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AAVERRMHEFFORTXD I BB

« EULAR Recommendation; 2022 update

- BREMEIEEEICIZRTX 500mg/[Bl0 65 B & Dfixed & HELS.
- Z DOk GTHAME 1, 24~48 5 B # HELS.

« ACR/Vasculitis Foundation Guideline: 2021

- BREMERFEEICIZRTX DOfixedx #EE.
- ANCA levels & CD19BfHRE UL BB IAD IEELIEIZ TIL 7R L.

Ann Rheum Dis. 2023;ard-2022-223764.
Arthritis Rheumatol. 2021:73(8):1366-1383.



RTX#EFF Fixed vs Tailored (MAINRITSAN 2)

o BRELDAAVIZfixed RTX vs tailored RTX®ORCT ™I Fixed RTX
« Fixed; 0d, 14d, 6m, 12m, 18m TRTX500mg/[=

Tailored FiTX o
e Tailored: CD19+B#fifa>0 mm3 or ANCA2{EZLL
D EFEAHNIXRTX500mg/[=
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« Primary Endpoint; 287 B B O BH# [relapse freeZ&]
« B Fixed 9.9% vs Tailored 17.3% (p=0.22) B

e ¥ E[O#: Fixed 381[E]>Tailored 248[m "
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[Ann Rheum Dis. 2018;77(8):1143-1149.]



Background

AAVO ERRE NEER L, DA< EL2FEBIZRTXEZEER T Y 2 — )L (4-6H
B ) TOMEEEDHIE.

« ZORETEKS L, Billg ORGP DHERI SN, BRY X7 Dsm/NNEIZH]

ZOLNBHD, T F RGOS RS~ a7 IME, EBRMEFPEE

IDFE, BERJER ED ) RV DB EL R 5.

o« — 7, BRARINBEIN/IL I 5 F CRTXIKS % R Stailored X7 ¥ 2 — L TRTX
AR E5TAHELH B,

e ZOT77O—FIC1E, CO20/ZEBME D BIESE or ANCAD FFE D WIT NHD
WA FT—h—%2FERAL CRTXDO\E#RET 5.

« INLDONAFT—H—ZHWT, RTXEEHDBLIC2ERITHN T UL SR
ERDAAVICXS L CRTXIRGEZ LT 2RCTZ1T o 7c.




Method

Design

« a prospective, single-centre, open-label, randomised controlled trial
Patient
« inclusion criteria i+ exclusion criteria

(a) 18-827%

(b) 2012 Chapel Hill Consensus Conference
Definitions % i 7= 9 ANCARSE M & 4

(c) eGFR=20 mL/min/1.73 m?
(d) 241 BUERTXA EHEZE SN TWD
(e) 1245 B EBVAS/WG=0, PSL=7.5mg

(a) RTXMUAL D Gz #n43#R, PSL >7.5mg

(b) 1gG <300 mg/dL

(c) MGBMEZEZE DT

(d) BHERL & ORI THRMB36H AR
(e) B#AER




Method

Study procedures

« ANCA serotype & RTX vintage(<3 yrs, = 3yrs) TERIL L T, BififgEt & ANCAEE

(Z1: 122 LT
« BHEFEEE : CD20Ba MM A =10 mm3TRTXIx S, <107 & skip.
<10 CHRE IN-HEIICEERICHERR.
« ANCAZE : ELISAEITE, XR—X T 4 v (3@ %E 2 []159 DFHEE.
MPO;5{EZLL E D E R, cut of ([EDAZELL_E TRTX2[E#Z S
PR3:4EFUU LD LR, cut of (BED2(F U £ TRTX2[EK &

e RTXTEEGEZICANCAEDRN—R T A ~ J Bootem | Gomome
D2 FL L, $57F L 7=BE(MPO cut T
of B4, PR3 cut of fEMD2 ) & £ | ks | oy
[l % &, 60 A&EICRTX1000mg % 5K [ o

2B DEMEE. £ DFRTH L W

R—2 54> DANCAEA = DT
B& L TORE.

i Rituximab 1000 mg

repopulation

%1

Rituximab 1000 mg
X2

Persistent ANCA-
vation

Rituximab 1000
mg in 6 months

MNew ANCA
baseline




Method

Outcomes and follow-up

: BEARAE IR (BVAS/WG>0)

Primary Endpoint :
2EEHBVAS/WG=1, or 1[8] ¢H BVAS/WG=2

5 DB H (modified BVAS/WG = 3),

, Ei &%‘E%%(SAE), B5E
FHIANCAOERR, /L33 F 34 FOER, &7 A

Secondary Endpoint
' U > {8, Vasculitis Damage Index



Statistical analysis

FRIENDEBFH' X7 lEsuperior groupT15%, inferior group ©30%,
HEE AR E36D H, 10% D Effn = 8 E

RHEN8ON TEREARET 2I(CIE, BIEY > T A4 X220 A E
a L ~XJL0.050 1A log-rankie i %z £

BHRORBEEX|L, Kaplan-MeierzsZ{FH L THEE

SAED#1%, Poisson model Z{#5/3 L T kL



Result

B Characteristics
BEDBER IR CMEE TR

e HAM: 2016/1/1~2021/09/30

« Bffifg®f n=58, ANCAZE n=57

« MPO & PR3IEMAETHIS0%T D

o S50%UENIFLULERTXIRES

- KT DBVAS/WG median 6~7

e TS MEFS TDHOPSL user @ MAf 1~24
o MR EREICH T D ANCARGIEZRILHI3%

ANCA arm B cell arm
(n=57) (n=58)
Age—years, mean (SD) 62 (12) 61 (10)
Sex—Tfemale 26 (46%) 30 (52%)
ANCA serotype
Anti-MPO 26 (46%) 27 (47%)
Anti-PR3 31 (54%) 31 (53%)
Time on rituximab prior to study entry
Received <3 years at entry 28 (49%) 29 (50%)
Received =3 years at entry 29 (51%) 29 (50%)
Induction regimen
CYC 12 (21%) 10 (17%)
RTX 13 (23%) 16 (28%)
CYC+RTX 32 (56%) 32 (55%)
Plasma exchange 9 (16%) 12 (21%)
Clinical features at diagnosis
Scleritis 13 (23%) 18 (31%)
Otitis 17 (30%) 17 {29%)
Sinusitis 26 (46%) 30 (52%)
Tracheal stenosis 2 (4%) 2 (3%)
Pulmonary haemorrhage 13 (23%) 6 (10%)
ILD 1 (2%) 2 (3%)
Renal involvement 30(53%) 31 (53%)
RPGN 15 (26%) 20 (34%)
Required HD 1 (2%) 1 (2%)
HD dependent 0 (0%) 0 (0%)
BVAS/WG, median, at diagnosis 7 (3]
Disease status
Previous relapse 17 (30%) 16 (28%)
Newly diagnosed 40 (70%) 42 (72%)

Clinical features at study entry

Creatinine (mg/dL), median (IQR)

eGFR (mU/min/1.73 m%)*

BVAS/WG, median

VDI, median

Number of patients on prednisonet
AMNCA serostatus at study entry

ANCA positive

ANCA negative

Ig levels (mg/dL) at entry—median (IQR)

lgG
lgM

1.09 (0.92-1.36)

69 (53-81)
0
1
2

19 (33%)
38 (67%)

750 (575-923)
31 (19-53)

1.04 (0.88-1.34)
71 (52-84)
0
1
1

17 (29%)
41 (71%)

699 (560-831)
23 (15-47)



Result

Time to clinical relapse

B Primary Endpoint 50-
40~ Log-rank p = 0.045 Bifpa gt
- IBIHAR median 4.1 (IQR 2.5~5.0%) 2 50 l ’
. :;E-EU-

- 2B TOEH o
BiAZAE 5 A vs ANCAEEE 14 A (HR 0.37, N SISV
95% Cl 015 to 090> . ’ 1 ‘feari sincesstudyintw ’ °

. 3£ﬁ@%%$ B cell arm 58 54 49 38 28 12 0

BifREE 4.1% vs ANCAZEE 20.5% (log-rank p=0.045)
« DEBDBHRXK
BffaEE 11.3% vs ANCAEE 27. 7%




Result

B Primary Endpoint
ANCA serotype

Time to clinical relapse within ANCA arm, stratified by ANCA serotype

50—
J — MPO serolype
404 Log-rank p = 0,50 PR3 serolype
£ 30 PR——
-
[T v
g
E 20 P T
o 4 [ T
10+ 1
P

Years since study entry

MWumber at risk
MPO 26 26 21 13 15 9 ]
PR3 khl 29 25 18 15 ] o

RTX vintage

Time to clinical relapse within ANCA arm, stratified by time on rituximab
50+

Time to clinical relapse within B cell arm, stratified by ANCA serotype

50+
) MPO serotype
40 Log-rank p = 0,52 ~ PR3 serotype
- « ANCA®Dserotype
< 304 ~ —
fu pllTH ERFHIEIA
s 20 A N
x - LR
10+ - = 7”\
L ]
| at EC\-;J:LJ: & Ly
[ R R B B A B SRR o o o o s o o |
0 1 2 3 4 5 6
Years since study entry
Number at risk
MPO 27 25 22 17 14 5 0
PR3 N 29 27 21 14 7 0

Time to clinical relapse within B cell arm, stratified by time on rituximab

404

13
o
al

n
o
1

Relapse (%)

"

—
o
vl

o
o

Log-rank p = 0.32

vt

1 2 3 4 5 ]
Years since study entry

RTX < 3 years
RTX 2 3 years

o
o
P

Log-rank p = 0.60

Relapse (%)
n w
=] =)

ad a1l

-
o
P

LR ' S ' S B Bt e s i o |
1 2 3 4 5 6
Number at risk Years since study entry
RTX <3 years 29 27 24 16 9 0
RTX2z3years 29 27 25 22 19 12 0

o
o 1

o

- L RTX RS HAR

RTX 2 3 years

Al THFEMIEE
IZ&E 7T L



Result

B Secondary Endpoint

® major relapse

Time to clinical relapse (major only)

50+
) w—  ANCA arm
— B cell arm
404 Log-rank p = 0.42
~ q
< 304
% -
3 20+
4

-
(=] o
%

Years since study entry

Number al risk
ANCA arm 57 55 46 37 30 17 0
B cellarm 58 54 49 38 28 1 0

« BfffaE: 44 vs ANCAEE 715
(p=0.33, x 21&7E)

« BEORRFIZILDI RS

® \/asculitis Damage Index

B cell arm B cell arm ANCA arm ANCA arm
(Start) (End) (Start) (End)
VDI 1.27 (SD 1.24) 1.42 (SD 1.11) 1.07 (SD 1.10) 1.08 (SD, 1.16)

« 3FERDOVDII2 BRI THERGER L

« R—XA T4 VvHhuDFEHYE/DE -0.14
(95% Cl -0.34 ~0.06, p=0.17)




Result

B Secondary Endpoint

® Serological ANCA flares

ANCAEF : ERIRHVE #1400, ANCAER
W E50/14, B2 x1341/14T EH.

BUAZEE : BRIARAIBRLBIDONA, ANCAER
5D 1X415/5, Bfifa132/56) ¢ L&

ESERRY or MBFRIHE R DL Sendpoint

BHHEAZEE 6.2% vs ANCAEE 29.7%
(log-rank p<0.01)
ZNZENDOEET, BRARNBXEICMET

HBEFRZMZATHEILRL.

Relapse (%)

ANCA%%

Clinical relapse (n = 14)
ANCA serologic flare
Isclated serologic flare 1
Simultaneous serologic flare 8
No serologic flare 5

No clinical relapse (n = 43)

6‘!
MNA
37

B cell return 13

Biffi fa &%

Clinical relapse (n = 5)
ANCA serologic flare

Isolated serclogic flare 0

43

No clinical relapse (n = 53)

1

Simultaneous serologic flare 1 NA
Mo serologic flare 4 52
B cell return 2 53

Time to clinical or serologic relapse

50

:| Log-rank p = 0.20

=== "] Log-rank p = 0.45

—— ANCA (clinical or serologic relapse)

== ANCA (clinical relapse)

—— B cell (clinical relapse)

—— B cell (clinical or serologic relapse)



Result

B B cells, rituximab exposure and immunoglobulin levels

B cell repopulation(10/mm3LL_E) £ CHERM
median 9.44 month (IQR 8.94 ~ 12.13)

RTX#x 5 HAREIRI T AR DFER.

Bffifid &t D A WRTXIEHR 5E A % LN (2108 vs 26g)

BffifdAE T, IgGIE LR D AR
TZEHY 72 (716—695, p=0.14)

ANCABETIZ, IgGIE I ZF TR D FIER
T EHF(749—-828, p=0.006)

Time to peripheral B cell repopulation

100
75+
50

25

0 | S N R S R e E— —
0 2 4 6 8 10 12 14 16 18

Months

Proportion with B cell repopulation (%)

Mumber at risk
115 115 115 113 105 49 33 9 5 4

B cell arm B cell arm Difference P ANCA arm ANCA arm

(Start) (End) value (Start) (End) Difference P value

IgG
mean 716mg/dL 695 mg/dL  -21 mg/dL 0.14 749 mg/dl 828 mg/dL  +79 mg/dL 0.006
(95% (656-777) (635-755)  (-50-7) ' (692 —807) (747-909)  (23-135) '

Cl)

IgM
mean 38 mg/dL 55 mg/dL +17 0.38 50 mg/dL 59 mg/dL +10 mg/dL 013
(95%  (29-48)  (16-94)  (-22-55) ' (30-70)  (44-75) (3-22) :

ch



Result

H Safety

SAE : mE TEIX A L

SAE : BHREEE 15 A (26%) 2214 vs
ANCAZE 14 A (25%) 22 4 (p=0.87)
FRUAE - BYAREEE 644 vs ANCARE 104
(p=0.33)

AfREET AHC0OVID-19 : BifgE: 6[C
vs ANCAZE 1[8](p=0.049)

7T EEER T 1R DM

ANCA arm B cell arm
(n=57) (n=58) P value
Number of events 22 22 0.95
Patients with at least one SAE 14 (25%) 15 (26%) 0.87
Infection (# of events) b 10 0.33
Bronchitis 1 1 0.99
Pneumonia Z 0 0.09
Genitourinary 2 1 0.55
Gastrointestinal 0 1 0.24
Skin and soft tissue 0 1 0.24
COVID-19 1 6 (2 died) 0.049
Cancer 0 1 0.24
Thromboembolic disease 1 0 0.24
Cardiac events 4 3 0.69
Neutropenia 0 1 0.24
Death 0 2 (due to COVID-19) 0.10
Others 11 7 0.33



Discussion

BIES % 5 & L 7oA BeER (BIRADES) 15, ANCAEO AREELAS (ANCARY) & H Bt
LTEHES DAL,

REERFR36 7 A T, BREXIL, BifzE: 4.1%, ANCAEE 20.5%.

NAFT—H—IZEDOCEHBET770—F T, BRY R 22U EFR - 8E
BHILR D6 FELL EIChT- 2 8B OER % IZE.

MAINRITSAN 3(BEE A H H2FEE L - #FE E T, RIXZ2E2E0EEES
vs PBO) TlX, 28 D Bl S OB FEX(14%.

IRTE DRecommendation CTITHEFFEEIL2-AEZHRE L TWLWEH, BRY X 7O
= WEATIE &L ) RN ARG ZEE.

LD L, EXRGEBFECPVDIIE T,




Discussion

o« ERPARHIEMR E ANCAE LEEAZIZFRFICEE TUL 5.

s BRARINBEROBIDOMBFHIB(ANCALR) THMAT S &% ILERKRIIBIAIC
E oo 7=(141/1041).

« —HEBDERIRKIBMAOITIE, MIBFHIBMD G D > 7. LY ENT-EERassay, &
) KU cut of (B, SBE LA IC K > TANCABED E I NS AJEEMILH 5 7Y, T
A MECREBEOFIRICK Y, W[ TIEERRITIEA L.

« SAEDHZUZL, MAINRITSAN 3& H[AFF. 727c L, ABtz2 &9 5COVID-191'% <,
IN%ZEHET S ICIEIRTXDX GBI ZESE THRNGT 7 F &8 Z1T O w
BN 5.




Discussion

« Limitation
- COVID-19D AT TRER T, v 7L 4 AR E.
Y77 EIT ) RE NN R.
- open label study
- BADERNEEHN), ANCALEZRANEBRRE T 5M@ERD Y.
- RTXANIME D B2 (2XT 9 B FEIR/NA T R
B — R

e Strengths

- EPMERfE AR L
- HEAAAE W
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