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CQ1-5 Evidence to Decision 7 — 7L
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CQl-5 77A 727 b7—=71 (RCT)

CQ1-5 V227 « X4 7 A7 —7 1L (RCT)
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CO1-5 #FoF L ®» (SoF) 7—71 (RCT)
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CO1-6 SCHikER SR 2L & SCHRZER

CQl-6 77A 727 +7—71 (RCT)
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CQl-6 VA7 « NATZA¥~)—L 777 (RCT)
CQ1-6 7L A+ 7m v (RCT)

CQO1-6 #EF D F L ®» (SoF) 7—7 1 (RCT)

CQL-5 & ZRMERL 1 A BRI BEAEAE S BRI S BEAMENE %11 2 BIAEHFGEHE o - VUSSR FIAS 27~ F 4 v 7 L a—F— 4
CQ1-6 @ ERWEIL * [ LS BRI LB & BEATESE S BRI I3 MEATEILT & D PERUIE - % QOL I LI ¥4 BHIRHE th - VBB KBRS BAY A7 T4 v 7L e a—F—0
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CQ1-5 TEFRFA7F7AIL*

Qual ity assessment No. of patients Effect
No. of Study  Risk of Inconsistency Indirectness Imorecision Other GC+ GC+ Relative Absolute Qual ity Importance
studies | design bias y P considerations MTX POCY (95%CI) (95%CI)
T (6 MA)
randomise not . . very 0/49 1/46 RR 0. 31 15 fewer per 1000 15100
1 d trials | serious not serious | not serious serious' none (0. 0%) (2.2% | (0.01 to 7.50) | (from 22 fewer to 141 more) Low! CRITICAL
T (18HA)
randomise not . . very 2/49 2/46 RR 0.94 3 fewer per 1000 2100
1 d trials | serious not serious not serious serious' none (4.1%) (4. 3%) (0.14 to 6.39) | (from 37 fewer to 234 more) Low! GRITIGAL
EfE (6 H1A)
randomise A . . N 44/49 43/46 RR 0.96 37 fewer per 1000 12100
1 d trials serious not serious not serious serious none 89.8% | (93.5% | (0.85 to 1.08) | (from 75 more to 140 fewer) LOW2-3 CRITICAL
BEAHERE
randomise R . . very 9/49 6/46 RR 1. 41 53 more per 1000 1000
T | g trials | Serious’| not serious | not serious | o4 none (18.4% | (13.0%) | (0.54 to 3.65) | (from 60 fewer to 346 more) | VERY Low2 | CRITICAL
randomise A . . very 4/49 4/46 RR 0.94 5 fewer per 1000 1000
T | d trials |Serious’| not serious | not serious | .\ none ©.2% | 679 | 0.25 to 3.54) | (from 65 fewer to 221 more) | VERY Low.2 | CRITICAL
B (18HAH)
randomise A . . R 32/46 20/43 RR 1.50 233 more per 1000 12100
T | d trials |Serious’| not serious | not serious | serious none (69.6%) | (46.5% | (1.03 to 2.17) | (from 14 more to 544 more) LOWE.* TMPORTANT

MD : mean difference, RR : relative risk

*  FASAEL0OT—2LFATETMITTELEL 227D FAAIIK, RITFEEH L TULERL.
PDREEEOEERMEIEHELALFELBALLEONA DK RMBHELZ F£1- <1=®.
BRIENTHTULEL.

AR - U TLBARBERREDEELZH IR0,
MREETEOEERBIIHEELCEOHRKRBELT = 0.

o=



CQ1-5 Evidence to Decision T— 7L
HHE

=8
PROBLEM

CRITERIA

ZOMEITEBEIELZASVNTTMN?
Is there a problem priority?

FYEELHECEAMOH HMHEF, S YBEIE
uhE< 35

HI5E
JUDGEMENTS
Oz
OBZF5< LR
OFrER
0T < IEL
OlZ Ly

O—HEIZIZEZ AL

JH—FIETUR
RESEARCH EVIDENCE

RBOBRELDTIETVRLL

BMEE
ADDITIONAL CONSIDERATIONS

POCY I 2 BREEAGROMEILILES
EASVEETHS

ZTORROFLE & F

BENEFITS & HARMS OF THE OPTIONS

COIEFUROSKMRIEREN RIEORE) |20
T @EFE(TEL
Encgne O L
What is the overall certainty of this
evidence? O FE
' O=
OFHEEMOSHENKE

FELT7OMALIZENETOMEZE K MZD
WT, EXGTHEEMELIHY FTH?

Is there important uncertainty about how
much people value the main outcomes?

OFFERMCSHRMEAKE L ATREN
OXRELRRERMELZHMEN T VAT REM
OKELFHERMELSHFMEALLY
OEZELNTL SN E > MFEH

Oz
.T:rsi/ub\l/\i
N/
FEEINBLELOHRERENTTH? OFH
. A OT:,D\/uthL\
Are the desirable anticipated effects large?
OlFLy
O—#IZIFEZHL
Oz
Of=RA L Z
FRINBEFLLHBVHRIT/NEVTTM? OABg
Are the undesirable anticipated effects @F=-SAlEL
smal |? OlZiy
O—#IZIFEZ AL
Ounihvz
2% LUHREZEL CHLBRE Y pRELT | STAMNA
ENN i
Are the desirable effects large relative to OfRARL
OlFLy

undesirable effects?

O—#IZIFEZ AL

IETURADEKRGIEREN
IEFORFAT7AILD “Quality” 258

FRINDIEZEELLVHIR - EELCEVLVHMRDK
=X
IETFURTOT7 7LD “Effect” 5

CO1-1 & A%k
VI 8&7 47— MAE (1] - (B)
(A3 p36 E5) SR

ZFEFLLIIREZEARELAL
AHBOAR— FRARICE T EABET—4
(SHEREREERMOE HLERM A [HA
EToOak— MAROBREE] S8

INEWEFWREBEWD, 2HINSWVNTH
35, RBOaAKR— FRFEIZH T D EHHE
DIEREIL VII BIzDWvT 2.1 EELR
ZAEDREKRI] (039) SHE.

CY MEERtEY XV EmMIZ DL TIX VII
EIZDOWT 3.23 EMEF YRS
(p41) B HE.




Oz
Of=FRALWZ

HHOBMELDZIETURLL

Lr0ERBRONLD, BEAR, BER
B EZEBICL > TREVENTIEL

O—8FIZIZE 240

N . OFH LN
A BRIV E S N 7 . N .
s O 7 RAEL RRERBERNE SERY D (A4
' Ol&Ly VI FEEMEFRIAFHREMAER]
O—#EIZIFEZ AL
ud Oz (GBMNEIE) AR MMIDBEOATRE NS L.
i z Ot=FA L Z R M HERMEREESHG HEEHF [ETL
g = OFH F—=RZBITIEEE] 5
W § @/-SAlXL (1) BREAARE (24 8)
ol = SIRY 4=
2| oz FFERORE M LEEZINER | O GO+POCY DA hAREAFFAL T DA EHT >
U) [ZHRTINEWNTETMN? f=15&1 ICPOCY DEXEZEET S &L THE
Is th; incremental cost s.maII relative to O—#BISFER L POCY [T > B4 26250 36.1F. 100mg/HE
the net benefits? LTI1m,MA2166M. 6 B TH1.35MH.
’ @GC +MTX15mg/3E - - MTX2. bmg D &ELF| % {F
(ABRERBIFRLC, GCHEIZDERL)
(4) EHHEDNDIR K
DT 2 B AR
QBEBEXT 2 BRARK
Ot&Ehn (:BfnZEI1E) oI FEIXFERZERENAZ LA, BERN
- @71- SNAEM BEREERZREIICK2BCABRELE B, BT EZEMICK o TIEELVE
BREEEADZEFIA[MTLLIMN? =0 I -
4 > [What would be the impact on health inequities? O;FEE ARE - 0 23!102 FEJ/F] %iE;O 11'550 F‘Hé}ij NTENGL.
B 5 Of=-AAED (HEEENEFDLEDGES, RELEILLED
24 = . L O 1/2)
L {g%’fﬁ%’&ﬂbﬂ'ﬂl%\bju’77Alioﬁ UELXSH EREREEENE REEYE F [EFLT—RIC
O—#IZITEZHE W BT2ERE] OEEERELEHEREERSH
EHiICLSPERENREZOECAEE
. Ouivz NHOBHMELDZIETUARLL MTX (4R B3 A 5+
= @1-SALVWZ
K 2204 T 3 VEEEBRT—I RLF—I2ZFAOfSARN
R2lhonEdme Ol
g % Is the option acceptable to key stakeholders?
2 O—#EIZIFEZ AL
OLivz HREORMELZIETURIEL RIFFERANTEHINRBIEAETH S
= Of=RALWZ o)
8 Jlent 7o 2 aEBAARTT A T
ﬁ‘gk 2 Is the option feasible to implement? Ol';f:
Ll
L




CO1-5 itz & SCHkRiR

@®PubMed BFRK

#7 Add Search #5 AND #6 53 11:29:52

#6 Add Search methotrexate 43885 11:24:28

#5 Add Search #1 AND #2 AND #3 AND #4 339 10:20:01

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7665228 10:19:43

#3 Add Search ((“"Randomized Controlled Trial”[PT] OR “Controlled Clinical Trial”[PT] OR “Clinical Trial”[PT] OR “Case-Control Studies”[MH] OR “Cohort Studies”[MH] OR
randomized[TIAB] OR randomly[TIAB] OR trial [TIAB] OR groups[TIAB]) NOT “Case Reports”[PT]) 3329496 10:19:25

#2 Add Search cyclophosphamide 62732 10:17:40

#1 Add Search (“Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis”[MH] OR (((antibodies OR antibody) AND (antineutrophil OR anti-neutrophil) AND cytoplasmic) OR anca
AND vasculitis) OR (microscopic polyangiitis) OR “Granulomatosis with Polyangiitis”[MH] OR “Churg-Strauss Syndrome”[MH] OR (renal limited vasculitis) OR (small vessel
vasculitis) OR (rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic glomerulonephritis)) 14950 10:16:19

®%R . 2015/1/12

OEFHEERA
#1 (B R-HF BRI B AREE/TH or ANCA BEEME 26/AL) or MER-HuIFHEMMAREIARE/TH or BMEIRMNZHEMER/TH or IFELEkME LR ME R MERISEIERE/TH or FEABRMEL R M
BERMEAFEE/TH or LEMEREAFIERE/TH or FEAKMZRMEXERZFELE/TH or (BRB/AL and (IME % /TH or mMEH/AL)) or (pauci/AL and immune/AL) or RERAE 2-SRHELT
/TH or IARIKAREERAAE/TH or ((ZHBIIRK-HEEIME/TH or ZREPRX-FEETIE/AL) or (ZRENPRX-FEEE/TH or BEETMEZFHEIRK/AL) or (ZREMRX-FEEHE/TH or FHEEHIELHKIEE
BR2¢/AL) or (ZHEBHARK-FEEIE/TH or FEETMESIARE B 2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T F< b—TRA-£5M/TH or €8T T F—FX/AL
or Goodpasture JEI&EE/AL or 'y K/INRF ¥ —JEIZEE/AL or (IgA/TH and m%E #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (M€ R-FPERHRE EHAREE/TH or ANCA BEEME #%/AL) or MEX-iFhERMMBEHARE/TH or BAMEBEMLHRMEK/TH or WFEIRMELSRME XIEAFIEAE/TH or IFEEIKMEZ KM
ERMERZFEE/TH or SROEXERAFIEAE/TH or FEEIRMZFHME RMENZFIELE/TH or (BRBE/AL and (IWEX/TH or ME%/AL)) or (pauci/AL and immune/AL) or RERIAE #-ZEHEST
/TH or ARBRAEEKEERMAE/TH or ((ZHBIMRA-FEETME/TH or ZSREARA-FEEE/AL) or (ZSREINRA-FEEME/TH or HBEMELZHBARK/AL) or (ZSHREIRKR-FEEIE/TH or FEEIHEZHMEE
BR2¢/AL) or (ZHEBARL-FEETTE/TH or #EETESIAREBE2¢/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T T h—TRX-25M/TH or £H5MT ) T F—FTX/AL
or Goodpasture fEI&EE/AL or 'y K/INRF ¥ —JEIZEE/AL or (IgA/TH and mE #%/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 RD=AZF7F IR or RD=5 & L{LLLEEAER or RD=#5 > 4 LILELEERER or RD=LLEXHAZE or a7Rk— MERZE/TH or SEMIXIERRRZE/TH) and (CK=E k and (CK=mkA (19~44) or CK=rp%
(45~64) or CK==#&r& (65~) or CK==#&5%& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZEi#3X) and (LA=BAA:E) 72,640
#5 #3 and #4 23
#6  ((Cyclophosphamide/TH or Gyclophosphamide/AL) or #0< - O/RRX 77 3 K/AL) and ((Methotrexate/TH or Methotrexate/AL) or (Methotrexate/TH or * + kL FH— K/AL)) 1,555
#7 #5 and #6 0

®%H :2015/1/13



@CENTRAL &=

#

MeSH descriptor: [Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis] explode all trees 72

#2

(((antibody antineutrophil cytoplasmic) or anca) and vasculitis) or (microscopic polyangiitis) or (Granulomatosis with Polyangiitis) or (Churg Strauss Syndrome) or (renal
limited vasculitis) or (small vessel vasculitis) or (rapidly progressive glomerulonephritis) or (pauci immune glomerulonephritis) or (crescentic glomerulonephritis):ti, ab, kw
(Word variations have been searched) 178

#3

#lor #2 197

#4

cyclophosphamide:ti, ab, kw (Word variations have been searched) 7018
#5

#3 and #4 110

#6

methotrexateti, ab, kw (Word variations have been searched) 5427

#7

#5 and #6 15

Publication Year from 1994 to 2015, in Trials
®%B :2015/1/17
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o - e R Z DD IERIR
PubMed M S 4FE L 1= EfENLEELE CETNTAL M S 4%FE L 1= MBI LT
Xk#k (n=53) Xwk# (n=0) Xk (n=15) XERSL (n=0)
SEBE TR LIZX
#kE (n=2)
FEXERNEDOERE (n= 55 ) (EEXHL 11 )
A —Z 5 LE=XEE > B&4d L =30k 3K
(h=5b) (n=53)
WAL 2 514l L 7= & SRR BRoh L =2 3R
(n=2) > (n=1)
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4
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(n=1)




C01-5 Z7TR 59 FF7—7IL (RCT)

@De Groot K, Arthritis Rheum 2005;52:2461-2469.
HERTHA >

FHREE

A ANFLE

(EWAS mE D EEE £+ HNILEH)

PRo‘ELZE

TAFE

B
B, BRGEDER

I RTRER T ™) A L
& ET i B A

SMEOFE (FHRE)
ZnEDEMEREBAR
BREEEDES GEHHNID)
BRE Cr i) BE

F—T5A)L, RCT Je4 kB (NORAM trial)

FR 26 HEE%

Cr AV 150 u /L LA TEEREARHE DL ANCA B 1 & 2¢ WG, MPA)
1ESRULEDOEE, DU LORKER (2, HfE #E BEERE B2 & 2ke LEtokERD, BEFKR), ik 45mm/h LLEF,IT CRP AEE L
FRD 2 BLLEFEF-1E ANCA(IF F=I1X ELISA) B F 1= (LB L DR B

() ZEH : BEOMELHM, mERXRICKHMKEE, RPN, REDCMKER KEOHLELHM, LERECLHERCLLILFE
(2) Cr 150uM/L LA, FRmBKF4E, Ff=IE 1g/day LLEDE /3R

Q) RIEERDH

4) thoe=HMtECREREDEH

(6) BHES

(6) BEUFFH, HIV R

() 18T, T5mLlE

MTX 2% : #8200 MTX 15mg/week THRA%E L 12 B E TIZ 20-25mg/week ETHEEL 10 MAETHIZL 12 A X TICTEE L

POCY 8% : #20 CY 2mg/kg/day (nax 15mg/day) ZEMEAFT(RIEIMNA, RE6HMA), 60 FLLLIF 25mg/day IZiFE, BIMERFEDAHNILH L.
B2 AL 1. 5mg/ke/day (CHEL 10 MAETHEL 120 AETITHE, ik

mEE L + PSL 1mg/kg/day ZHEF, 12 BFETIZ 15mg/day, 6 MBFETIZ 7.5mg/day IZEEL, 12 A ETICHLE.

18MA (FFARY—IUFRA VL6 MARDERE)

B HiEbHDVIEECT DEEBFEMEA L BVAST), 2 LT ORKREBEBEDEGILHE (BVAS2).
Major LB # - ERMWB/HFEOTFRAEL LV LITHEMR Bh, B, W EZHeE R
Minor LM : EEWBREI GO PSLIBEZRE LT HREBEHEOER

6 MA®BDREE, 18 MAKDIET

(Primary endpoint)6 /A LN D EAFE AR
18MNABRDEEEHERE

BAERFER . FHETEE

18 MABRDEEREERE

B Q0L : FLEFEE

18 M BEDOBR

53 % (18~178)

HEH10046IT 2~ —L MTXEE 51 451, CY B 49 1. 5 HIA ABTIZRL 95 BIAVERRI T A. MTX B¥ 49 5 (WG46 451, MPA3 451), POCY B¥ 46 45 (WG43 45, MPA3 i)

mpR& Y : 27 51 (28%)

3 Cr 84 5mM/L (42~149)




Ca1-5 YRY « "4 F7RT—TIL (RCT)

HEABTDIEH FHHER Risk of Bias Z Dt
f®11ﬂ
TorhAD EEE | Ak | aAmk |DAE| WAE g | MR gy g my g | SRR 7PN fmen |T7EPAEERA s rrats
FE%E WwmEE | (RCT?) (FEIZ) 0 e I8 2 AEIEL = I8 Hik | DERL “;&ﬂ; n%’rﬁﬂ: T hhL /{4;7\ %ﬁEPJJ:D- B (high D& =BHFEH)
AR 20)
MTX (20-25mg/w) & BRIEDA SN TV V=
BT Groot, POCY (2mg/kg) , . . ELERDHEITE
6 A E) 2005 | FCT Lo mBEcicar| 0 46 1 low low high low low low o e icgEans 0T
ik | ow.
MTX (20-25mg/w) & BRSNS h TN
1= Groot, POCY (2mg/kg) . . FELERDOHEITE
(18 1 H) 2005 RCT 12 B % TI=BE 49 2 46 2 | ow | ow high | ow | ow | ow | ow BRILICEBE N LD T
=] o | ow.
B Groot I\PngéY(z(g;gEg)/W) “ BRiENSh TV
© 75‘;]) 2005’ RCT 12 h A i'@("”‘ﬁ 49 44 46 43 | ow | ow high high | ow | ow | ow &. BVAS D#I%E (FETHE
. ke DEEEZTHDT high.
B MTX (20-25mg/w) & BRIEDA SN TV V=
P Groot, POCY (2mg/kg) , . . ». ==L AE DHIFEITE
nﬁﬁ%ﬁ 2005 RCT 19 AT TI=AE 49 9 46 6 | ow | ow high high low | ow low BIE B E SN 20T
== high.
MTX (20-25mg/w) &
RET Groot, POCY (2mg/kg) , E— T
o 2005 | RCT | mB b mg| 49 |WEFRE| 46 | FEFAE
==H1
. MTX (20-25mg/w) & BRSNS TV
e Groot, POCY (2mg/kg) , i ' 0. BRBMEOHEISE
% s
.,%%J;"IE 2005 RCT 12 B % TI=BE 49 4 46 4 | ow | ow high high | ow | ow | ow BILICEBXN 20T
=21 high.
MTX (20-25mg/w) &
£E Groot, POCY (2mg/kg) , e T
0L 2005 | FOT [lomAscimg| 49 |W@FE| 46 | WETHE
==H1
(18 hAED) .
B | POy e & BRIEASNTOELS
(1 EURAICE 2005’ RCT 12 s H é'ég("”"ﬁ 46 32 43 20 | ow | ow high high | ow | ow | ow &. BVAS D#I%E (FETHE
fi# LI=5EBID e =" DEEEZ(T5HDThigh.
fT)
MTX (20-25mg/w) &
TR E | Groot, POCY (2mg/kg) , e .
e 2005 RCT 19 MAETI= B 49 | EE{EAHE 46 SEfHl A BE
fak




. Blinding of participants and personnel (performance bias)

@ | Random sequence generation (selection bias)
@ | Allocation concealment (selection bias)

@ | Blinding of outcome assessment (detection bias)
@ | Incomplete outcome data (attrition bias)

. Selective reporting (reporting bias)

CQ1-5 YR  NAFARYTY)—¢,4552, 24X Ty kRCT)
€C0Q1-5: Risk of Bias & EfE 6 HAH)

Random sequence generation (selection bias)

Allocation conceaiment (selection bies) I R
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias)

Blinding of participants and personnel (performance bias)

ko
5 otnervics [
£ : : : : |
s} 0% 25% 50% 75%  100%

CQ1-5 de Groot 2005 . . Low risk of bias D Unclear risk of bias . High risk of bias

€C01-5: I+ LR TRy BREGMA)
MTX POCY Risk Ratio Riek Ratio

Study or Subgroup Events Total Events Total Weight Fixed, ,95% CI Fixed, 1, 95% Cl

C@1-5 de Groot 2005 44 49 43 46 100.0% 0.96 [0.85,1.08]

Total (95% CI) 49 46 100.0%  0.96[0.85, 1.08]

Total events 44 43

Heterogeneity: Mot applicahble
Test for overall effect Z= 065 (P =052)

05 0.7 1 15 2
POCYBOAHMEEAE LY MTXEOEH WEAEA L




€C01-5: Risk of Bias B Z%ET=(6 »R)

. Random seguence generation {selection bias)

@ | Alocation concealment (selection bias)

. Blinding of paricipants and personnel (performance bias)
. Blinding of outcome assessment (detection hias)

. Incomplete outcorme data (attrition bias)

. Selective reporting (reporting bias)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (aftrition bias)

Selective reporting (reporting bias)

o
@
= Other bias
£ : : : : <
& 0% 25% 50% 7a%  100%
CQ1-5 de Groot 2005 . [ Low risk of bias [Junciear risk of bias B Hioh risk of bias
OCQ1-5: 7+ LR FFAYF (6 MA)
GC+MTX GC+POCY Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Bvents Total Weight Fixed, 95% CI Fixed, 95% CI
C21-5 de Groot 2005 0 49 1 46 100.0% 0.31 [0.01, 7.50]
Total (95% CI) 49 46 100.0% 0.31[0.01, 7.50] e —
Total events 1] 1
Heterogeneity: Mot applkzable . iII.IZI1 III!1 1'IZI 1IZIIIi
HeistloraveralkemReiEs el im ) GC+POCYDEATEEEAEL GCHMTHOFATECEAEL




€C01-5:Risk of Bias @ 3ET=(18 HR)

. Random sequence generation {selection bias)

. Allocation concealment (selection bhiag)

. Blinding of patticipants and personnel (performance hias)
. Blinding of outcome assessment {detection biag)

. Incomplete outcome data (attrition bias)

. Selective reporting (reporting bias)

Random sequence generation (selection bias)

Allocation concealment (selection hias)

Blinding of paricipants and personnel (performance hbias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

iy
z
= Other bias
E L 1 | ! 1
5 0% 25% 50% 75%  100%
CQ1-5 de Groot 2005 - B Lo risk of bias [Junclear risk of hias [l High risk of hias
&C01-5: 74 LR FTFAY ¢ EL(18HA)
GC+MTX GC+POCY Risk Ratio Risk Ratio

Study or Subgroup Events Total Bvents Total Weight Fixed,  95% CI Fixed, 95% Cl

C21-5 de Groot 2005 2 49 2 46 100.0% 0.94[0.14, 6.39]

Total (95% CI) 49 46 100.0% 0.94 [0.14, 6.39]

Total events 2 2

Heterogeneity: Mat applicable III.I'ZIE sz ’i é EIIII

Test for overall effect 2= 0.06 (F=0.99)

GCHPOCYMALNREELNELY GC+MNTAOALIREELNTEL




€C01-5:Risk of Bias &

ERGHERE

Random sequence generation (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Allocation concealmert (selection bias) I

. Random segquence generation (selection bias)

@® | Allocation concealment (selection bias)

. Blinding of participants and personnel (performance bias)

@ | Blinding of outcome assessment (detection bias)

. Incomplete outcome data (attrition bias)

. Selective reporting (reporting bias)

Incomplete outcome data (attrition bias) _
Selective reporting (reporting bias) (RN

w
@
2 other bias [
£ [ : : : |
o 0% 25% 50% 75%  100%

CQ1-5 de Groot 2005 ® I Low risk of bias [_]Unclear risk of bias [l High risk of bias

€C01-5: 74+ LR TRy b ERAHHERE
MTX POCY Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight _ Fixed, a5% C| Fixed, 95% Cl

CQ1-5 de Groot 2005 9 49 6 46 100.0%  1.41[0.54, 3.69] —

Total (95% CI) 49 46 100.0%  1.41[0.54, 3.65] AR

Total events 4 i

Heterogeneity: Mot applicahle I:I.h’l 01.1 ‘|||:| 160

Testfor overall effect: Z=0.71 (P = 0.48)

MTXHOALVEESHERRENEL

POCYHOFHIFEGEEHIERREIEL



&C01-5:Risk of Bias Bl ERBLERIR

@ | Biinding of participants and personnel (performance bias)

. Random sequence generation (selection bias)
. Allocation concealment (selection bias)

@ | Biinding of outcome assessment (detection bias)
@® | Incomplete outcome data (attrition bias)

. Selective reporting (reporting bias)

Random sequence generation (selection bias)
Allocation concealment (selection bias)
Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias) _
Seloctive reporting (reporting bias) (I NNEEEEEE

oy
ki
a Other bias [N
_ﬂ:J [l Il Il Il ]
] 0% 25% 50% 75%  100%

CQ1-5 de Groot 2005 ® I Low risk of bias [_]Unclear risk of bias [l High risk of bias

OC01-5: 24 LR MTOY b EERPERDE
MTX POCY Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight Fixed, 95% CI Fixed, 95% Cl

CQ1-5 de Groot 2005 4 49 4 46 100.0%  0.94[0.25, 3.54]

Total (95% Cl) 49 46 100.0%  0.94 [0.25, 3.54]

Total events 4 4

Heterogeneity: Mot applicable II:I.I:|1 IJI.'I ,i 1'0 1|:I|:I1

Test for overall effect: Z=009(P=093)

MTABOFHLFEEEZRERAENEL POCYROFHIFESEERERRELEL



€C01-5:Risk of Bias &

BRA8MA)

Random sequence generation (selection bias)
Allocation concealment (selection bias)
Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias) _
Selecive reporting (reporting bias) [N

. Blinding of participants and persennel (performance bias)

@ | Random sequence generation (selection bias)
@ | Allocation concealment (selection bias)

@ | Biinding of outcome assessment (detection bias)
. Incomplete outcome data (attrition bias)

. Selective reporting (reporting bias)

©
5 Other bias - [N
£ : : : : |
o] 0% 25% 50% 75%  100%

CQ1-5 de Groot 2005 + B Low risk of bias [ ]Unclear risk of bias Il High risk of bias

&C01-5:7+xLRFFOY ¢ BHOASHA)
GC+HMTX GC+POCY Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight Fixed, 95% CI Fixed, 95% CI

CE1-5 de Groat 20045 32 46 20 43 100.0% 1.480[1.03, 217]

Total (95% Cl) 46 43 100.0% 1.50 [1.03, 2.17] "‘"

Tatal events 3z 20

Heterogeneity: Mot applicable III!1 sz III!S ﬁ é 1'IZI

Testfor overall effect £=2.11 (F=0.03)

GC+NTHOE N EEEAELY GC+POCYMBELNBHEEHEL



CO1-5-KERDELH (SoF) T—TJL (RCT)

CQ1-5: ANCABSEMEXNEREBEAAEICSIILaaILFa4q4 F+HEAOSPARR 77 FESIILaalLFaqa R+ AR MLEFY— RO ELONREH

m?

Setting:
Intervention: GC+MTX
Comparison: GC+POCY

Outcomes

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Quality of the evidence

Risk with GC+POCY | Risk with GC+NTX (95% CD) (studies) LD
Moderate RRO. 31 95 ®OO
T CBA) 22 per 1000 7(0";') }22? 0.01 to 7.50) (1 RCT) Low
Moderate
RRO. 94 95 ®e00
R (84A) 43 per 1000 e (0.14 to 6.39) (1 RCT) LW
Moderate RRO. 96 95 ®OO
R G2 A) 035 per 1000 ?79975 Per 1‘0%%‘; (0.85 to 1.08) (1 RCT) Low
Moderate RR1. 41 95 OO0
e A ) .
ERGIHERR 130 per 1000 ‘?740 Pteor ;706‘10 (0.54 to 3.65) (1 RCT) VERY LOW'2
Study population
R RRO. 94 95 ®O00
ERBRERR 87 per 1000 %zp:{) ;ggg’ 0.25 to 3. 54) (1 RCT) VERY LOW'?
. Study population RR1. 50 89 00
B (18M,A) 698 per 1000 2,4
465 per 1000 479 1o 1000 (1.03 to 2.17) (1 RCT) LOW

*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)
CI: Confidence interval; RR: Risk ratio; OR: Odds ratio;

GRADE Working Group grades of evidence

High quality: We are very confident that the true effect lies close to that of the estimate of the effect

Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a
possibility that it is substantially different

Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect

Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect
1. NREEEOEERMIELLFELALLEONAOBRKRRABELZF- <0

2. BERENESHTLEND

3. ARV - YU TS RERREOREEFH - SE L.

4. HMEHTFTEOEBERMEIIHEELEOMKRHERELZ F=- 0.




CQ1-6 TEF>RTAT77AI

€C01-6 RCT*
Certainty assessment No of patients
Noof g0 Riskof [ . et | - Other MMF IVCY Relative Absolute Certainty Importance
studies udy design bias NCONSISLENCY || INGIrectness MPrecision . siderations (G199 (XER) (95% CI) (95% CI)
FET= (6 M A)
. . . ) 1/148 8/152 RR 0.92 4 fewer per 1,000
4 RCT S " | Not S Not S S : N L CRITICAL
erious OF werious ot erious erious one (4. 7%) (5. 3%) (0.34 to 2.48) (from 35 fewer to 78 more) ov
ET=(18 MA)
Not ) . ) 5/70 4/70 RR 1.25 14 more per 1,000
1 RCT Not S Not S : N Moderat CRITICAL
Serious OF werious ot serious erious one (7.1%) (5.7% (0.35 to 4.46) (from 37 fewer to 197 more) oderate
EfE (6 HhA)
) ) ) ) 103/148 | 100/152 RR 1.09 59 more per 1,000
4 RCT S " | Not S Not S Not S N Moderat CRITICAL
erious | Tot erious R0t serious Hot serious one (69.6%) | (65.8%) | (0.84 to 1.41) | (from 105 fewer to 270 more) oderate
EELGASERRHEGHMA)
. . ) ) 14/317 21/39 RR 0.74 140 fewer per 1,000
2 RCT S ' [ Not S Not S Not S N Moderat CRITICAL
erious | ot serious \Tlot seriots Hot Seriots one (37.8%) | (53.8%) |(0.47 to 1.18) | (from 285 fewer to 97 more) oderate
EELGAEEEZHXRE18MA)
Not ) . . 35/70 28/70 RR 1.25 100 more per 1,000 .
1 RCT Not S Not Not S N High CRITICAL
Serious ot vertous ot serious ot werious one (50. 0%) (40.0%) | (0.86 to 1.81) | (from 56 fewer to 324 more) '8
FELEEEZHIE UM A) (Tuin J 2019 [THLVNT AE, Anemia, Trombocytopenia 0 Grade3 LIk % A4EiETHH . Leukopenia [XEFEEARRIZ D =[R4}))
14/ 16/
RR 0.92 7f 1, 000
1 RCT Serious' | Not Serious [Not serious| Serious® None 164 A& | 172 NE ewer per 1, A Low CRITICAL
(0.46 To 1.82) (from 50 fewer to 76 more)
(8.5%) 9. 3%
FKEYPBELE (6 MA)
) ) . Very 1/19 3/22 RR 0.39 83 fewer per 1,000
1 RCT S " | Not S Not N v L CRITICAL
erious OF werious ot serious Serious®’® one (5. 3%) (13. 6%) (0.04 to 3.41) | (from 131 fewer to 329 more) ery Low
FKPELE£ (8N A)
Not ) . Very 2/70 2/70 RR 1.00 0 fewer per 1,000
1 RCT Not S Not N L CRITICAL
Serious Ot werious ot serious Serious®’ one (2. 9%) (2.9%) (0.14 to 6.90) (from 25 fewer to 171 more) ov




Certainty assessment No of patients ‘ Effect

Noof o oo Riskof oo et L Other MMF | IVCY Relative Absolute Certainty Importance
studies udy design bias neonsistency - INCirectness MPrecision . siderations (T A) (XfER) (95% CI) (95% CI)
EERRLEAEGHNH) (Tuin J 2019 (% Grade3 Ll E FihH)
. . . ) 8/ 9/79 RR 0.96 5 fewer per 1,000
3 RCT S ' | Not S NotS S : N L CRITICAL
erious | Tot serious | Notoerious | serious one (11.3% | (11.4%) | (0.41 to 2.24) | (from 67 fewer to 141 more) o
EERBRLE(8MA)
Not ) . . 18/70 12/70 RR 1.50 86 more per 1,000 .
1 RCT Not S Not S Not S N High CRITICAL
Serious ot werious Jfot erious j ot erious one (25. T%) (17.1%) | (0.78 to 2.88) | (from 38 fewer to 321 more) '€
B8 MA)
Not ) . . 23/63 13/64 RR 1.80 162 more per 1,000 .
1 RCT Not S Not S Not S N High IMPORTANT
Serious ot werious Jfot serious j ot erious one (36. 5%) (20.3% | (1.00 to 3.22) (from 0 fewer to 451 more) '€
B (48 MA)
. . . . 13/21 16/35 RR 1.05 23 more per 1,000
1 RCT S ' | Not S Not S S : N L IMPORTANT
erious | Mot Serious 7ot Serious | - oerious one @8.1% | (45.7% |(0.62 to 1.79) | (from 174 fewer to 361 more) o

CI: confidence interval, RR: risk ratio

*  BRAShEEOOT—2MATETHINTEREN 21277 FhAIE, RITEHL TULVEL.

Bl YFFHENBARIN TG, CY HETOAHREENSYNAIZKSEZEHEEHL LN (Hu W 2008) . BREGINS <. FRBAM LY (Han F 2011)
MBRHEEEDEHERREIEBELFNE L BLALEEONA DERKRRTFEEZ E= <128,

DT NN LREHDS DN D

wW N —



Evidence to Decision ¥— 7L
CQ1-6 ANCABSEMERDEMEARRTIE, FILaa)lFaaq F+EI /AR 772 FALR (F=EFEEOQC Y AR
RI773IFK) EFNaaLFa/L R+ a7/—IBEIIFILOELLAFERAMN?

H#E1 BE ZOBBERIEEAZEMN?

bl JH—FIETUR BB
O Lz MV OEMREAIZE T, Rituximab LI DHEEE Gzl

O BB, LR HEOHAEZREHY, TOHRT, WF & CY (IVFEIZ

O BEHL, IFW PO) DEFAIFFERASNEZELEELEZVERDNS. k0T, C

® L OABEIDOERAEZLET LS LIIEBABETHD.

O &FESHE

O Aok

HE2 ZFLLVHR FHSALIEFLVIREIEDEEDLOMN?

bl JYH—FIETUR BIMERE
@ HIH BEXGTY FALERIZDONT

O hay B 6MA) :4DDRTT, AADMFEHDIES5A6HA

O DEREF 1,000 A 59 ABL = (106 N ~270 A8

O XzW m) A, FEZEELEL (RR=1.09:0.84 to 1.41).

O &F&=F

O oy

HE 3 EFLLLGLHR FHIIIEFLLLBVIHREEDEEDLDOMN?

b JH—FIETFTVR BB
O X&EW <ERBTOLAHLEBE>

O 1) BETS: 6 MB TIZ MMF BEIZ IVCY B &L Y 1,000 A 4 A5

O /haEy A (35 N ~T78 A#Emm). 18 mA (Jones 5D 1 :RERDH)

O H¥hm TIEMIF BEDIF S5 A 1,000 Arh 14 A0 (37 AR ~197

@ FEIE AtEnm) .

O M iBHL 2) EELHEEER 6 /A TN BIE IVCY B#& Y 1,000 A

i 140 AiBi (285 Nigib~97 At8Em). 18 mMA (Jones 5

? 1 53ER) TILHIT MMF 32T 1,000 Adr 100 At&hn (56 AR

h~324 NiEm). 48 HA (Tuin 50 1588R) TIEMIF BT
1,000 AP 7 N4> (50 NiEi4r~T76 AEhm).

3) RHBEFL 6 MATUNFEDIFS>AH 1,000 Arh 83 A
4 (131 Nigid~329 A18h0), 18 /A (Jones M 151
ER) TIXmBERESE (25 AR ~169 AHEm).




4) EEGRRESE 6 HA TMIF B(X 1,000 A5 AR (67
AR ~141 AtEn), 18 A (Jones 5D 1 :HER) TIF#IC
MMF 22D [E 5 A% 1,000 A 86 A& (38 Nigidr~322 A1
o).

<BELHT MO LEE>

BA 18, A (Jones 5D 154ER) T MMF 0O [X 5 AY POCY 2%
&Y 1,000 Ak 163 A#En (0~451 At&hn) Lf=AS, 48 H
A (Tuin 50 15ER) TII MMF 3% POCY &£ Y 1,000 A 23
A (174 N4 ~361 A3Em).

L, BEELEAEETER XKHPETE, EELGREFED L DD
ERBTIRALIZENT, WFhHL WF & CYBRTHEEE
F4<, FZ0AMEE—BLAEL.

UEEKY, BEFLLBWIRIZONTIEH FEFEIF] &L

1=.

E#£4 IETUVADOHEEY PDRICETIEHMLEIET D ADEERMEEEDEEM?

3B JH—FIEFUR BINMEE
@ EEIZHN [EXZ] FYURAALIZBIEZNADOHEEHDE, EHIC

O 5 ESTRILARTIRGEMN o218, 7O MALEBOIET

O & VADHEERFFHENEOEFEAL, TEFEICHL] &L

O & 1=.

O ZAMELAL

HES MEH AIKDBITELGTIOLIHLEZEDREEERT AN ODVTEEZELIEEELESDEEHIMN?

3 B JH—FIEFUR BINHEE
O EELNTHERFLEES>EHY 79 CHLDEERICETAIESDEEFEEFELLLEVEDE

O BEELAHEEFLIIESODEDTREESHY E25.

OEENTHEEREFIIESDEFEZELLAHL [ANCA BS:EME REZEAA K54 > 2017] 36 R— X5

O BEELFHEREE-EFELSDEEFEL SR

HE 6 DERDNTUVR ZFLIVHBELEFLLLBULVHEDONS DREFNAD L FERABEXFET M ?

31 gy JH—FIEFUR BinEE

O LEEBMIENATINS

O EBHENEZLLEBATNS

O MALHEMELVThEZHFELAL
O BFELNANENRTILS

O TADENRTILNS

@ ZFELSFE

O ALY

EFFLOWHRETHIEMREILX, WF TOOEIMEREM@ET
BEEFA.

ZFLLABVHRDORTE, EEAME EERLERL WS
Nt 6 5 A TIEMF AL LAS, 18 A B DEKERTILHEIC MMF
MNZL.




HET7 BAXNDE TONAOERARADRENAFTLILEBEABOELLEXFTEHM?

i Lo

JH—FIETFR

BINHER

O ERABOERAAEL K

O LBRBOERAMMEAEETL LW
O TABLEHBL LWFhIZFELEW
O MTADERMMENEEL LW

O T ADERMMEN KL
O &&=
® HAMRGL

BERMMBRERASHELG L

BATENPA/GPA E L ABRBEEZ TN END, Kl
DEFIFLAEHBIIHESBVEBRDRS

H#£8 MEXRE ZRFMAXEDOEERELIN?
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BINHER

O KZ72t&m
O HhFEEDIENM

@ EHRTEHIFEDEMORLD
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O XKERED
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O ahiiEy
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AT 545 POCY FRRTHS. —7A, T ABED MF [EHAR
THY, ERFAILIVOY [CEEATOREDT 50, BEML
BOEEZD.

ZEE£9 FEE CORRKREERLGHFERBICE >TZRIALIOMN?

b JH—FIETFTVR BB

® L% ERBFELARBOTYFA T VIERKRERE LTHEASQ
O BELHL, LVZE TETHY, EFMICEFIZETHDEBOIDEH, HEAT
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O &FETFE
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C01-6 SRR & XARR

&®PubMed KR

#7 Add Search #5 AND #6 78  1:48:12

#6 Add Search (mycophenolate mofetil) 13,723  1:48:03

#5 Add Search #1 AND #2 AND #3 AND #4 539 1:47:50

#4 Add Search (Humans [MH] AND (English [LA] OR Japanese [LA]) AND (“1994” [PDAT] : “3000”[PDAT] 11,432,184 1:47:36

#3 Add ((“Randomized Controlled Trial” [PT] OR “Controlled Clinical Trial” [PT] OR “Clinical Trial” [PT] OR “Case-Control Studies” [MH] OR “Cohort Studies”
[MH] OR randomized [TIAB] OR randomly [TIAB] OR trial [TTIAB] OR groups [TIAB]) NOT “Case Reports” [PT]) 4,881,466 1:47:20

#2 Add Search cyclophosphamide 74,930 1:47:06

#1 Add Search (“Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis” [MH] OR (((antibodies OR antibody) AND (antineutrophil OR anti-neutrophil) AND
cytoplasmic) OR anca AND vasculitis) OR (microscopic polyangiitis) OR “Granulomatosis with Polyangiitis” [MH] OR “Churg-Strauss Syndrome” [MH] OR (renal
limited vasculitis) OR (small vessel vasculitis) OR (rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic
glomerulonephritis)) 21,666 1:46:36

¥iZ&H : 2020.12.25

& E PR R

#1 (O35 & — Prar P ERARE HUARSE/TH or ANCA BH#ELIM A K/AL) or Mi/E K—HibF HERKIALZE HLIARBIE/TH or BEMMERNZ 58 ME 2/TH or 4FFRERMEZS 36 & S 1t R 2F
ESE/TH or AFERERM:ZF M RMER ZENERE/TH or 258 /8 2 A ZFIERE/TH or AFFEERMEZ 56 /8 26 A FEIERE/TH or (BFBRJR/AL and (& %/TH or 1 %/AL)) or
(pauci/AL and immune/AL) or SRERIARE J—208HETTME/TH or HURERILEMGTAE/TH or (ZFHEIRK—HFEHITE/TH or 238 BIRI — #EHiIME/AL) or (ZFBRK—HE
it/ TH or A& it 2 % B RIS/AL) or (ZHBIRAE—REEIME/TH or FEEIEBINRE PHZS/AL) and (PDAT=1994/01/01: 2006/12/31) or (DT=1994: 2006)))) not (=Y 7~ h—
T A—2HVE/TH or 28 1MEx Y 7~ ~—7 Z/AL or Goodpasture JEBERE/AL or 7' v R/SAF ¥ —JEERE/AL or (IgA/TH and 1fiL% %¢/TH) or Henoch-Schoenlein/AL) —
14464

#2((f & 2% — Prar P ERHIIE HUAR BEE/TH or ANCA BHE M E 2 /AL) or M/ 2—Hily HERAIRE BB/ TH or SRIUEEAIZ R M8 28/ TH or AFFEERIE 258 & J ME N 2F i
SE/TH or AFFEERMEZ M R ZEIEE/TH or 2608 A8 K AE N ZFIEE/TH or AFFRERMEZ 78 & & ME ZEIESE/TH or (B R/R/AL and (E%/TH or & %/AL)) or
(pauci/AL and immune/AL) or S&ERIARE J—20dHEI T/ TH or HURERIRIEIEEHUAIE/TH or (ZFHEIRE—FEHIME/TH or ZREARK —FEHIME/AL) or (ZHEIRKE—HS
HitE/TH or #&HiMEZ HBIIRK/AL) or (ZFBARK—EHIME/TH or A& HIMEBIIR/E PHZ/AL) and (PDAT=1994/01/01: 2006/12/31) or (DT=1994: 2006)))) and (= U 7~ b
—F 2A—2HPE/TH or &&=~V 7~ h—F A/AL or Goodpasture JEMERE/AL or 7' R/8AF v —JEMERE/AL or (IgA/TH and 1% %¢/TH) or Henoch-Schoenlein/AL)
—542

#3#1 or#2 —15006

#4 RD=A %77V v R or RD=7 > ¥ LM ERER or RD=HEZ > & AL LfikER or RD=LLERIFSE or =2 78— MFSE/TH or JEFI*5F92/TH) and (CK=t b and (CK=
i N (19~44) or CK=H14(45~64) or CK=/ i1 (65~) or CK=p#iin (80~)) and PDAT=1994/01/01: 2014/12/31) and (PT=/5%7 ) and (LA=H A&3%) —73089
#5#3 and #4 —15

#6 ((Cyclophosphamide/TH or Cyclophosphamide/AL) or 7 kR A7 7 2 KL A/AL) and (("Mycophenolate Mofetil"/TH and "Mycophenolic Acid"/TH) and
("Mycophenolate Mofetil"/TH or X =2 7 = / —/VEEE 7 = F/)L/AL)) —295

#7#5 and#6 —0

Mg B : 2020.12.30



¢ CENTRAL g

#1 MeSH descriptor: [Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis] explode all trees —162

#2 (((antibody antineutrophil cytoplasmic) or anca) and vasculitis) or (microscopic polyangiitis) or (Granulomatosis with Polyangiitis) or (Churg Strauss
Syndrome) or (renal limited vasculitis) or (small vessel vasculitis) or (rapidly progressive glomerulonephritis) or (pauci immune glomerulonephritis) or (crescentic
glomerulonephritis):ti,ab,kw(Word variations have been searched) —772

#3#1lor#2 —T772

#4 cyclophosphamide:ti,ab,kw(Word variations have been searched) —12088

#5#3 and #4 —329

#6 (Mycophenolate Mofetil):ti,ab,kw(Word variations have been searched) —2948

#7#5 and #6 —47

Publication Year from 1994 to 2020, in Trials —47

Mz H : 2021.1.5
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CcQ1-6 Z7IRFSHUMT—TIL

®Hu W, et al. Nephrol Dial Transplant 2008; 23:1307-1312

ATV A FEEM., HMERE, 7 & ML ER

F= 70 FE i =] t

R ANVEENE (EUVAS K e &b | Filicizl S iE B AAVIMPA or GPA)

HIUEHE) 18 kLA 1
Mg 7 7 F = AE<500 p mol/L TILIR « ARMEKFIFEDO TN EIITWm G E2HT 5
X AR C pauci-immune BUEESEM: - B KT MR BRI R 2 58 0 7o 855 ANCA FEHF1 b & e

BRo\ AL 6 7> H LIN O E S A o . B2 HBY, HCV, CMV &Y « 25\ % HIV BYYE, % RMSGRE A4, Mg
L7 F = fE=500 1 mol/L & % W& 2 LA EOBARFEDOTATIE®D U | Ml « PRI IEEIMR L. 2
[ LA EAFREREREE 23R 5, LMEDE AR T & 2 W ITBHE A A0 20358, 18 Wkiiid 5\ T 65 Ll b

I AT7 ik i AEdE  0.5g/day3 HM D mPSL /L 2L, £ D% 0.6-0.8mg/kg/day Ok D7 L R=> v % 4 @KL, LI
5mg/week T 10mg/day F Cillijk
MMF %t : MMF2.0g/day(BW<50kg D4 1.5g/day) % 6 7> H #%5-
IVCY #f : 0.75-1.0g/m’/month % 6 7»H &% 5-

(k=3 vl 67~ H

TR, B EOERE

R IEYE AR OEEIRTER N e < . BHSRENUGEH B VTR E, TEEIERICERT 72 L, BVAS1=0, BVAS2<1
R . B L

R ATRE 7R T D B
& A A

A1F 60 A

FfR 6 A
HEAOHEREL : 6 201
AT - Rl RRE
HERYYEREL - 6 22 H
B4 QOL : FFfi A~k
IR« PG AR

ZINFEOF (P72 &)

18~71 1%, ¥ 49.1+12.2 1%

ZINE O FLRER B PIER

MPA 34 ], GPA 1 1




MPO-ANCA [51 28 f5il, PR3-ANCA [5%: 2 1], ANCA [z 5 f1

BREBEOR (Db £H1(100%) B HAERH &

A (Cr7p L) FREE Mg 7 v7rF =14
MMF #% : 3.05%1.1mg/dl, IVCY #f : 3.57+1.47Tmg/dl (=> U —FF)




@®F. Han et al. Am J Nephrol 2011; 33:185-92

BHAVUTFLH)

RERT YA HEM., B, 7 & MR
ESANES ES| HIE
FL ANUHEE (EUVAS B0 72 £ d | MPA

HEAPHEREHR : 6 VA
AT 6 2 (HERRETREAT)
HEIRYYETREH - 6 1A

B QOL : 3R~ 6e

R - RHIARE

BrotEETE HERMMIE L « PR ETE - HD VIO EEZREGHHE, 6 22 UNOMaESEMERER OME, 1 22 HNOEE
PRRRYYE . TREMERF R 5 D W0 2 0L EOFRERERE E . iR, MRS, 70 Ll L

I AT7 ik mAEILIE © 360-500mg/day3 HED mPSL »VLAFE, £ D% 0.6-0.8mglkg/day OO L K=y &b Lk
TR
MMF #f : MMF1.0g/day(BW>70kg D354 1.5g/day)
IVCY #f : 1.0g/month(BW<50kg M4 0.8g/month)

Bl I 6 7°H

B, R EDES B R FEYE - PSL7.5mg/day LA T OIRHE T BVASO
B ERR L

FHAIREZR T T N A7 A A1F 6 A

& A R FE 6 A

ZINFEOF CF872 L)

Hh A 56 7% (29-70 %)

ZINE O FLRER PR

MPA 41 i, 1] MPO-ANCA 51

BIRARHE OIS Ffd i)

EIERREIRRE H Y

BYRAE (Cr7p ) FE

mig 27 v7rF =Ml
MMF F# : 318.7+283.4 1 mol/L, IVCY #f
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MMF % : GPA 47 #(67%). MPA 23 11(33%)




IVCY #% : GPA 44 11(63%). MPA 26 11(37%)

BIRARHE OIS Ffd i)

MMF % : 57 %5(81%)
IVCY #f : 57 (81%)

BURZ (Cr7pd) Fef

eGFRfE (= U —FKf)
MMF #f : F19:fE 51ml/min/m*(IQR 29-92)
IVCY % : 9l 51ml/min/m*(IQR 31-79)
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K SEY 60 7% (SD £12)
POCY #f : ¥4 60 5%(SD *+11)
MMF % : “E#) 60 m%(SD +13)

SN O HERBR SRR RGIE R L
PR3-ANCA [5G
POCY Ef : 88%
MMF £ : 90%

BIRAREOEIG GFlatdbiuid) POCY #f : 38%
MMF £ : 34%

BURZ (Cr7pd) Fef

Mg vrF=vE (=2 b U —Ik)
POCY f : ffifi 1.1mg/d1IQR 0.9-1.8)
MMF #f : F19fE 1.3mg/dIIQR 1-1.7)
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CQi1-8 YR IM(FRT—T)L
CQ1-6 MPA/GPADRBEABRBTIE, FILALFaACR+EESIARRIFIR AN AL FRALIARRIZIFES LAV FAIR+3a72/—VBEI=FILDOELLRERM ?)

BEASESLE T FHER Risk of Bias Z Dt
: EE5%. | AR AR AR paficy:d *RREE . NATRADAAN
TOMPLORR | gme | wetn | TR IR S | a<Ubmpm smbim ~Ubppiy | Oversl B (high) EEE % L)
. . BRIENSNTULVELZH, BVASDHIE [LFTH B DEEEZ(THDT
JEEmE Jayne 2003 | RCT AZA | POCY 7 60 73 63 High high,
. B A EDBEREINTLVEL, CYHTOAHHEEENBYNAICKEE
i AmGEAY= D HuW 2008 | RCT MMF IVeY 18 0 17 0 High WAEH L
. BEEGIA 2L, RN
(6 H) Han F 2011| RCT MMF VoY 19 1 22 2 High
(6 A) ‘J°ggj QRB RCT MMF IVeY 70 4 70 4 low
FET=(18MA) ‘J°28j9RB RCT MMF VoY 70 5 70 4 low
FET=G6MA) Tuin J 2020| RCT MMF POCY 41 2 43 2 some concerns
B A EDBEREINTULVEL, CYHTOAHHEEENBYNAICKEE
HREME) Hu W 2008 | RCT MMF VeY 18 14 17 3 High ENEDOLL, BRIESNTELT . TUMALRERILOZEEZRITS
BRIESNTHEST . TUMALITERIEDEZEEZZIT5. REAHNZER
BREOEMNA) Han F 2011 RCT MMF Ivey 19 15 22 14 High BAAYELY
Jones RB BRILENTELT . 7OMLETERIELOEEER TS
BEEGHMA) 2019 RCT MMF IvVCeY 70 47 70 43 some concerns
BRIEShTHELST . TUMLITERIEDEEEZ1TS
BE6EMA) Tuin J 2020 RCT MMF POCY 4 27 43 35 some concerns
ﬂ'dj?ﬂf?’iii&ﬁfgi7T<éh'Cl,\72}\,*CYﬁ'Gwﬁﬂifﬁbfﬁgﬂkgé:é%
BEAHEREGN ) Huw 2008 | RGT MME ey 18 4 7 6 High ENEHLL, BRILSNTHELT . 7OMILITERIEOEEEZZITS
. BRIESNTHEST . TOMALITERIEDEZEEZZITS. REHMNZER
EEAHHERBGMA)  |HanF 2011 RCT MMF Ivey 19 10 22 15 High BIASERLY
BRILShTHELST . TOMLITERIEDEEEZ1T5
BEAHERRGISNA) J"QS?QRB RCT MMF | IVCY 70 35 70 28 some concerns ks 57 FRIEOBRER
3 BRIEShTHELST . TUMLITERIEDEEEZ1TS
%ff;ﬁlﬁ%}gﬁ\ﬁ) Tuin J 2020 RCT MMF POCY 164 NEE event count 14 112 NE event count 16 | some concerns = = " >
. BRIEShTHEST . TOMLITERIEDEEEZZ1T5. REMNMNZGE
KPAETRL6MA) Han F 2011| RCT MMF IveY 19 1 22 3 High BEASERLY
BRIEShTHELST . TUMLITERIEDEEEZ1TS
KEBELRL08MA) JOEZ?QRB RCT MMF IvVeY 70 2 70 2 some concerns = > = " >
ﬂ'dj?ﬂf?’iii&ﬁfgi7T<éh'Cl,\72}\,*CYﬁ'GwﬁﬂiE%bfﬁggkgé:é%
EEERERFEGNE) | Haw2008| RCT | MMF | VOY 18 ) " ! High BAEOLL. BRIESNTHLT. 7N ARERILOBEER15
BRIEShTHEST . TOMLITERIEDEEEZZ1T5. REMNMNZGE
EEBRLEHRBRGMNA) Han F2011 | RCT MMF IveY 19 5 22 7 High BAMERLY
Jones RB BRICENTEST. 7OMLEERIEOFEERTS
BEBRPERBEISNA) °2879 RCT MMF | IVCY 70 18 70 12 some concerns
o s BRIESNTEST . TIMALITERIEDEEEZ(T5
{%ffﬁiﬁ:%(ﬁ\ﬁ) Tuin J 2020 RCT MMF POCY 34 1 40 1 some concerns §
Jones RB BRICENTEST. 7OMILEERIEOFEERTS
BRAsMA) 2019 RCT MMF IvVeY 63 23 64 13 some concerns
BRIEShTHELST . TUMLITERIEDEEEZ1TS
BRU4sMA) Tuin J 2020| RCT MMF POCY 27 13 35 16 some concerns
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CQ1-6 Z#LANFAvVE

€CQ1-6: 7L AMTOYE FET=(6 M™MA)

MMF WCY Risk Ratio Risk Ratio
Study or Subgroup  BEvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Han F 2011 1 14 2 22 18.4% 0.58 [0.06, 5.84] =
Hu vy 2008 1] 14 ] 17 Mot estimahle
Jones RB 20149 4 Tn 4 0 A4 6% 1.00 [0.26, 3.84]
JTuin 20149 2 41 2 43 27.0% 1.06[0.14, 7.10]
Total (95% CI) 148 152 100.0% 0.92 [0.34, 2.48]
Total events T S

Heterogeneity: Taw*=0.00; Chi*=019, df= 2 (FP=0.813; F=0%

0.2

0.05 1 5 20
Testfor overall effect 2= 017 (F = 0.86) MMF DA AT EAYELY VCY DT ATE B AYEL
€CQ1-6: 7L A TOYVE FETE(18 MMA)
MMF NCY Risk Ratio Risk Ratio

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

Jones RE 2019 A 7o 4 70 100.0% 1.25[0.35, 4.46]

Total (95% CI) 70 70 100.0% 1.25 [0.35, 4.46]

Total events a 4

Heterogeneity: Mot applicable 0b 0 i 10 100

Testfor overall effect £=034 (F=0.73

MMF@ALSECELSMEL NCOYDANETENEL



€CQ1-6: 7L ANTOV B (6 MA)

MMF NCY Risk Ratio Risk Ratio
Study or Subgroup Bwents Total Bwemts Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Han F 2011 15 19 14 22 224% 1.24[0.84,1.84] &
Hu Wy 2008 14 18 a 17 146% 1.65[0.94, 2.90] =
Jones RB 20149 47 il 43 oo321% 1.09 [0.858,1.40] —TE—
J Tuin 20149 27 41 34 43 3.0% 0.81 [0.62,1.09] — &
Total (95% CI) 148 152 100.0% 1.09 [0.84, 1.41] "*"
Total events 103 100
Heterogeneity Tau®=0.04; Chif=7.15, df= 3 (P =0.07); F=58% DIE IIIIS é é
Testior overall effect 2= 0.63 (P =0.53] C NCYOBEHNEREAEL MMFOEHBEEAEL
€CQ1-6:74LANTOVE ERASHHE(6 N A)

MMF CY Risk Ratio Risk Ratio
Study or Subgroup  Bwvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
HanF 2011 10 19 15 22 B1.A% 0.77 [0.46, 1.29)] —.‘—
Hu Yy 2008 4 18 B 17 18.8% 0.63[0.21,1.84] =
Total (95% CI) 37 39 100.0% 0.74 [0.47, 1.18] -
Total events 14 21
Heterogeneity: Tau®=0.00; Chif=012, df=1{P=0.73); F=0% 'D.EH DH 1'|:| 1IZ|E|'

Testfor overall effect 2=1.25 (P = 0.21) MMF DA A B S GHEATS LY VCYD B A BB S B L LY



€CQ1-6: 7L ANTOvr EEEHHE(18HA)

MMF NCY Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones RB 2014 34 il 28 0 100.0% 1.24 [0.86, 1.81]
Total {95% CI) 70 70 100.0% 1.25 [0.86, 1.81]
Total events 35 28
Heterogeneity: Mot applz:able ) 'IZI.III'I I:If'l “i 'I'IZI 1IZ|IZ|'
Testfor overall effect 2=1.18 (P =0.24) MMF DA A B RS S L VCYOAA EES B DL
€CQ1-6: 74LARTOYE ERESHHE (48 HA)
MMF CY Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JTuin 2014 14 164 16 172 100.0% 0.92[0.46,1.82]
Total {95% CI) 164 172 100.0% 0.92 [0.46, 1.82]
Total events 14 16
Heteropgeneity: Mot applicable 'III.III'I III!'I “i 'I'III 1IIIIZI'

Test for overall effect Z=0.25(F = 0.81)

MMF@D AN EES HEH L2

VYDA RS HESLEL



€CQ1-6: 7+LANTOVE KEPABFL(6 MA)

MMF WCY Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Han F 2011 1 149 3 22 100.0% 0.39[0.04, 3.41]
Total {95% CI) 19 22 100.0% 0.39 [0.04, 3.41] e ——
Total events 1 3
Heterogeneity; Mot applicable IIII o1 IIII'I 'IIIII 1IIIII|=
Testfor overall effect 2= 0.86 (P = 0.39) C MMFOBHEMERSALGEL VCYOE SRR RS AL L
€CQ1-6: 74LARTOVE KEBGFL(18 hA)
MMF WCY Risk Ratio Risk Ratio
Study or Subgroup  Bwents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones RB 2014 2 Tn 2 70 100.0% 1.00[0.14, 6.90]
Total (95% CI) 1] 70 100.0% 1.00 [0.14, 6.90]
Tatal events 2 2
Heterageneity: Mot applicable l l - l l
Test for overall effect: Z=0.00 (P = 1.00} 0.01 01 ! 1 100

MMFDEHEEEF2A L

WCYDANFEEHEFEA LI



€CQ1-6: 74LANTOVr EERLAEG6NMA)

MMF WCY Risk Ratio Risk Ratio
Study or Subgroup  Bvemts Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Han F 2011 ] 14 7 22 THE% 0.83[0.31,2.18] B
Hu Wy 2008 2 18 1 17 13.6% 18510149, 15897 =
JTuin 20149 1 34 1 40 9.7 % 1181008, 18.11] .
Total (95% CI) 71 79 100.0% 0.96 [0.41, 2.24] — R Ea—
Total events a g
Heterogeneity: Tau®= 0.00; Chi*= 045 df= 2 (F=0.80); F= 0% I I ; I
o _ 0.0z 01 10 an
Testfor overall efiect 2= 0.10(F = 0.82) MMF DA A BB R A ALY VOYOHEA B R 25 L
€CQ1-6: 74LARTOYE EERBELEE (18 HA)
MMF WCY Risk Ratio Risk Ratio
Study or Subgroup  Bwemts Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones RE 2019 18 70 12 70 100.0% 1.50 [0.78, 2.88] ——
Total (95% CI) 70 70 100.0% 1.50 [0.78, 2.88] e
Total events 18 12
Heterageneity: Mot applicahle 'III.IZI1 IIIT1 1'IZI 1IIIIII'

Test for overall effect: £=1.22 (P =022}

MMFOEAEEERGEA DL VCYDEHAERBREH DAL



€CQ1-6:74LANTOVE B#H(18 M A)

MMF WCY Risk Ratio Risk Ratio
Stuily or Subgroup  Bwvemts Total Bvents Total Weight M-H, Random, 95% CI M-H, Randaom, 95% CI
Jones RBE 2014 23 B3 13 G4 100.0% 1.801[1.00,3.22]
Total (95% CI) 63 64 100.0% 1.80 [1.00, 3.22] -
Total events 23 13

Heterogeneity: Mot applicahle

0.1

10

0.01 100
Test for overall effect: £=1.97 (P = 0.04) MMFOENBEEAEL NVOCYOBFBEEAEL
€CQ1-6: 7L ANTOVE HHA(48 MA)
MMF WCY Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JTuin 20149 13 27 16 35 100.0% 1.058[0.E2, 1.749]
Total (95% CI) 27 35 100.0% 1.05 [0.62, 1.79]
Total events 13 16
Heterogeneity: Mot appllcable 'IZI.III1 IZIH 1- 1'IZI 'IIIIIZII
Testfor overall effect: £= 019 (F = 0.84) MMFO AN BEEAEL VOCYOBEFBIEEAEL



CQ1-6 FERDFELH (SoF)T—TIL
MMF compared to IVCY for AAV remission induction

Patient or population: AAV remission induction
Setting:

Intervention: MMF

Comparison: IVCY

o — Anticipated absolute effects’ (35% CI) Relative effect Ne of participants Certainty of the evidence —
Risk with IVCY Risk with MMF (95%Cl) (studies) (GRADE)

6 2 H) 658 per 1,000 7(1575?? ?cr) sl)gg)o (o.gf ti'2.941) @ :I;(?Ts) ,\%S.E?;g .
FEL(6 2> H) 53 per 1,000 4(81§ ' 13?10)0 (o?f tg'g.248) @ EOéJTs> @E?V%Q
e (182> A) 57 per 1,000 7(128?(: %gf?)o (o.gg ti'ﬁs) (11F?gT) ,\%S.E%CE) b
T AGHEG 2 H) 5% per 1,000 a0 638) 0470119 2RCTy rat
HEADHEL8 22 H) 400 per 1,000 5(03&2 i; %ﬂ))o (o.ge? tilism) (11F?8T) ®ﬂ?$ ®
KIAEAAO620H) 136 per1,000 5?5%?62?0 (o.gf tgg.%u) (1 QICT) V?R%E))Wgc
RIAEA42(18 22 H) 29 per 1,000 2?4pt%r119'%)0 (o.?f ti'g.%O) (11F?COT) EBLGS\A(BCO
TGRISEG 2 F)  114per L0 Y02 04t 0224 Ry T
EABAIEQB 2 H)  17per 1000 T 0781028 (ke O
k8 2 A) 203 per 1,000 Sé%g 0 égz?)o L0010522) (LR EB%? ®
FHR(48 2> H) 457 per 1,000 4(82%5 ?cr) éfg)o (0.2'5 ti'(1J.579) (1 g%:T) @Svgp

*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).
Cl: Confidence interval; RR: Risk ratio

GRADE Working Group grades of evidence

High certainty: We are very confident that the true effect lies close to that of the estimate of the effect

Moderate certainty: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different
Low certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect

Very low certainty: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect




Explanations

a Fo I HERHREN TR, CYHETOABEE D E D MAIC X 252D %ED L\ (HuW2008), BidHIA3% < . 5iBHA3 72 V> (Han F 2011)
b. ZHSRHEE B O (SFAX IAE 24 2R 2 & HH 24 72 B OB D ERRRWIEIE % £ 72 7.
C. 7TV LA LRERES DI
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