagonist montelukast and therisk of Churg-Strauss
syndrome: a case— crossover study. Thorax 2008;63:677— 82.



v Other considerations

¢
¥
%

FISDTO—%1T5 B MM E THE
o VEZ| rﬁ&ﬁL%t—?—@ifd\}$j§ ALY IN /ngjj—fl_ o7 rN-T

e —

e FERAH L THEZMBFICETOREICOLIOA—%(TD 2 & IS,

¢ Five factor scoreZ W TInHEA#HZ2RD 5 T L ZHRKMHTE THE

¢ 1996F ICHKFDOPN,EGPA 342 AD 7R — b TIEER S N7= 5 DD FEANRKEF.
« 2011F(CGPA/MPA/EGPA/PND 1108 T, EEREEBD /NI X —X —&

FHI > 0657 NMA CEEAISTATEDERMEDOI-OMETTSN,EBERATH > 7-69.

(54)The Five-Factor Score revisited: assessment of prognoses of

systemic necrotizing vasculitides based on the French Vasculitis Study
Group (FVSG) cohort. Medicine (Baltimore) 2011:90:19- 27.



v Other considerations

¢ BIREREELHNE, ENFCRAEELEERE BER,XT04F)
5= 9 %

¢ IVCY or RTX# 53, PCPF I % (T & THE




