MPA/GPA #32O® #HER(ERKBHEE S

CQ3-2 s vRATu 7740

CQ3-2 Evidence to Decision 7 — 7L

CQ3-2 JCHkMsR =l & SCHkER

CQ3-2 77A+727 +7—=71 (RCT)
CQ3-2 Y227 «- X4 7 A7 —71L (RCT)
CQ3-2 VRZ - "ATRY=) LT T 7
CO3-2 7L A+ 7m v (RCT)

CO3-2 #EFoF L ®» (SoF) 7—71 (RCT)
CQ3-3 TeTvARIB 774V

CQ3-3 Evidence to Decision 7 — 7L

CQ3-3 ikt 3\ & SCHkER

CQ3-3 77A+727 +7—71 (RCT)
CQ3-3 Y227 «- X4 7 A7 —7 1L (RCT)
CQ3-3 VRZ - "ATRY=) LT T 7
CO3-3 7L A+ 7m v (RCT)

CQ3-3 #if o F L » (SoF) 7—7 1 (RCT)

BRMERK : R4 BRI B e AR ES BRI R RS K OBROKE - 3% QOL il LicE 3 258t b - DMIMERAS IR AT ~v T4 v /L Ea—F— L

RERE MW, HE, EHST 2322, b, GRONRLZHE E8 CD-ROM S5, BT 28541, HANC &L B & BRE ~ T S v,
O—fAtFiEAN  BHARY v =F%4, 2023, Printed in Japan
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C@3-2 TEFRTAT7F7AINL
€C03-2 MPA/GPA NEfRMFFAETIE, VYFIITITDEHNIRE &KREMM B #EE/ANCA EIZIE L-BEDEL SAFRAMN?

Certainty assessment No. of patients Effect
No. of Study desi Risk of Inconsisten Indirect I . Other Tailored Fixed Relative Absolute Certainty Importance
studies LAEaEs Ul bias cy nairectness —Imprecision .. ciderations RTX RTX (95% CI) (95% CI)
SET (28 MH)
1 randomised serious | not not very Hone 1/81 3/81 RR 0.33 25 fewer per 1,000 000 EX
trials serious serious serious ? (1. 2% (3.7% [(0.04 to 3.14) | (from 36 fewer to 79 more) VERY LOW

B (285 A)

1 randomised serious | not not serious ® Hone 13/81 8/81 RR 1.63 62 more per 1,000 12100 EX
trials serious serious (16. 0%) (9. 9%) (0.71 to 3.71) | (from 29 fewer to 268 more) Low '3

EELGHEER (8HA)

: randomised serious ! not not serious ® Hone 26/81 31/81 RR 0. 84 61 fewer per 1,000 00 X
trials serious serious (32.1%) | (38.3% |[(0.55 to 1.28) | (from 172 fewer to 107 more) Low "3

ERLGREE 28H0A)

: randcl)mised serious ! n<.)t n<.)t nc.)t Hone 9/81 16/81 RR 0. 56 87 fewer per 1,000 ®oe0O X
trials serious serious serious (11.1%) | (19.8% |[(0.26 to 1.20) | (from 146 fewer to 40 more) MODERATE '
Fa#p e fgszfEE (W) (28 mA)
randomised , not not not 8 81 MD 0.1 lower eea0
1 trials ser fous | serious serious serious none §15£;§)i4 (2'9(;;)1;1' N (0.65 lower to 0.45 higher) MODERATE ! EE

CI : confidence interval, RR: risk ratio

*: BASINEZ3OOT—2AFATETBHITELL o7V FHLALIE, RICEE L TLVEL.

1: NABICRE-TITE Fa—LHhLOREAHY T FHLOREICEE LI-TEEMENH D (High risk).

2 HRHEETEOEERBIHELNNELHETEONSOERKREERME (0.75, 1.25) 2FLTWDS, 41X MO HEEGHFETS HLUT.
3: MRHEEDEERMAHALGRE L MELEONSORKRETREE (0.75, 1.25) ZzFLW\TWL5.

4. MBEICEEELL.



Evidence to Decision ¥— 7L

CG3-2 ANCA BB:EmE D EREMFARTII,

)X TOEMBRE & RHEM B Ma%/ANCA EIZIE L= 5D EL L

NERM?
HEE 1 BE COMBEIELAFEN?
31| i JY—FIETUR BB
(ONATAY-4 AV TIELIXLIEEBREE LS. RIX (X AAV [2H L TRIBIRE &
O BE6<, L& NTWS. SHITKHMEMB HaZE RRT 5 CD19 DBIELHD S
O BELL, [Fy THD. M OEREFAEICHTLRINOBESAIVTIZD
® [ NTRHTZCEREETHD.
O cFESHE
O #h i
E#£2 ZFLVIR FHIABZEFLLVHRIEOEREDLOM?
bl DY—FIETVR EMHER
O HTh RTX DEHE (Fixed RTX) &RAHM B #ERak/ANCA {EIZ5G C 1=
O hE %5 (Tailored RTX) DL T,
O
O K&FL BERBT I MALIZDONT,
® xEXE 1. B (28 A) IS SN AR (Tailored RTX) DO3RH#EE

O Az

fE1£ 1,000 A= 2554 (-36~79), NNT 40 TH-o1=.

2. B (28HR) IZBET BN AEE (Tailored RTX) OEHETE
{EIE 1,000 AZ7/=1) 62 A0 (-29~268), NNT 16.4 Tdh -
1=.

LlEEY, FET=(L Tailored RTX DIEFS5 A Fixed RTX & Y £ 4040
EBhdARICH--H, BERIEFixed RIXDIES NENBZAMREIC
Holz. BONBZMEDEELY, EFLVVIHRIESFEITEFELL
1=.

H#E3 FFEFLILGOHR FHSINDIEFLILBUVDREIENEEDLOMN?

i Lo

[ UH—FIEFUR

| BmpER




O K&

O

® INELY

O Hgh

O &FELFE
O b AL

RTX DEH#ARS (Fixed RTX) &R+ B #MAE%L/ANCA fEIZIS L 1=
&5 (Tailored RTX) DT,

ERXET7I MALIZDONT,

1. EELGAETERICET SN AR (Tailored RTX) DOZRH#ERE
(X 1,000 A&/ 61 B4 (-172~107), NNT 16.1 ThH >
1=.

2. EELRRBRPEICET SMNAR (Tailored RTX) OxhR#fEEE
& 1,000 AZ3/=Y 87 4> (-146~40), NNT 11.5 THo7=.

LE&KY, EEGHEERBIVEELBERIEIL Tailored RTX
DIES5H Fixed RIX LY L 0PBREIAMEICH 1= FohdH
ROBEELY, EELVHRE IhE) &L

E#E£ 4 IETUADHEEM

DRICET KB IET

VADHEEREIZEDEEI?

Fig JY—FIETVR BINHER
® FEE(ZH/L BRG] TIMALIZEF 2N ADHREADE, BEITE

o® TRLARATIEEN 2120, TOMDLEROIET VAN

O ERFFLEVLOEEAL, FEITHL GEEITEL) &L

O 1=

O FAMELL

HES MEHR AKHBITELGTIMHILZEDEEERT AN OVTEELFEEMEOLESD2ZEHEMN?

31| i JY—FIETUR BB
O BEELTHRMEFEEIESD2EHY FELETIMALIIOVWTEELATREEEEESD2EEEZ

O BEELTHEMEFLEESOEDOTREMESHY ELBENEEZD.

® EEALREEMELZESOERFBELCHL FANCA BS:EME RZEAA K542 2017] 36 XR—2 @5 S

O EERTHREFXIESDEEF AL

E#£6. DRONFTUR ZFELOHRLEZFLLAVHMRDNAS VRENMAS L EHERBEXIFT 50 ?

31| i JY—FIFETUR BB

O LEEBMIENATINS

O LBERBASZELEBALTWLS

O MALHEMELThEZFLAL
O BFELLNMANENRTILS

O TALBERTLS

® TFETE
O A iy

MABD L), EELEEER), EEGREE] (T
AEE (Tailored RTX) DIES5HxtEBEE (Fixed RTX) KU HBUXR
JHMELAS, THEER LY XTI HEL.

UEKY, BEELOVMREEFLLBEVWIRDNS VR TEFE
TEL ELE




HET7 BAXNDE TONAOERARADRENAFTLILEBEABOELLEXFTEHM?

i Lo

JY—FIETFUR

BINHER

O ERABOERAAEL K

O LBRBOERAMMEAEETL LW
O TABLEHBL LWFhIZFELEW
O MTADERMMENEEL LW

O T ADERMMEN KL

O &&=

® IFERAMELGL

BERRIEREIZHS TS Tailored RTX & Fixed RTX O EFHx%HE
FRETLEBIEAZTET ORIERLN.

WBEENABTOYYFIOTTHREBEEDFEMNEINT
WEWZ E, BEREOYYEXITITHRE, DI9AESEER
R OFHEA T2 STV
EXIB(CDWTIEEERE (Fixed RTX) TIX 18 MAMT
RTX (500 mg/[@) 132,999 A x4 @=531,996 A T#% 5. —
A, T AE (Tailored RTX) TIEIHMREEICRIX #5395
=8, EFBEEITHATHS.

ANCA, CD19 #Mifa%k, CD20 #ERa%k, T/B #ERELLDRIZFERAN
HY, BEETL000MHEETHD
REEZRADEBERELLVD, BRTILIEEERD-OH
DERMNEMNT 5.

H#£8 MEXRRE ZBRFMAXEDOEERELIN?

i Lo

JY—FIETFUR

BINHER

O KE7x#m

O HEEDEM

O EMTZ 31T EDEMOFLDS
O HEEDHD

O K=

(OR-FF-¥3

® Hh BN

NABETRINEBRSRMMN DL GEA, EZF2 ) TDT
HDBRECRENDELLD.

##£9 FEE COBRRBREIEZLCHETEREBICE -TZIEALIOMN?

Flig

JY—FIETVR

BINMEE

(ONAIAY-4

O &<, LWW&
® o<, [F
O [FLy

O &sFEFE
O A iEy

RIREZE THEATETAE

A 10. ETREME TONAITEITHEEED ?

i Lo

JY—FIETFVR

BINHER

(ONAIAY-4
O BELL, L&

RTX (FERMERII S RME X, SRMERERSFBAEICH L
TRIRERANA$HSH. F1= ANCA, CD19 #Epa%y, CD20 #fka
%, T/BHMRSLLIIEMBEMSRMER, SHRMERMERSF




®© BESL, [FL B IH L CRIBEAN S Y, [BZ5<, [FL] &L
O s fz. =1L, BRBIZ&>TRE=SY ST ORHOEMNOD
A AR ASHE 1= ORIEH LD 5 LB 5 5.

O S BHEL




C03-2 XERRFR & XAER

®Pubmed #RFERX

#1 "Anti-Neutrophil Cytoplasmic Antibody-Associated vasculitis"[mhl]
(antineutrophil[tiab] OR anti-neutrophil[tiab]) AND cytoplasmic[tiab]) OR ancaltiab]) AND vasculi*[tiab]) OR "microscopic polyangiitis"[mh] OR "microscopic
polyangiitis"[tiab] OR "granulomatosis with polyangiitis"[mh] OR "granulomatosis with polyangiitis"[tiab] OR (wegener*[tiab] AND granulomatosis[tiab]) OR
"churg strauss syndrome"[mh] OR (churg[tiab] AND strauss|tiab]) OR "eosinophilic granulomatosis with polyangiitis"[tiab] OR (renalltiab] AND vasculi*[tiab])
OR (small[tiab] AND vessel*[tiab] AND vasculi*[tiab]) OR (rapid*[tiab] AND progress*[tiab] AND glomerulonephri*[tiab]) OR (pauciltiab] AND immune[tiab]

OR (("antibodies,

AND glomerulonephri*[tiab]) OR (crescentic[tiab] AND glomerulonephri*[tiab])
#2 rituximab[mh] OR rituximabltiab]

#3 ((randomized controlled trial [pt]) OR (controlled clinical trial[pt]) OR (clinical triallpt])) OR drug therapyl[sh] OR randomly[tiab] OR randomized[tiab] OR
placebo[tiab] OR trialltiab] OR groups(tiab] OR "case control studies"[mh] OR "cohort studies"[mh] NOT ("case reports"[pt] OR "case report*"[tiab] OR "case

series"[tiab])
#4 (English[la] OR Japanese(la]) AND ("2000"[pdat] : "3000"[pdat]) NOT ((animals[mh]) NOT (humans[mhl]))

#5 #1 AND #2 AND #3 AND #4
484 Hit (2021/1/15)

Search Actions

#5

#4

#3

#2

#1

Details

>

>

Query
Search: #1 AND #2 AND #3 AND #4 Sort by: Most Recent

Search: (English[la] OR Japanese[la]) AND ("2000"[pdat] : “3000"
[pdat]) NOT ((animals[mh]) NOT (humans[mh])) Sort by: Most Recent

Search: ((randomized controlled trial [pt]) OR (controlled clinical
trial[pt]) OR (clinical trial[pt])) OR drug therapy[sh] OR
randomly[tiab] OR randomized[tiab] OR placebo[tiab] OR trial[tiab]
OR groups[tiab] OR “case control studies”[mh] OR "cohort studies”
[mh] NOT ("case reports”[pt] OR "case report*”[tiab] OR "case
series”[tiab]) Sort by: Most Recent

Search: rituximab[mh] OR rituximab[tiab] Sort by: Most Recent

Search: "Anti-Neutrophil Cytoplasmic Antibody-Associated vasculitis”
[mh] OR (("antibodies, antineutrophil cytoplasmic”[mh] OR
(antibod*[tiab] AND (antineutrophil[tiab] OR anti-neutrophil[tiab])
AND cytoplasmic[tiab]) OR anca[tiab]) AND vasculi*[tiab]) OR
“microscopic polyangiitis”[mh] OR "microscopic polyangiitis”[tiab]
OR “granulomatosis with polyangiitis“[mh] OR "granulomatosis with
polyangiitis”[tiab] OR (wegener*[tiab] AND granulomatosis[tiab])
OR “churg strauss syndrome”[mh] OR (churg[tiab] AND
strauss[tiab]) OR "eosinophilic granulomatosis with polyangiitis”
[tiab] OR (renal[tiab] AND vasculi*[tiab]) OR (small[tiab] AND vessel*
[tiab] AND vasculi*[tiab]) OR (rapid*[tiab] AND progress*[tiab] AND
glomerulonephri*[tiab]) OR (pauci[tiab] AND immune[tiab] AND
glomerulonephri*[tiab]) OR (crescentic[tiab] AND glomerulonephri*
[tiab]) Sort by: Most Recent

Results
484

15,320,883

6,126,693

24,866

23,013

Time

00:14:58

00:13:07

00:12:56

00:12:49

00:12:42

antineutrophil cytoplasmic"[mh] OR (antibod*[tiab]



@ CENTRAL #&%E =

#1 MeSH descriptor: [Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis] explode all trees

#2 MeSH descriptor: [Antibodies, Antineutrophil Cytoplasmic] explode all trees

#3 (((antibody antineutrophil cytoplasmic) OR anca) AND vasculitis) OR (microscopic polyangiitis) OR (granulomatosis with polyangiitis) OR (Wegener
granulomatosis) OR (eosinophilic granulomatosis with polyangiitis) OR (churg-strauss syndrome) OR (renal AND vasculitis) OR (small vessel vasculitis) OR
(rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic glomerulonephritis) Word variations have been searched

#4 rituximab

#5 #1 OR #2 OR #3) AND #4 with Publication Year from 2000 to present , in Trials

282 Hit (2021/1/15)

- # MeSH descriptor [Anti-Meutrophil Cytoplasmic Antibedy-Associted Vasculits] explode all trees MoSH» G,
b pl 1 exp

il Cytoplasmic] explode all trees MeSH 10 |
ranulomatosis with polyangiitis) OR (Wegener 5w Limits 1006

5 with pel 1 OR S5 & (renal AMD vasculits) OR vasculitis) OR
witis) OR (pawci immune glomerulonephritis) OR (crescentic glomerulonephntis)) (Word variations have been searched)

=, Antineutrop

- §2 MeSH descriptor [An

cytoplasmic) OR anca) AND v,

| Limits | | 899 |

e Limits 42 |



OEFFEREX

#1105 S -HaT B R H AR B/ TH or anca B8 I & 45 /AL or BAMEEAIZ 3 L5 2/TH or £ L5 & MEE R ZEIESE/TH or 7 = 7 — AIZFIE/AL or A7 R ERIMEZ 58 1 &
RYEAZFEIESE/TH or F ¥ — 27 A h 7 7 ZGEGERE/AL or 7 L /L — VLA 2EIEME 45 25 /AL or (B BRFI/AL and (% 2¢/TH or I 75/AL)) or anca F%@%Z%/AL or
(pauci/AL and immune/AL) or RERIRRES 8- 20 EI TIE/TH or SRERIAR - SRHETTIE/AL or 223 EIRAK-FEEIE/TH or ZREWRZ-FEEIME/AL or ASEINEZ I BNk
/AL

#2 Rituximab/TH or Rituximab/AL or V V& o~ 7/AL

#3 (LA=HA3FE) and PT=EFIMRE « FHIER<) and PT=HE## ) and RD=% % 7+ U > & or RD=7 % AU L#GAER or RD=%#£T o & LAV LLEGAER or RD=LLESAF
%% or =7~ — MiF5E/TH) and (PDAT=2000/1/1://)

#4 #1 and #2 and #3
2 Hit (2021/1/15)

o0 ¢ - WA P ERBEAT B KOS AT, TH or ancaBi & /AL or SRRBNS BN N/ TH or SRMTAGERSNLE/TH or D47 —FSM/AL or FIERESBORASASMETH or Fr—J2AM5

IR IRREAL or PLLE— SRS EIEnE /AL or (/AL and (D2 TH or ME#/AL)) or ancalliB% /AL or (pauci/AL and immune/AL) or BERER - BIEEITE/TH or SRR K- 18,549
EAATIE/AL or STERINRR -SRI/ TH or STERIRR - REHE/AL or REHES TR AL

2 Rituximalb/TH or Rituximab/AL or LIWFLFT/AL 12,224

ELA B%iE) ul}l\l )—’Efmﬂﬁ B <) and (PT=F/BIEX) and (RD=XA9F+ 22 or RD=7 -4 L{EIERIRE or RD=8S -4 AELEWI® or RD=1E¥HRR or Jrh— R/ TH) and
PDAT=2000/1

#1and #2 and 23 2

<EBMASE>

#1 'anca associated vasculitis'/exp OR (('neutrophil cytoplasmic antibody'/exp OR (antibod*:ab,ti AND (antineutrophil:ab,ti OR 'anti neutrophil:ab,ti) AND
cytoplasmic:ab,ti) OR anca‘ab,ti) AND vasculi*:ab,ti) OR "'microscopic polyangiitis'/exp OR 'microscopic polyangiitisab,ti OR 'wegener granulomatosis'/exp OR
'wegener* granulomatosis':ab,ti OR 'granulomatosis with polyangiitis':ab,ti OR 'churg strauss syndrome'/exp OR (churg:ab,ti AND strauss:ab,ti) OR 'eosinophilic
granulomatosis with polyangiitisab,ti OR (renal:ab,ti AND vasculi*:ab,ti) OR (small:ab,ti AND vessel*:ab,ti AND vasculi*:ab,ti) OR (rapid*:ab,ti AND
progress*:ab,ti AND glomerulonephri*:ab,ti) OR (pauci:ab,ti AND immun*:ab,ti AND glomerulonephri*:ab,ti) OR (crescentic:ab,ti AND glomerulonephri*:ab,ti)

#2 'rituximab'/mj OR rituximab:ab,ti

#3 (randomized controlled trial/exp OR 'controlled clinical trial'/exp OR 'clinical trial'/exp OR 'drug therapy'/exp OR randomly:ab,ti OR randomized:ab,ti OR
placebo:ab,ti OR trial'ab,ti OR groups:ab,ti OR 'case control study'/exp OR 'cohort study'/exp) NOT (‘case report'/exp OR 'case study'/exp OR ‘case report’ :‘ab,ti
OR 'case study':ab,ti OR ‘case series’ :ab,ti)

#4 (english:la OR japanese:la) AND [2000-3000]/py NOT (‘animal'/exp NOT 'human'/exp)

#5 [embasel/lim

#6 #1 AND #2 AND #3 AND #4 AND #5
1231 Hit (2021/1/15)

142,397

#3

#6 #1 AND #2 AND AND #4 A
#5 [embase]/lim 26,843,553
#4 ('randomized controlled trial'/exp OR 'controlled clinical trial'/exp OR "clinical trial'/exp OR 'drug therapy'/exp OR randomly:ab.ti OR randomized:ab.ti OR placebo:ab ti OR trial:ab,ii OR 7,031,419
groups:ab ti OR ‘case control study'/exp OR ‘cohort study'/exp) NOT (‘case report/exp OR 'case study’/exp OR 'case reportab.ti OR ‘case study'ab,ti OR ‘case series"ab,ti)
# (english:la OR japanese:la) AND [2000-3000)/py NOT ("animal*/exp NOT 'human'/exp) 19,443,158
#2 ‘rituximab'/mj OR rituximab:ab.ti 48,664
#1 ‘anca i /exp OR ‘anca vasculitis’ OR ({'neutrophil cytoplasmic antibody'/exp OR 'neutrophil cytoplasmic antibody' OR (antibod*ab.ti AND 38,668
(antineutrophil:ab ti OR 'anti neutrophil"ab ti) AND cytcplasm\c'ab ti) OR anca:ab ti) AND vasculi*:ab.ti) OR 'microscopic polyangiitis'/exp OR 'microscopic polyangiitis' OR 'microscopic
polyangiitis”ab.ti OR ‘wegener grant is'/exp OR "W ner gr ' OR 'wegener* gu sis'ab.ti OR 'g osis with pelyangiitis'.ab.ii OR 'churg strauss
syndrome'/exp OR 'churg strauss syndrome' OR (churg aD I\AND straussab 1) OR " is with polyangiitis'ab ti OR (renal ab.ti AND vasculi* ab i) OR (smallab.ti

AND vessel*:ab ti AND vasculi*:ab.ti) OR (rapid*:ab,ti AND progress*:ab,ti AND glomerulonephri* ameR (pauci-ab, 11 AND Immun®an i AND glomerulonephri*:ab.ti) OR (crescentic ab,ti
AND glomerulonephri®:ab,ti)



& SCHGER

PubMed /5 4§75 L 1= CENTRAL 5 4%5E L 7= EMBASE A 5457 L 1= ERENMSHELT Z DD FEHRIES, S
XHRE (n=484) XHERE (n=282) X## (n=1231) Xk (n=2) B L =XE% (n=0)
EEXEBRNROXERE (n=1519) (B4 3CHK 480)

v

ARHYy—=—24gLt=
XikEe (n=1519)

4

BRoL L 1= X

B Z 5Tl L =2
FWXE (n=49)

\

B EIclAaANnT
R (n=1)  (ER%E=5)

4

(n=1470)
f&5 L=
W3 (n=44)
<ER4 R >

CHETHA U REEF ST (n=32)
‘P, O EEFERLTT (0=1)

- 1/CHEEZEFLST (n=9)

- ongoing study THd71=& (n=2)

EMHEICMA T
MZEE (n=1)




CQ3-2 FPIRNSHMT—TIL

CQ3-2 MPA/GPA QEMH#FABTIE. VYL IITOEANR S LR B HIa%/ANCA EICHLI-BE5DELELNEAN ?

@ Charles P, et al. Ann Rheum Dis. 2018:77(8):1143-1149.

AR T A RCT (open-label, two-group, parallel design, randomized trial)
MAINRITSAN-2 5k
F= 7 i [ 162 patients from 59 centers in France

KA ANHEE (EUVAS IR &
BHAVUTFLH)

GPA F£7-1% MPA (CHCC %3%8 1944 TiEF) Z AW LEIE LTz 18 kL EoBE T, FEHER) 72 B8 ARE
(ZnvazanFaf R+CYor MTX or RTX OWTInZHHH L TnD Z & LER) ICX e (BVAS=0 &
ER) HEHRLTNWDZ L

VIaRAT 7 I RRA N R UFY— MK E G5 1 00H, RTX &G0 5 a~6 D HRB L TW\WD Z &

FRAM I HE

DL PEMLAE J  JRRGIE LIS (P 5 R ME M/ 2%
TIUADTA RTA AR LR W IR AL & 52 72
178 9 DIEE DS FRAF
XEICEDFEPBGTERVEITHELR L

AT ITAT VARE

BRI T 5 T L L — O UE

IR FL

HIV/HBV/HCV JE&YE

FLA IR 3 2 H REZ I 1) D HEEE 7o i YYiE

&R OZE 5 AR I T 5 LR OBEE
FHAANIVAETO 4 BRI 2 B O ERARRER ~D S0
HEFROIV A 2@ H 5D, 720 LITRBREEE 57 1 ha— L@ ) OBBFREOLIT & 720 9 D EFH - Kt
HeEE LT 5

HIERE A4

FANIVET 4 BRI 5 ED 7 F o O

#HJE COPD (VEMS < 50 % or dyspnea grade I1I)

P& e A4 (NYHATIII or IV)

B ORYERERRE (IERICE B0 E D)




® T T U ADRRERBRIZMAL T2

GasCPITITRE# e <. 7'v ha— DRGNS DRINEYE - F v —727 - A T U AREGRE, LA ALUAT 4 BRI
BI2aryra— L RREOTA VA - flE - BE - FURRERYWE, MHAAIET 1 RIS T 2R GYE (HEK - &
B - ALNRPERIEIZR) . 1BME O BAERGYE O B8 M O R YYE . BAERYYE DRI & 70 2 FEpER )

ST AT7IE OJr ARt (Individually-tailored group) [81 f]
FIFHFIZ RTX 500mg 2% 5- L, LA 3 A Z & ICHilz 17V, ANCA ZGHs{b72n L 2 58 BiC BA L7256, £
1% CD19 B5ME B M7y O/mm3 488 2 7 G A e 5247 5 (I 51% 18 " A% £ THHE),
@z b —/LEE (Fixed-schedule group) [81 ]
FIfFREL 14 H21Z RTX 500mg ##5- L, BIRRIZ 6 A%, 12 02A%. 18 22 A2 RTX 500 mg & 57 %,
B 28 A

EE, IR EDER

R - AAV (Z K D IEROFTBLHEL or b (725 BVAS>0)
HIEA - e BT LEERSHEZE ) O
BEE R« _BRLLIS O FA

R ATRE 7R T D B
& A R A

28 MAB DT EIG, 28 PHBROFREIE, 28 AR OBEEAIHEDORKIEI G, 28 1 H % O EIEERYE D FBLEIS
28 7> H th DRl i) 7 ligas s (VDI)
(FB# QOL : SF-36 OINEIZ DWW T T 1 k3 — LZiE#d 5 03 E 72 L)

ShNE O CFE7e L)

LR 0 60.5 5%
AR 62 74% (SD=14). => hu—/L#E : 595 (SD=13)

I O HARED BN

%

GPA : 117 %] (72%). MPA : 45 il (28%)
1% - 104 5] (64%) . B8 : 58 il (36%)

IR REOEIE Gl IT)

72% (116 N) : SRIO= Y — REHCBIT 5BIREDOEE

BN (Cr7pl) FRE

GFR FE#4E(SD) : /- ARE 55.6 (27.3) mL/min/1.73 m2,
oy hue—/ LD GFR : 58.9 (27.0) mL/min/1.73 m2




CQ3-2 YR INALFRT—T L
CQ3-2 MPA/GPADERE#IFAKRTIE. UYFITTDEYMMIRE LREMBMARB/ANCAEICIKEL-BREDEELNERAMN?

MERNEDIFE FHEER Risk of Bias ZFDit
w= EBf- Vabi ! NAHSE NTAHBHAN NEH2E SHBEFHAN . INATADIAA
TOMNLOERE  ‘gaw (roty)  TA | R T Tmne ™ Ulgmis C pi obafplag  Overall Bias (high®D £ T2 £ 528)

- ?F"ﬂﬁ%u%(d*:;%é:%ﬁfjﬁ Y. tailore%
)72 Charles ) . ) armT10 AN DB \JObka—)LE
(28t H) 201g | RCT  Tailored = Fixed 81 1 81 3 High  yomiseg+tasd. YR

IDMFEIZEELI-FIREELH D,

o gqqﬂﬁ%u%‘%;;ﬁé:%ﬁfjﬁ Y. tailore%
B Charles ) . ) arm 10 AN DFLE \JOba—ILE
(285 B) 2018 RCT Tailored Fixed 81 13 81 8 High YDEEEESFTELT . BIROE

MIZFEEL-mgEENH B,

B A G Eﬂﬂﬁ%uﬁ“iggﬁﬁ%ﬁ'@@bﬁtailoreJ%
EAHHEHKT Charles . . . armT10 A D e \Jaka—)Ly
(281 ) 201g =~ RCT  Tailored | Fixed 81 26 81 31 High  ypomsisz=2HchLT. EEAH

FEDHBICEEL-AIREELH S,
U Eﬂﬂﬁ%uﬁ“iggﬁﬁ%ﬁ'@@bﬁtailoreJ%
B R T Charles . . . armT10 A D e \JOka—)Ly
(281 A) 201 ~ RCT  Tailored = Fixed 81 9 81 16 High  ypsisE2Hcasd. BERY
FEDHBICHEL-AIREELH S,
b N B e A OM: 1.64=+ OM: 1.86+ Eﬁﬂﬁ%lﬁﬂliggﬁ‘éﬁ%@’c;ﬁbktailored
(VDI) Charles . . 1.41 1.70 . armTIOADBERE N TO—)LE
(mean = SD) 2018 RCT | Tailored | Fixed 81 28M: 1.99+ 81 28M: 2.09+ High YOBIREEZ(HTHLT. VDIDHE
(28mH) 1.57 1.97 MICEEL-mTREENH 5.




CQ3-2 YR INAFRYI)—&557

€ CQ3-2:Risk of Bias SET
D1 D2 D3 D4 D5 Overall
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€ CQ3-2:Risk of Bias ERGEESER
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4 CQ3-2:Risk of Bias B F 0¥ ML EEFESE (VDI)

D1 D2 D3 D4 DS Overall

Charles 2018 . ‘ ‘ . . . \ . Low risk

Some concerns

‘ High risk

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5 Selection of the reported result

As percentage (intention-to-treat)

Overall Bias

Selection of the reported result

I —
Measurement of the outcome

Mising outcome data
I —

Deviations from intended interventions
Randomization process
0 10 20 30 40 50 60 70 80 a0 100

Low risk Some concerns M High risk



CQ3-2 7#4LArFTAvE

€CQ3-2:74LAMTOYE FET=(28 M™A)

Tailored RTX Fixed RTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Charles 2018 1 =Y 3 81 100.0% 0.33[0.04,3.14]
Total (95% Cl) 81 81 100.0% 0.33 [0.04, 3.14] e ——
Total events 1 3
Heterogeneity: Not aPpILt:able . 0.01 01 1 10 100
AEECAIEENENNEORCSE SN i Tailored RTXDFHFECHEMEL Y Fixed RTXDFHFEEHEIEL
€CQ3-2: 74LANTAYE B (28 M A)
Tailored RTX Fixed RTX Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Charles 2018 13 a1 8 81 100.0% 1.63[0.71, 3.71] ]
Total (95% CI) 81 81 100.0% 1.63 [0.71, 3.71] i
Total events 13 8
Heterogeneity: Not applicable 501 X 1 0 Tl

Testfor overall effect 2= 1.15 (P = 0.25)

Tailored RTXDATEEEN L Fixed RTXD B BP0



€CQ3-2: 7+4LANTAVE EXEEEFER (28 MA)

Tailored RTX Fixed RTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Charles 2018 26 81 3 81 100.0% 0.84 [0.55,1.28]
Total (95% CI) 81 81 100.0% 0.84 [0.55, 1.28]
Total events 26 31

HETEFOQEI’IQWZ Mot applicahle '0 01 01 1' 10 1001
Testfor overall effect 2= 0.82 (P = 0.41) Taillored RIXD AN EESEERN LM Fixed RTXDBHESEESSN L
€CQ3-2: 7L ANTOvs EERLAE (28 N A)
Tailored RTX  Fixed RTX Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Charles 2018 g 81 16 81 100.0% 0.56 [0.26, 1.20) =
Total (95% Cl) 81 81 100.0% 0.56 [0.26, 1.20] —~eot—
Total events g 16
Heterogeneity: Not applicable o1 i " 00

Test for overall effect: Z=1.49 (P =10.14)

Tailored RTADANEEREREL DL

Fixed RTXDANEREREN DL



€CQ3-2: 74LAFAvYE VDI(28 1 A)

Tailored RTX Fixed RTX Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Charles 2018 1.99 1.57 81  2.09 197 81 1000%  -010[-0865, 0.45]
Total (95% Cl) 81 81 100.0% -0.10 [-0.65, 0.45]
Heterogeneity: Mot applicable T 20 D 20 100



CQ3-2 #ERDFELED (SoF)T—TIL
CQ3-2 : MPA/GPA NEMRMFRB|TIE, VYX O T IDERMIRE & R4 B M /ANCA fEIZIE L= jED EL L RNFAMN?

Patient or population: AAV
Intervention: Tailored RTX
Comparison: Fixed RTX

o Anticipated absolute effects’ (95% Cl) Relative effect Ne of participants Certainty of the evidence -
Risk with Fixed RTX Risk with Tailored RTX (95%Cl) (studies) (GRADE)

A %7 ver 1000 12 per 1,000 RR0.33 162 OO0
(28 1 A) perd, (1 to 116) (0.04 10 2.14) (LRCT) VERY LOW 123
B 99 per 1.000 161 per 1,000 RR 1.63 162 1 10@)
(28 1 A) per L, (70 to 366) (0.71t03.71) (LRCT) LOW 12
EEABHERE 383 per 1.000 321 per 1,000 RR 0.84 162 1100
(28 1 A) perd, (210 to 490) (0.55 t0 1.28) (LRCT) LOW 12
BEERLERE 196 per 1.000 111 per 1,000 RR 0.56 162 1 1®)
(28 M A) perd, (51 to 237) (0.26 o 1.20) (LRCT) MODERATE L
FRIHHIZRIRES (W) The mean VDI (28M) was MD 0.1 lower ) 162 ®000
(28 M™AB) ” 2.09 (0.65 lower to 0.45 higher) (LRCT) MODERATE 1

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

ClI: Confidence interval; RR: Risk ratio; MD: Mean difference

Explanations

LAABICR-TT7 e b a—AnbD®sH ) 7Y b LAOFAEICHE L 7-AREMELH 5
2. ShERHEEAE O ASHE X [ 25 24 22 F 3k & AHY 72 E 0 B D FERWiERME (0.75, 1.25) ZE7~\W\CTw3
3. A4 XY MR TS HRLLT



>

Ce3-3 TEFRTAT7F7AINL
€C003-3 MPA/GPA DER#IFABTIEZ, VY InEHERELEYRBREDELLNFERAM?

Certainty assessment No. of patients Effect
q : Certainty Importance
No. of . Risk of . . . Other Relative Absolute
studies Study design bias Inconsistency | Indirectness Imprecision considerations RTX Placebo (95% CI) (95% CI)
B (28 MA)
domised t t v 0/50 0/47
1 ran ?mlse nc.) not serious n? ej-ry none / / HEEAT] 0 per 1,000 00 FX
trials serious serious serious' (0%) (0% Low'
B 28H0A)
1 randomised not not serious not not Hone 2/50 12/417 RR 0.16 214 fewer per 1,000 OODD Bk
trials serious serious serious (4.0%) (25.5%) |(0.04 to 0.66) | (from 245 fewer to 87 fewer) High
FaI# A fEgRfES (VDI) (28 ™A)
randomised not ' not not MD 0.5 higer CODD
1 t 50 47 - .
trials serious not serious serious serious none (0.18 lower to 1.18 higher) High 2E
Q0L (SF-36 PFS ) (28 i AH)
randomised not ' not not MD 2.2 lower OODD
1 t 46 43 - .
trials serious not serious serious serious none (11.52 lower to 7.12 higher) High ZX
QOL (SF-36 MCS thz) (28 A H)
randomised not not not MD 1.7 lower OODD
1 t i 46 43 — .
trials serious not serious serious serious none (10.73 lower to 7.33 higher) High X
EELGAEEER (281 A)
| randomised not ot serious not serious? o 12/50 14/47 RR 0. 81 59 fewer per 1,000 1@ .
trials serious serious (24.0%) (29.8%) |(0.42 to 1.56) | (from 185 fewer to 139 more) Moderate?
BELGRREE (28HA)
| randomised not ot serious not serious? o 6/50 4/47 RR 1. 41 35 more per 1,000 1@ .
trials serious serious (12. 0%) (8.5%) (0.42 to 4.69) | (from 49 fewer to 314 more) Moderate?

CI : confidence interval, RR: risk ratio

N — %

BRAINEIOOT—ANFATETHBITTELGA 77 FHLAI,
TN LORENSEBEHE T O HUT.
CHRHEEBEOEERMEAEL LRI AL TEONS DERKREEEME (0.75, 1.25) ZF=L\TLVS.

RIZEEE L TLVARL.




CQ3-3 Evidence to Decision T— 7L
CQ3-3 ANCABSEME R DEMMEAETIE, VYF I IEIMBEL VYOI IERHBBRSDELONFRAMN?

HE#E 1 BHE COMEXEBEFEN?

|7 JH—FIEFUR BMNER
O Lz AV TIZLIZLIEERAEE L 516, BEFHIEAEEKRE LT, RIX

O BZELL, L& DEHMERE L RYRBEDERARERITELIEETH

® BELL, L 5.

O I

O &%d%

O Hh 5L

H#E2 FFELOVYHR FHIINLIZFLOINREEOEEDLOMN?

3] iy JH—FIETUR BEMpER
® K= RTX D AR (REIRE  RIX ) SxBE (Efiss
O placebo #) MDLLE T,

O Il ERGET I MALIZDONT,

O H M 1. B (28!3‘)5]) &, T AR (RTXE) &xfE#E (placebo

O &%=x% M) ongnt 015']'6‘%9?&%7[:3?6%_’)1':.

O DAL 2. B 28MA) (&, ﬁ)\ﬁi@i’fﬁﬁﬁ(ﬁﬂﬁﬂ?ﬁ%ﬁ) %9 %

ShEHEFEEE, 1,000 AZf=Y) 214 N> (-245~-87), NNT
25 ThH-ol-.

3. QOL (SF-36) &, Physical functioning scale tRETM A
BOXEE (EHKRSH) IIXT 23RHEEMEEM 2.2
T (-11.52~7.12), Mental component scale TMD 1.71ETF

(-10.73~7.33) TH-of=.

BELTMALIZONT,

1. FRFEMEERES (W) (&, MTAFOXEE (EHES
B ICHd 2 R#EEMEIEIM 0.5 800 (-0.18~1.18) Th
27=.

UEEY, BEFELWLHRIE TRKEWL] SHIEr L.

HE 3 EFLLLGLHR FHIIIEFLLBVIHREEDEEDLDOMN?

bl JH—FIETVR EMER
O XK&EW RIXDNMAE (EHIRS ; RIX &) LxBEE (EHERs

O placebo #f) DLLET

O /&Ly BERGET I MALIZDONT,

O H¥hm BEELGEESZRICEATANABERIXE) OMEHEEEE 1,000

® xFEXE A&Ef=Y 59 N (-185~139), NNT 15.9 Th-o1-.




O /iy

EAERREAEICBET 5 AR RTX B O RHEEMEIL 1,000 AH
f=1) 35 A#Eh0 (-49~314), NNT 28.6 T&Hof-.
UEELY, EELLBLHRIE, TESEEFE] CHlELE.

£ 4 IETURAOEEN PDRICEIILBMWEIET U ADEERMEEEDREEN?

3] iy JH—FIETUR BEMpER
O FEEIZFHL RTICELTIE, 7O MDLDORELTGTN EALHEERD

O WA FL & (XA S AR,

® EELND (EXL] 79 FHLAICEFENADHREHD

o &, BEICESTRILARTIEHEMN 12128, 7O MhLEfE

O BRI L fltvzxwﬁ%ﬁﬁﬁ%ﬁutwﬁmmulﬁjtb

EES MEFR ANETELTYLHLEZEOEEERT AN OVTEELTFEEECESD2EEH LN ?

3] iy JH—FIETUR BEMpER
O EERTHEENFELIXES2EHY FEHRERT7YLMALIZRLT, BEEGREEECIELSOEE

O EELNFHERMEELIEIESOD>EDTREESHY BWEEZLND.

© EELAFHENHFLEESDEEBELHL TANCA BS:ZME RB|HA K54 > 2017] 36 R—2 K5 5

O BEELRHEME:FIESDEEAL "

HAEG6 MRONFTUR ZFEFLOVIIRELFLLAVIRDONS VRIINAL L FHBEABEXZET 0 ?

3] iy JH—FIETUR BEMpER
O EEBABNILTLNS 28 M A%OD THEM] (ENAAERIXE) OFS LB

O EEABABZTLLBATLDS (placebo B) &KYELYRIMEL. TEELFERR 77

O MABLEEMBLLVThIZHFLLEL WA SESREE (VDI) | TQOL (SF-36) | MEEARBPRE (& F

O BFoL{NMANELTLS TETHS.

® TALBRTINE UEKY, RDNSVRE THRANBRTNS] ELT.

O cF&FE

O Hh AL

Bt 7 BREXNHDE ZTONAOERADNREINATILEBEABOELLEXFTEIN?

bl JYH—FIETVR EMEEER

O LBRBEDOERMMES L

O ERABOERAMMESAEEL KL
O TABLEMEBL LI ZFELGW
O TADERMMEAEEZL &

O NADERMMEMN KLY

O &F<EE

® HAMRGL

BRHFAERICETIRKRELEHIREDERMNDR R
LEBERELEZITET U RIEAL.

B RTXEE) L xtBBEE (placebo #) DEFIEDE,
RTX (500 mg/[E]) 132,999 A x3 [E]=398,997 HTH5.
BREIZRIX 2159 5186, EXFBIFTHATHS.
FERIEIIXHBEE (placebo B) DIES5 AV, BHREED
BERBAOEOOERANTZITERIF S TULELH,
by LT




H#£8 MEXRRE ZBRFMAXEDOEERELIN?

i Lo

JH—FIETFR

EMHEE

O KE72#m

O HEEDHEM

O EMTZ3IF EDEMOFLD
O HEEDHD

O K=

(OR-FF-¥3

©® Hh BN

6 MAICT BDRFEBADETHHA, BRRIZIEIBEER
REMNEMT B

ZEE£9 FEE CORRKREERLCHFERBICE >TRIALIOMN?

bl JYH—FIETUR EMHEER
(ONAIAY-4 RIRFZHE THEATRIAE
O BELL, L&

® BELL, [Ty

O &Ly

O &FEHE

O iy

& 10. EITAIREYE ZTONAXEITHED ?

Fb JHY—FIETVR EBMHEE

O Lz RIX XIS RNE X, SHRMNERXERAFEEOERE
O&HTLH, LA ABEE LTRBERNSHY, REESICEYBRORBD
® BELHL, FEW MHIETES D, [BELLC, [FLv &Lk

O 1ELy

O &x&F

O oy




C03-3 XERRFR & XAER

®Pubmed #RFERX

#1 "Anti-Neutrophil Cytoplasmic Antibody-Associated vasculitis"[mhl]
(antineutrophil[tiab] OR anti-neutrophil[tiab]) AND cytoplasmic[tiab]) OR ancaltiab]) AND vasculi*[tiab]) OR "microscopic polyangiitis"[mh] OR "microscopic
polyangiitis"[tiab] OR "granulomatosis with polyangiitis"[mh] OR "granulomatosis with polyangiitis"[tiab] OR (wegener*[tiab] AND granulomatosis[tiab]) OR
"churg strauss syndrome"[mh] OR (churg[tiab] AND strauss|tiab]) OR "eosinophilic granulomatosis with polyangiitis"[tiab] OR (renalltiab] AND vasculi*[tiab])
OR (small[tiab] AND vessel*[tiab] AND vasculi*[tiab]) OR (rapid*[tiab] AND progress*[tiab] AND glomerulonephri*[tiab]) OR (pauciltiab] AND immune[tiab]

OR (("antibodies,

AND glomerulonephri*[tiab]) OR (crescentic[tiab] AND glomerulonephri*[tiab])
#2 rituximab[mh] OR rituximabltiab]

#3 ((randomized controlled trial [pt]) OR (controlled clinical trial[pt]) OR (clinical triallpt])) OR drug therapyl[sh] OR randomly[tiab] OR randomized[tiab] OR
placebo[tiab] OR trialltiab] OR groups(tiab] OR "case control studies"[mh] OR "cohort studies"[mh] NOT ("case reports"[pt] OR "case report*"[tiab] OR "case

series"[tiab])
#4 (English[la] OR Japanese(la]) AND ("2000"[pdat] : "3000"[pdat]) NOT ((animals[mh]) NOT (humans[mhl]))

#5 #1 AND #2 AND #3 AND #4
484 Hit (2021/1/15)

Search Actions

#5

#4

#3

#2

#1

Details

>

>

Query
Search: #1 AND #2 AND #3 AND #4 Sort by: Most Recent

Search: (English[la] OR Japanese[la]) AND ("2000"[pdat] : “3000"
[pdat]) NOT ((animals[mh]) NOT (humans[mh])) Sort by: Most Recent

Search: ((randomized controlled trial [pt]) OR (controlled clinical
trial[pt]) OR (clinical trial[pt])) OR drug therapy[sh] OR
randomly[tiab] OR randomized[tiab] OR placebo[tiab] OR trial[tiab]
OR groups[tiab] OR “case control studies”[mh] OR "cohort studies”
[mh] NOT ("case reports”[pt] OR "case report*”[tiab] OR "case
series”[tiab]) Sort by: Most Recent

Search: rituximab[mh] OR rituximab[tiab] Sort by: Most Recent

Search: "Anti-Neutrophil Cytoplasmic Antibody-Associated vasculitis”
[mh] OR (("antibodies, antineutrophil cytoplasmic”[mh] OR
(antibod*[tiab] AND (antineutrophil[tiab] OR anti-neutrophil[tiab])
AND cytoplasmic[tiab]) OR anca[tiab]) AND vasculi*[tiab]) OR
“microscopic polyangiitis”[mh] OR "microscopic polyangiitis”[tiab]
OR “granulomatosis with polyangiitis“[mh] OR "granulomatosis with
polyangiitis”[tiab] OR (wegener*[tiab] AND granulomatosis[tiab])
OR “churg strauss syndrome”[mh] OR (churg[tiab] AND
strauss[tiab]) OR "eosinophilic granulomatosis with polyangiitis”
[tiab] OR (renal[tiab] AND vasculi*[tiab]) OR (small[tiab] AND vessel*
[tiab] AND vasculi*[tiab]) OR (rapid*[tiab] AND progress*[tiab] AND
glomerulonephri*[tiab]) OR (pauci[tiab] AND immune[tiab] AND
glomerulonephri*[tiab]) OR (crescentic[tiab] AND glomerulonephri*
[tiab]) Sort by: Most Recent

Results
484

15,320,883

6,126,693

24,866

23,013

Time

00:14:58

00:13:07

00:12:56

00:12:49

00:12:42

antineutrophil cytoplasmic"[mh] OR (antibod*[tiab]



@ CENTRAL #&%E =

#1 MeSH descriptor: [Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis] explode all trees

#2 MeSH descriptor: [Antibodies, Antineutrophil Cytoplasmic] explode all trees

#3 (((antibody antineutrophil cytoplasmic) OR anca) AND vasculitis) OR (microscopic polyangiitis) OR (granulomatosis with polyangiitis) OR (Wegener
granulomatosis) OR (eosinophilic granulomatosis with polyangiitis) OR (churg-strauss syndrome) OR (renal AND vasculitis) OR (small vessel vasculitis) OR
(rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic glomerulonephritis) Word variations have been searched

#4 rituximab

#5 #1 OR #2 OR #3) AND #4 with Publication Year from 2000 to present , in Trials

282 Hit (2021/1/15)

- # MeSH descriptor [Anti-Meutrophil Cytoplasmic Antibedy-Associted Vasculits] explode all trees MoSH» G,
b pl 1 exp

il Cytoplasmic] explode all trees MeSH 10 |
ranulomatosis with polyangiitis) OR (Wegener 5w Limits 1006

5 with pel 1 OR S5 & (renal AMD vasculits) OR vasculitis) OR
witis) OR (pawci immune glomerulonephritis) OR (crescentic glomerulonephntis)) (Word variations have been searched)

=, Antineutrop

- §2 MeSH descriptor [An

cytoplasmic) OR anca) AND v,

| Limits | | 899 |

e Limits 42 |



OEFFEREX

#1105 S -HaT B R H AR B/ TH or anca B8 I & 45 /AL or BAMEEAIZ 3 L5 2/TH or £ L5 & MEE R ZEIESE/TH or 7 = 7 — AIZFIE/AL or A7 R ERIMEZ 58 1 &
RYEAZFEIESE/TH or F % — 27 A h T 7 ZGEGERE/AL or 7 L /L — VLA 2EIEME 5 25 /AL or (B BRFI/AL and (% 2¢/TH or I 75/AL)) or anca F%@%Z%/AL or
(pauci/AL and immune/AL) or RERIRRES 2520 EITIE/TH or SRERIAR - S0 HET TIE/AL or 23 EIRAK-FEEIME/TH or ZREWRZ-FEEIME/AL or AEEINEZ I ENRK
/AL

#2 Rituximab/TH or Rituximab/AL or V V& o~ 7 /AL

#3 (LA=HA3FE) and PT=EFIMRE « FHIER<) and PT=HEE## 0 and RD=# % 7+ U > & or RD=7 % LM LEGAER or RD=%#£T o & LAV LLEGAER or RD=LLESAF
%% or = 75— MiF5E/TH) and (PDAT=2000/1/1://)

#4 #1 and #2 and #3
2 Hit (2021/1/15)

0 8 - LA o ERSEAA M FLAR AW/ TH or ancaBiim /AL or BRRBNSENTH/TH or SEOFHMNEESME/TH or D457 —ESM/AL or IFERESENE HITESMIE/TH or Fr—J2 S5
RIEIZREAL or L)L PSS MIEME /AL or (WIRE/AL and (M3 TH or MEH/AL)) or ancaliB% #/AL or (pauci/AL and immune/AL) or IR -MERITIE/TH or SERARS-®™ 18,249
ERITIEAL or SRBRL-AEILTH or STEERL-REHL/AL or HEIESTERR@ AL

2 Rituximalb/TH or Rituximab/AL or LIWFLFT/AL 12,224
#3 ELA BFiE) an :rJ (P )—’Efﬂ?ﬂﬁ BERE <) and (PT=FHIR) and (RD=ALFFF U2 or RD=5-4 L{EILEIFER or RO=85 -4 LELEWIRE or RO=HEAT or 27— MRF/TH) and 142 397
PDAT=2000/1 Y
#land #2 and £3 2
<EBMASE>

#1 'anca associated vasculitis'/exp OR (('neutrophil cytoplasmic antibody'/exp OR (antibod*:ab,ti AND (antineutrophil:ab,ti OR 'anti neutrophil':ab,ti) AND
cytoplasmic:ab,ti) OR anca‘ab,ti) AND vasculi*:ab,ti) OR "'microscopic polyangiitis'/exp OR 'microscopic polyangiitis'ab,ti OR 'wegener granulomatosis'/exp OR
'wegener* granulomatosis':ab,ti OR 'granulomatosis with polyangiitis':ab,ti OR 'churg strauss syndrome'/exp OR (churg:ab,ti AND strauss:ab,ti) OR 'eosinophilic
granulomatosis with polyangiitisab,ti OR (renal:ab,ti AND vasculi*:ab,ti) OR (small:ab,ti AND vessel*:ab,ti AND vasculi*:ab,ti) OR (rapid*:ab,ti AND
progress*:ab,ti AND glomerulonephri*:ab,ti) OR (pauci:ab,ti AND immun*:ab,ti AND glomerulonephri*:ab,ti) OR (crescentic:ab,ti AND glomerulonephri*:ab,ti)

#2 'rituximab'/mj OR rituximab:ab,ti

#3 (randomized controlled trial/exp OR 'controlled clinical trial'/exp OR 'clinical trial'/exp OR 'drug therapy'/exp OR randomly:ab,ti OR randomized:ab,ti OR
placebo:ab,ti OR trial:ab,ti OR groups:ab,ti OR 'case control study'/exp OR 'cohort study'/exp) NOT (‘case report/exp OR 'case study'/exp OR ‘case report’ :ab,ti
OR 'case study':ab,ti OR ‘case series’ :ab,ti)

#4 (english:la OR japanese:la) AND [2000-3000]/py NOT (‘animal'/exp NOT 'human'/exp)

#5 [embasel/lim

#6 #1 AND #2 AND #3 AND #4 AND #5
1231 Hit (2021/1/15)

#6 #1 AND #2 AND AND #4 A
#5 [embase]/lim 26,843,553
#4 ('randomized controlled trial'/exp OR 'controlled clinical trial'/exp OR "clinical trial'/exp OR 'drug therapy'/exp OR randomly:ab.ti OR randomized:ab.ti OR placebo:ab ti OR trial:ab,ii OR 7,031,419
groups:ab ti OR ‘case control study'/exp OR ‘cohort study'/exp) NOT (‘case report/exp OR 'case study’/exp OR 'case reportab.ti OR ‘case study'ab,ti OR ‘case series"ab,ti)
# (english:la OR japanese:la) AND [2000-3000)/py NOT ("animal*/exp NOT 'human'/exp) 19,443,158
#2 ‘rituximab'/mj OR rituximab:ab.ti 48,664
#1 ‘anca i /exp OR ‘anca vasculitis’ OR ({'neutrophil cytoplasmic antibody'/exp OR 'neutrophil cytoplasmic antibody' OR (antibod*ab.ti AND 38,668
(antineutrophil:ab ti OR 'anti neutrophil"ab ti) AND cytcplasm\c'ab ti) OR anca:ab ti) AND vasculi*:ab.ti) OR 'microscopic polyangiitis'/exp OR 'microscopic polyangiitis' OR 'microscopic
polyangiitis”ab.ti OR ‘wegener grant is'/exp OR "W ner gr ' OR 'wegener* gu sis'ab.ti OR 'g osis with pelyangiitis'.ab.ii OR 'churg strauss
syndrome'/exp OR 'churg strauss syndrome' OR (churg aD I\AND straussab 1) OR " is with polyangiitis'ab ti OR (renal ab.ti AND vasculi* ab i) OR (smallab.ti

AND vessel*:ab ti AND vasculi*:ab.ti) OR (rapid*:ab,ti AND progress*:ab,ti AND glomerulonephri* ameR (pauci-ab, 11 AND Immun®an i AND glomerulonephri*:ab.ti) OR (crescentic ab,ti
AND glomerulonephri®:ab,ti)
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@ Charles P, et al. Ann Intern Med. 2020:173:179-187.
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HERNE D4 FHhER Risk of Bias ZDith
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Bl JEEPRE e RCT | AZA | POCY 7 60 73 63 High o mn it 2ot
%E’éﬁ o;;ggs RCT RTX  placebo 50 0 47 0 Low
g;ﬁﬁ C;g;'gs RCT RTX | placebo 50 2 47 12 Low
284 H
FAIFEEEERE  Charles OM: 2.2--1.9 OM: 1.6-£1.6
= (VDI) (meant 2020 ROV RTX  placebo 50 28M: 2.2-+1.8 41 28M: 1.7+1.6 Low
SD)
284 A OM: 61.8+ 20.8
QOL(SF-36 PFS = Charles 226 28M: 62.1+
HE ) (mean=+ 2020  RCT RTX  placebo 46 28M: 59.9+ 43 245 Low
sSD) 22.2
284 A OM: 66.0+ OM: 625+
QOL(SF-36 MCS = Charles 20.6 20.8
HE ) (mean=+ 2020  RCT RTX  placebo 46 28M: 615+ 43 28M: 63.2+ Low
sSD) 212 24,0
%i?g_%i O C;S;'gs RCT RTX  placebo 50 12 47 14 Low
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€CQ3-3:74LAMJOvE FET=(28 M™A)

RTXEWMES RTXEWMES

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Charles 2020 0 50 0 47 Mot estimable

Total (95% CI) 50 47 Mot estimable

Total events 0 0

Heterogeneity: Not applicable _ .01 01 i 10 100

Test for overall effect: Not applicable RTXENMESOHHFTETELSEZL RTXEEMIESOH I FET B
€CQ3-3: 7L AFTAVE Bk (28 MA)

RTXEMMEES RTXENMNES Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-=H, Random, 95% Cl M=H, Random, 95% CI

Charles 2020 2 50 12 47 100.0% 0.16 [0.04, 0.66] =

Total (95% CI) 50 47 100.0% 0.16 [0.04, 0.66] e ——

Total events 2 12

Heterogeneity: Not applicable =TT 01 To 100

Test for overall effect: Z = 2.52 (P = 0.01)

RTXEIEMIE SOAHERENED RTTEMES OF A EREIEL



€CQ3-3: 4L AMJAvVE VDI(28 1 A)

RTXEMMES RTXiEMMES Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Charles 2020 2.2 1.8 50 1.7 1.6 47 100.0% 0.50 [-0.18, 1.18]
Total (95% CI) 50

Heterogeneity: Mot applicable

47 100.0% 0.50 [-0.18, 1.18]

_ -100 -50 0 50 100

Test for averall effect: Z = 1.45 (P = 0.15) RTXEMMIESEOHHVDIMIEL RTXENMES DA AVDIAEL
€CQ3-3:74LAFTAVE & QOL(SF-36)PFS(28 /" A)
RTXEEAMIES RTXMENMES Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Charles 2020 59.9 22.2 50 62.1 245 47 100.0% -2.20([-11.52, 7.12]
Total (95% CI) 50 47 100.0% -2.20[-11.52, 7.12]
Heterogeneity: Not applicable 100 20 0 50 100

Test for overall effect: Z = 0.46 (P = 0.64)

RTXEHEMESDHHPFSHMELY RTXERIEMIES DA DPFSHHEL



€CQ3-3: 7L AMJOvh #EH QOL(SF-36)MCS(28 i A)

RTXEIAMES RTXiEHAME S Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Charles 2020 61.5 21.2 50 63.2 24 47 100.0% -1.70[-10.73, 7.33]

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 0.37 (P = 0.71)

50 47 100.0% -1.70 [-10.73, 7.33]

€CQ3-3: 7L ANTAVd EESGHEHRE (28 MA)

100

0 ] 50
RTXENIMIS S DA HMCSHEL RTGEMMES DA A MCSHEL

~100

Heterogeneity: Not applicable

RTXEMMES RTXEMMES Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M=H, Random, 95% CI
Charles 2020 12 50 14 47  100.0% 0.81 [0.42, 1.56])  E—
Total (95% CI) 50 47 100.0% 0.81 [0.42, 1.56]
Total events 12 14
1

aT

Test for overall effect: Z = 0.64 (P = 0.52) 01

RTXEIME S oA EESHERRELEL

0.1 100

10
RTXERME SO EHE S HERREIEN



€CQ3-3: 7L ANTAYd EfERPEFHRE (28 HhA)

RTXENMEE RTXEAGMES Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Charles 2020 6 50 4 47 100.0% 1.41 [0.42, 4.69]
Tatal (95% CI) 50 47 100.0% 1.41 [0.42, 4.69] e
Total events 5] 3
Heterogeneity: Not applicable .01 o1 10 100

Test for overall effect: Z = 0.56 (P = 0.57)

RTXRMME S O EERMERBESMEN RTNEEMESOAFEESMERBESEL



CQ 3-3 #HERDFELH (SoF) T—TJL(RCT)

CG3-3 : MPA/GPA DEMHFF AR TIX, UVX I IOEHMEBE - REBEBEDEL o AFERAN?

Patient or population:

Intervention: RTX

Comparison: Placebo

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Certainty of the

Outcomes A A A A evidence Comments
Risk with Risk with (95% CI) (studies)
Placebo RTX (GRADE)
A 97 eaOC)
0 per 1,000 0 per 1,000 HERT
(28 ™hAH) (1 RCT) Low
B3 40 per 1,000 RR 0.16 97 Yo YaTes)
255 per 1,000 i
(28 hH) (11 to 135) (0.04 to 0.66) (1 RCT) High
NI PU: o pAy T S MD 0.5 higher
The mean VDI (28M) 97 DDDD
(VDI (0.18 lower to 1.18 higher) - _
was 1.7 (1 RCT) High
(28 ™A)
MD 2.2
SF-36 PFS = The mean PFS (28M) I 89 Yo Yot
ower -
(28 ™M A) was 62.1 (1 RCT) High
(11.52 lower to 7.12 higher)
MD 1.7
SF-36 MCS = The mean MCS (28M) I 89 Yo YoTe)
ower -
(28 /™A) (28 v A) was 63.2 (1 RCT) High
(10.73 lower to 7.33 higher)
EEASGHERR 240 per 1,000 RR 0. 81 97 Y12 1@)
298 per 1,000
(28 v A) (143 to 374) (0.42 to 1.56) (1 RCT) Moderate?




CQ 3-3 #ERDELH (SoF) F—TIL(RCT)
CQ3-3 : MPA/GPA DEMMFFARTIZ, VY F O TOEHMEES L RMMBEDEL o NFRAMN?

Patient or population: AAV

Intervention: RTX

Comparison: Placebo

Anticipated absolute effects* (95% CI) Certainty of the
Relative effect No. of participants " . :
i i i i evidence omments
Risk with Risk with (95% CI) (studies)
Placebo RTX (GRADE)
EERLERR 120 per 1,000 RR 1. 41 97 Sl @)
85 per 1,000
(28 v A) (56 to 238) (0.42 to 4.69) (1 RCT) Moderate?

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI)

Cl: Confidence interval; RR: Risk ratio; MD: Mean difference

Explanations

V7O MO LDOFEENTEHE TS HLUT
2:HMREEMEDNEHERENELLGH R AT EORADERARMEME (0.75, 1.25) ZF=L\TWD



	MPA GPA 推奨⑩⑪　推奨作成関連資料
	CQ3-2
	CQ3-2_1_エビデンスプロファイル
	CQ3-2_2_Evidence to Decisionテーブル
	CQ3-2_3_文献検索式と文献選択
	CQ3-2_4_アブストラクトテーブル
	CQ3-2_5_リスク・バイアステーブル
	Risk Bias Table

	CQ3-2_6_リスク・バイアスサマリーとグラフ
	CQ3-2_7_フォレストプロット
	CQ3-2_8_結果のまとめ（SoF）テーブル
	Explanations


	CQ3-3
	CQ3-3_1_エビデンスプロファイル
	CQ3-3_2_Evidence to Decisionテーブル
	CQ3-3_3_文献検索式と文献選択
	CQ3-3_4_アブストラクトテーブル　【CQ3-3】採用論文の方法等の要約
	CQ3-3_5_リスク・バイアステーブル
	Risk Bias Table

	CQ3-3_6_リスク・バイアスサマリーとグラフ
	CQ3-3_7_フォレストプロット
	CQ3-3_8_結果のまとめ（SoF）テーブル
	Explanations



