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1-37 CQ1-6 TEFTARA7A274M4 1L *

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 12100
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 (18HMA)
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 HMA)
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) LOW23 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 (18H,AH)
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
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1-38 CQ1-5 Evidence to Decision +— 7L

undesirable effects?
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1-39 CO1-5 R & CHhRR

@PubMed BFE

#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

®%ER . 2015/1/12

OEFHEERA
# (B R-PFHERHIR B AREE/TH or ANCA BEEME 2¢/AL) or MEX-HiFh Bk EHIARE/TH or BAMBNLZHMEX/TH or IFEBKIE LR ME RMERIZFIEE/TH or FEABRMEZ R
BERMUEAFERE/TH or LROERMERAFEE/TH or WFERERME S FRME X ERNZFIELE/TH or (BRB/AL and (IWEX/TH or ME2/AL)) or (pauci/AL and immune/AL) or SRERIAE X-SRAELT
/TH or ARBRAEERFMAAE/TH or (ZHRBIARL-FEEIME/TH or ZREARK-FEEH1E/AL) or (ZREIRK-FEEHE/TH or BEIMELSHKBIRK/AL) or (ZHEBIARK-FEETE/TH or FEEIELHKIEE
AR%/AL) or (ZREIARK-FEEME/TH or #EETMESIAREIRE 2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T F<I b—TA-25M%/TH or £2HMHIT )T F—T X /AL
or Goodpasture fEIEEE/AL or 'y KINRF ¥ —fEREE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2  (MER-FPERHAE EHAREE/TH or ANCA BSEEME #%/AL) or ME X-iFhERMMABEHRARE/TH or BAMBMLHRMEX/TH or WFEKMUELRME XIEAFIEAE/TH or FEEIKMEZ RN
ERMERZFERE/TH or SROEXRERAFIEAE/TH or WFEEEKMZFHME RERZFIELE/TH or (BRB/AL and (IWEX/TH or ME#/AL)) or (pauci/AL and immune/AL) or RERIAE #-ZEHEST
/TH or MARBRAEREERMAIE/TH or ((ZREIBRAX-FEETME/TH or ZSREIRK-FEEIE/AL) or (BHBIRK-FEEIE/TH or FEEIHLSHBARE/AL) or (ZBHBIRAX-FEEIE/TH or EEIHEZRHESD
BR2¢/AL) or (ZFENARX-FEETIE/TH or #EETMESENAREIBE % /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T V)T h—FTRX-25M/TH or £5MT) T F—FTX/AL
or Goodpasture fE{REE/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 1) R or RD=5 & LLLLEEAER or RD=#3 >4 L{LLLEEER or RD=LLESHAZE or a7Rk— MEEZE/TH or SEMIXIERRRZE/TH) and (CK=E k and (CK=mkA (19~44) or CK=rR%
(45~64) or CK=E=#53& (65~) or CK==#3& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZE:%3X) and (LA=BA:E) 72,640
#5 #3 and #4 23
#6  ((Cyclophosphamide/TH or Cyclophosphamide/AL) or #0< - O/RRX 77 3 K/AL) and ((Methotrexate/TH or Methotrexate/AL) or (Methotrexate/TH or #* k kL %4 —k/AL)) 1,555
#7 #5 and #6 0

®%A8 : 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
|imited 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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1-40 CQ1-56 Z7TRX 59 bF7—7T L (RCT)
@De Groot K, Arthritis Rheum 2005;52:2461-2469.

HETHA =TS R)L, RCT FESLMERER (NORAM trial)
FHERE FR 26 Fes%
A ANZE Cr AS 150 4 W/L L F CEERIRED AL ANCA BEEME % (WG, MPA)
USRI AR Siaoral el A 1 figR Ll EOEE, — DL EOERKAEK (F#, HEE, HifE BEEE B8R 8 ke LELORKRERYD, BEFIKR), 7L 46 mm/h BLEFE(EL CRP AEE L
BRD 2 f& LA EFE =% ANCA (IF E F=IX ELISA) fHE F 1= (X B LIS D R B4R 48
BRohELHE (1) EfEH - FIEOMMELEM, MEXRICK DMIEE, RPN, EREOMKIEE, KEOHELELND, MEXOCLHEEICLDDLDFE
(2) Cr 150uM/L LA E, FRIDEBRM*E, Ff=(X 1g/day LEDH /UK
(3) RIEFERDH
@) thozEMtECREREOESH
(5) EitiES
(6) B ZUFFHs, HIV &
(N 18WMUULT, ThmlL
NAHE MTX &% : #2080 MTX 15mg/week THAIE L 12 B E TIZ 20-25mg/week ETHEZEL 10MNBETHEL 2MBETICEEZDdLE
POCY % : #20 CY 2mg/kg/day (max 15mg/day) #EEEAFE T (HRIEIMNA, R 6MA), 60 HMLLL(E 25mg/day IZiE, BImMERFELAHNILH L.
BfEENIEL . 5mg/kg/day ISREL 10 nAETHEL 12HAAETICEE, PIkb
WAt &+ PSL 1mg/kg/day 6+, 12 BZETIZ 15mg/day, 6 ™A ETIZ 7. 5mg/day IZHEL, 12 ™A FETIZHIE.
R HAR 18MB (FS3A4TV—ITURRA Y ME6HABDERRRE)
Bff, BREBEDESR B TRHAVEELLT AEEFEMEA L BVAST), 2 LI TOEEZEHEO LS (BVAS2).
Major HHH  EEWMBREOFRABAELVLILER (Bh, BiE, K E3@E, R
Minor L E# : EEMBREIGLWOAPSLIBEEZRE LT HREBEHEOER
FHERIREAR 7 0 kA L 6 MAKDIEE, 18 MNAERDIET
P il (Primary endpoint)6 m A LIADEREE A R
18MNABDEEAHERE
BHEER . AT
18 MR EERLERT
£ Q0L : FHMEFAE
18 MhABROER
SMEOEE (FHRE) 53 % (18~178)
SMEDEBREEENR BEH1004BIT > 1) — L MTX 8 51 450, CY & 49 f5). 5 A ARTIZELE 95 BIAVABAT A, MTX B 49 5] (WG46 451, MPA3 51), POCY #f 46 5 (NG43 15, MPA3 451)
EREBEDIE EEHNID mpR&HY : 27 151 (28%)
BIRZ (Cr 12 &) F8E EH) Cr 84 5mM/L (42~ 149)

®ER~RSH &



1-41 CQ1-5 YRD - "L 7 RATFT—T )L (RCT)

HEABTDIEH FHHER Risk of Bias Z Dt
Z it
7ornLe [EEE | Bk | AAmE |(AAH| AR | gme | BB gy g mymg | IRE 17PN xaey |TOEALNITA | ranax st
mE | awss | (Ro|  @Eo  |TEV DL eamy 1O s | omnn |TRESO) FIED |G| BE | ERR N i o smmam
. = : " # 5138 JE I 5L ! = it =g 3= INA TR |B&RAIE - [E "
FEHERE D)
MTX (20-25mg/w) & BRIEDA SN TV V=
b Groot, POCY (2mg/kg) , . . FELERDOHEITE
6 M AB) 2005 RCT 12 B % TI= A% 49 0 46 1 | ow | ow high | ow | ow | ow | ow BRILICEBE RO T
ik | ow.
MTX (20-25mg/w) & BRSNS h TN
BT Groot, POCY (2mg/kg) , . . ELERDHEITE
asmA) | 2005 | "OT |2mBEcican 2 46 2 low low high low low low o e icgEant 0T
=] o | ow.
a2 | croot Egéﬁg;zﬁﬂg & ERIEASENTOELNS
6 ) 2005' RCT 19 A i'c(—’“*ﬁ 49 44 46 43 | ow | ow high high [ ow | ow [ ow &. BVAS D#I%E [FEFHE
e e DEEFZ(THDT high.
B MTX (20-25mg/w) & BRIEDA SN TV V=
o Groot, POCY (2mg/kg) , . . . ==L AE DHIEILE
Dﬁ{ﬁf 2005 RCT gi\ﬁif'ﬁéﬁ 49 9 46 6 | ow | ow high high | ow | ow | ow ﬁ;ﬁt%géhéo)_&
MTX (20-25mg/w) &
REAER Groot, POCY (2mg/kg) , A 3 e
PN 2005 RCT 12 NB % TI= A% 49 | FHEASRE 46 i -1
Rk
55 MTX (20-25mg/w) & BRSNS TV
% o Groot, POCY (2mg/kg) : . . EERPEOHIERT
@%%Léfﬁ 2005 RCT gi‘ﬁif“‘:fﬁ’ﬁ 49 4 46 4 | ow | ow high high low | ow low ﬁ;ﬁ'ﬁ?@é“é@f
MTX (20-25mg/w) &
BE Groot, POCY (2mg/kg) , e 3 e
0L 2005 RCT 12 NB % TI= A% 49 | FHEASRE 46 i -1
=Nl
(18 NARD) )
B | oo ooy om0 € BRIEASRTOEN:
(1 EURAIZE 2005’ RCT 12 B i'@g('y‘"’"ﬁ 46 32 43 20 | ow | ow high high | ow | ow | ow &. BVAS M #I5E (L EF{l &
2 LT=EH D it Gka DNEEHZITHDT high.
)
MTX (20-25mg/w) &
Tl a7k | Groot, POCY (2mg/kg) , R e p—
sapE 2005 RCT 19 A B % C = Ak 49 | Sl AHE 46 i N
=Nl
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1-42 CQ1-5 YR « NATFRY)—¢4557, 74X 7Y FRCT)

€C01-5: Risk of Bias & Ef& 6 MA)

. 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)

. 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)

Selective reporting (reporting bias)

(%]
©
o other bias [
J'T:’ [ : } } |
o 0% 25% 50% 75% 100%
€Q1-5 de Groot 2005 ) B Low risk of bias [ Junclear risk of bias Bl High risk of bias
€C01-5: LR +TOy b BRGOGHA)
MTX POCY Risk Ratio Rick Ratio

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

CQ1-5 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: Not applicable 05 07 ] 15 z

Test for overall effect: Z= 0.65 (P = 0.52)

POCYMOFHNEEEANEL MTXHOAEHFHAEEAEL




€CQ1-5: Risk of Bias® Z%ET=(6 /" AH)

. Random sequence generation (selection bias)

@® | Anocation 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)

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)

Selective reporting (reporting bias)

w
=
2 Other bias
g L 1 1 1 |
5 0% 25% 50% 75%  100%
CQ1-5 de Groot 2005 . .Ln:uw risk of hias DUnclearrisk of hias .High tisk of bias
€CA1-5: 74 LR FFOY + FET(6MA)
GC+MTX GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Woeight Fixed, 95% ClI Fixed, 95% Cl
C1-5 de Groot 2005 1] 49 1 46 100.0% 0.31 [0.01, 7.50]
Total (95% CI) 19 46 100.0% 0.31[0.01,7.50] ——s—
Total events 1] 1
Heterogeneity: Mot applkzable . iII.III1 IIIH 1'III 1|:||:i
Areshibhoxe Fall SRRt B e Hhdi) GC+POCYMBHREEENBEL GCHMTXOHANECBAEL




€C01-5:Risk of Bias ® ZET=(18 N H)

@ | 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)

@ | Selective reporting (reporting bias)

@ | Other bias

CQ1-5 de Groot 2005

€C01-5: 74 LXr7AYEF EEUSMA)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Selective reporting (reporting bias)

Other hias

1 1
0% 25% 50% 5%

]
100%

Bl Low risk of bias [Junclear risk of hias [l High risk of bias

GC+MTX GC+HPOCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight Fixed, 95% C| Fixed, 95% Cl
Ci1-a de Groot 2005 2 44 2 46 100.0% 0.84 [0.14, 65.39]
Total (95% CI) 49 46 100.0% 0.94 [0.14, 6.39]
Total events 2 2
Heterogeneity: Mot applicable EI.I'ZIE sz ‘i é EIIZI

Test for overall effect 2= 0.06 (F=0.499)

GCHPOCYMAHLNRCENELY GCHMTAMALIRCENEL




€CQ1-5:Risk of Bias @ EESGHERIR

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) _

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)

. Selective reporting (reporting bias)

w
<
e Other bizs (NN
@
5 t t 1 t !
O 0% 25% 50% 75% 100%

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

€CQ1-5: 7+ LR IOV ¢ EESHERR
MTX POCY Risk Ratio Risk Ratio

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

CQ1-5 de Groot 2005 9 49 3] 46 100.0% 1.41[0.54, 3.65) -]

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

Total events ] 6

Heterogeneity: Not applicable 061 oh h 150

Testfor overall effect Z=0.71 (P = 0.48) MTXBEOSH BEAHERRENEL POCYROFARESHERABIEL



€CQ1-5:Risk of Bias @ EERPEERIR

. Blinding 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)

Alocation conceaiment (selection bias) [ N
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (atiton bias)
Seleciive reporting (reporting bias) [

Blinding of participants and personnel (performance bias)

w
3
° otner vies [
g L 1 } 1 |
o 0% 25% 50% 75%  100%

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

OC01-5: 74 LR +TAY b ERRLERE
MTX POCY Risk Ratio Risk Ratio

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

CQ1-5 de Groot 2005 4 49 4 46 1000%  0.94[0.25, 3.54]

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

Total events 4 4

Heterogeneity: Not applicable ot o 1 L 00

Test for overall effect Z=0.09 (P =0.93)

MTXBOFAREERERREBLSEL POCYHOFHFAGEERERAENEL



€CQ1-5:Risk of Bias &

BRRAO8HA)

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 (atiition bies) RN
Selective reporting (reporting bies) MMM

@ | 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)

w
@
5 Otner bias [
2 I 1 1 | ]
o 0% 25% 50% 75%  100%

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

€C01-5: 7+ LRXFTOY ¢ BRRUSHA)
GC+HMTX GC+POCY Risk Ratio Risk Ratio

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

CQ1-5 de Groat 20045 32 46 20 43 100.0% 1.480[1.03, 217

Total (95% CI) 46 43 100.0%  1.50[1.03, 2.17] =i

Tatal events 3z 20

Heterageneity: Mot applicable IIII1 IIIIE IIIIS é é 1=IZI

®ER~RSH &



HH 1-43 COI--FERDFE LS (SoF) T—TIL (RCT)

CQ1-5: ANCABSEMEXNEREBEAAEICSIILOaILFa4q4 F+HEAOSPARR 77 FESIILaalLFaqa R+ AR LEY— 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+MTX (95% CI) (studies) i)
Moderate RRO. 31 95 ®OO
L (6AA) 22 per 1000 7(09:) }22? (0.01 to 7.50) (1 RCT) LOW'
Moderate
RRO. 94 95 o000
R (181 A) 43 per 1000 4(16 pteor 21708%0 (0.14 to 6.39) (1 RCT) Low!
Moderate RRO. 96 95 ®OO
R 62 A) 035 per 1000 ?79975 Per 1‘0%%‘; (0.85 to 1.08) (1 RCT) Low
Moderate RR1. 41 95 OO0
Iv'IFA N )
ERGOHERD 130 per 1000 ‘?740 Pteor ;706‘10 (0.54 to 3.65) (1 RCT) VERY LOW'2
Study population
S RRO. 94 95 eO00
ERBRERR 87 per 1000 %zp:{) ;ggg’ 0.25 to 3. 54) (1 RCT) VERY LOW'?
‘ Study population RR1. 50 89 00
B (18H,AH) 698 per 1000 2,4
465 per 1000 479 to 1000) (1 03 to 2. 17) (1 RCT) LOow~

*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. HMEHTFTEOEBERMEIIHEELEOMKRHEBELZ F= 0.

®EXR~RS ¢



1-44 CQ1-6 TETF R FATZ7A 1L

Quality assessment Ne of patients Effect
Ne of Study Risk of Inconsistency  Indirectness  Imorecision Other GC+ GC+ Relative Absolute Quality Importance
studies design bias y P considerations  MMF IVCY (95% CI) (95% CI)
St (6 MA)
randomised I . . very 1/37 2/39 RR 0.58 22 fewer per 1000 000
2 trials serious notserious | not serious serious? none (2.7%) | (5.1%) | (0.06 to 5.89) (from 48 fewer to 251 more) VERY LOW"? CRITICAL
Efg 6MA)
randomised .13 . . .4 29/37 22/39 RR 1.36 203 more per 1000 o000
2 trials serious notserious | notserious | - serious none (78.4%) | (56.4%) | (0.99 to 1.88) (from 6 fewer to 496 more) Low™3# CRITICAL
EESHHERR
randomised 13 . . ! 14/37 | 21/39 RR 0.74 140 fewer per 1000 O]
2 trials | S€Mous™ | notserious | notserious | serious none (37.8%) | (53.8%) | (0.47t01.18) | (from 97 more to 285 fewer) Low™34 CRITICAL
FEPABEFE 61 AH)
randomised 13 . . very 1/19 3/22 RR 0.39 83 fewer per 1000 000
L trials | SEMOUS™ | notserious | motserious | g ,e2 none (5.3%) | (13.6%) | (0.041t03.41) | (from 131 fewer to 329 more) | VERY Low*2? | CRITICAL
EERPERR
randomised 13 . . very 7137 8/39 RR 0.94 12 fewer per 1000 1000
2 trials | SCMOUS™ | notserious | motserious | o none (18.9%) | (20.5%) | (0.38102.29) | (from 127 fewer to 265 more) | VERY Low2? | CRITICAL
B 6M0A)
randomised 13 . . .5 0/15 0/14 . . edO0O
1 trials serious not serious | not serious | serious none (0.0%) | (0.0%) Not estimable Not estimable LOW-5 IMPORTANT
MD : mean difference, RR : relative risk
*  FASAEEOOT—2LFATETMITTELEL 2727V FALAIK, RITEEEH L TULVAERL.
*x  BIHER - REERERZECEHERS
Rt &I D ERBADN AT LY.
PREEEOEERMEIEHLALFELALALEONADEHKRMBHEZ F1- 1. BREFIOFHBAMN L.
BRIE SN TULAL.

RN~

MRHEEEOEERBE FELLFBOEERRMBIEZ F 1= CT=o.
AN M YO TVEDRERREOREE R SR V=0.

®EXR~RSH ¢




1-45 Evidence to Decision ¥—JJL

Hi#E HE JH—FIETUR BINEIE
CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
Oniz 2oRRRT7 2 RIZRO L EMREAABROMEL
ZTOMEIFEBEIELZASVTTMN? OBZF6< L vz IFBEENSVEBETHS.
= |Is there a problem priority? OFmEE
=3 055 CIFL
F LYVEELRBLCREKDOHIMEIL, KYEEIEL | OlXLy
NaE<cid
O—#IZIFEZ L
OmMEAL IETYVRDERMITIEEN
CHOIETUVRDEERNLESENE HEEDERE) £ | @FEITEL —SIEFYRTAT7A LD “Quality”
hcinm? O L rd:
What is the overall certainty of this evidence? | FRINDIEZEELLVHIR - ZEFELCEL
O=1A MBEOKZS
- —IEF XT7AT77A41LD “Effect”
OFEEHEOSHENKEN £S5 CQ1-1 & REl+k.
FELT I MALIZERETOMEZE S MDY | OFEEREOSHEAKE VAR VI @577 —MRE [1] - (5)
T, EXGRHEEELHYETM? O K E L FHEEEPLZHMEA L LVTTHE (p36 @ 5) R
Is there important uncertainty about how much i3
people value the main outcomes? OXRELFERMEOCSHEMN LY
OfffEZB LTSN E S HTREH
Ounz ) KEWELRELBLELLLERE W
Otghwmz EHOAR— MREISH T BAET— 5 (LHRE
FRENZLELOHREREVTTA? A s RBEAHE SERH A [DHETOIN— H5
Are the desirable anticipated effects large? Ol ROBRAM] SR

O—HEIZIZFEZ L

ZTORBRDFTEE
BENEFITS & HARMS OF THE OPTIONS

Oz ) EESHE FEERFEDICRHEEMERDE
OfSALNA RO A™— FREISE 1+ 5 AGHEDREE
FEESNHLELCAVHBRENSNTTA? LI VII BI2DLT 121 ERGBREORTRE]
Are the undesirable anticipated effects small? Olj—lf: (p39) SHR.
CY DREREE ) X7 EmMIZD>WLTIE VII FIZDW
O—#IZIFEZ W T 13.2.3 BHEREY RV 4 SH.
(G]AYAY-S )
FFELOHRELZELCHVHREY LRENTT anhmmz
m? &
Are the desirable effects large relative to 8{5:?:/\1[3:“

undesirable effects?

O—HEIZIZFEZ L




HIRFIA

RESOURCE USE

DBEESNDEREIDGENTIMN?

Are the resources required small?

Oz
Of=3AL %
OFH

Ot=3 Al
@k

O—HEIZIZFEZ L

HEBORMELDIETURAEL

WF [ZftEBICAVLOhLSREORKTHY, BE
BERIDENTHSS. ECTHAFTEDE
FlThd.

HREREEEHO

HBEH C (BXBRIFSHBEFRINEMER]

HEEHD [BFY VI FESMEFRIABR
EMEH]

HBEHE [BEATRFFREIEMRNEME

8l

AR FMIEKOFE (FENSEFESILNE
V) IZEERTIhNENTTM?

Is the incremental cost small relative to the
net benefits?

Oz
Of=3A0L %
OFH

@/~ SAlTL
Ol

O—#HEIZIZFEZ L

(FBMNZEIE)

R MIHEERBEEHG HEEHF
[EFLT—RIZBITZERE] #3238
(1) BRBEAARE (2458)

- GC+IVCY 750mg/4 5@

- GC+MMF 2, 000mg/ B

(4) BHENIR +
DA% T 2 BRAR

BELZEXT2EMAR

ZFEFLOVHREIKRELCEFROD, HB, EVWSA
M. (REZIZDVTIEFFH). IVCY (1 SAAR)
KYIEMF DAL TR kIAA B LY.

2T AN

ACCEPTABILIT

Ofhn (GEMZEE) WG SMEF R D T MNF O IS (L FEERRS - EARIC
@ 71- A HERBEERZWBEMNICLSBCEEBR (K-TENELDTHAS
OFH E&E
_ |[REEEAOEEBRIATL L5307 Ot=RAED ¢ B R~R %W 0~23,100 [/A
"# = [What would be the impact on health inequities? |4 4k : 0~11,550 A/8 (ARBEMNEE
42 hLEDHE, REHTLED 1/2)
BEEEZELIBEC IOV SALFLIYEBEEINS | O—BIZIEEA BN HREEEEEHG £EEH FIETL
T—RITBHSERE] OEEEERE L
BEEREERZHKEINICKIERENRK
#oBECHiB%E
Ounivz HHOBMELZIETVRLL R B FA 4%

FTOATLIVEEERRAT—IHRILT—IZZITAN
bhFETM?
Is the option acceptable to key stakeholders?

Q@/-SALZ
Of:/SiAJ[j:L\
Ol

O—HEIZIZTEZ ALY

SRE AT REME

FEASIBILITY

FOA T I VIEERENTRETI A ?
Is the option feasible to implement?

Oz
Of=3AL %
[ ERHES
Ot=3 Al
OlELy

O—HEIZIZFEZ L

RHOBRMELDIIET VARLL

RERBERANTEE EESIDHREMENH YRR
RN LnGh—7, RRICEALTLSH
fe - EERRANLNS.

®ER~RH &




1-46 &H 1-34 CO1-6 SRR & MR

@PubMed BFE

#7 Add Search #5 AND #6 38 11:40:15

#6 Add Search (mycophenolate mofetil) 8470 11:39:03

#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
# (B R-PFHERHIR B AREE/TH or ANCA BEEME 2¢/AL) or MEX-HiFh Bk EHIARE/TH or BAMBNLZHMEX/TH or IFEBKIE LR ME RMERIZFIEE/TH or FEABRMEZ R
BERMUEAFERE/TH or LROERMERAFEE/TH or WFERERME S FRME X ERNZFIELE/TH or (BRB/AL and (IWEX/TH or ME2/AL)) or (pauci/AL and immune/AL) or SRERIAE X-SRAELT
/TH or ARBRAEERFMAAE/TH or (ZHRBIARL-FEEIME/TH or ZREARK-FEEH1E/AL) or (ZREIRK-FEEHE/TH or BEIMELSHKBIRK/AL) or (ZHEBIARK-FEETE/TH or FEEIELHKIEE
AR#%/AL) or (ZRENARX-FEENME/TH or $EETEENAREIE X /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T F< b—TRX-251%/TH or 5% T T~ F—FX/AL
or Goodpasture fEIEEE/AL or 'y KINRF ¥ —fEREE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2  (MER-FPERHAE EHAREE/TH or ANCA BSEEME #%/AL) or ME X-iFhERMMABEHRARE/TH or BAMBMLHRMEX/TH or WFEKMUELRME XIEAFIEAE/TH or FEEIKMEZ RN
ERMERZFERE/TH or SROEXRERAFIEAE/TH or WFEEEKMZFHME RERZFIELE/TH or (BRB/AL and (IWEX/TH or ME#/AL)) or (pauci/AL and immune/AL) or RERIAE #-ZEHEST
/TH or MARBRAEREERMAIE/TH or ((ZREIBRAX-FEETME/TH or ZSREIRK-FEEIE/AL) or (BHBIRK-FEEIE/TH or FEEIHLSHBARE/AL) or (ZBHBIRAX-FEEIE/TH or EEIHEZRHESD
BR2¢/AL) or (ZFENARX-FEETIE/TH or #EETMEZNAREIBE 4 /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T T3 hr—FTRX-25M/TH or £5HT) T F—FTX/AL
or Goodpasture fE{REE/AL or v K/INRF ¥ —JEIZEE/AL or (IgA/TH and & #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 RD=AZF7F 1) R or RD=5 & LLLLEEAER or RD=#3 > 4 L{LLLEEER or RD=LLESHAZE or a7Rk— MERZE/TH or FEMIXIERRRZE/TH) and (CK=E k and (CK=mkA (19~44) or CK=rR%
(45~64) or CK==#53%& (65~) or CK==#3& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZE:%3X) and (LA=BA:E) 72,640
#5 #3 and #4 23
#6 ((Cyclophosphamide/TH or Cyclophosphamide/AL) or 4~ O7RX 77 3 K/VJLA/AL) and (("Mycophenolate Mofetil”/TH and “Mycophenolic Acid”/TH) and (“Mycophenolate Mofetil”/TH
or a7z /—)LEEET = FIL/AL)) 101
#7 #5 and #6 0

®%EH : 2015/1/13



@CENTRAL %R

#1

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

(mycophenolate mofetil) :ti, ab, kw (Word variations have been searched) 1374
#7

#5 and #6 12

Publication Year from 1994 to 2015, in Trials
%% B : 2015/1/13
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PubMed A > 45 L 1=
Xak# (n=38)

EREMEFE L
X#k# (n=0)

Z DD IFERES, 5B

CETNTAL o457 L 7= mL=X#k%E (n=0)

XHkE (n=12)

l

REBIR TR =X
B3 (n=4)

ERXERNM R ORI (n=41) (EHEXHS )

v

R ) =25 L=k
(n=41)

4

WAL 2 514l L 7= & SRR
(n=3)

3 B&ot L 1= 3RS
(n=38)
BRSO L 1= 23R
> (n=1)

\

BHHEICHAANT-ATREH
(n=2)

<BR/MEH>
cTIRARTY FDHTAHAXKL

4

(n=1)

ENHEICINA =R
(n=2)
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1-47 CQ1-6 Z7TR +5%9 FT—7JL (RCT)
@Hu W, et al. Nephrol Dial Transplant 2008; 23:1307-1312.
HERTHA Y

FLREE
HAANEE
(EUVAS R 5R73 & ¢ L IXFEH)

PROVEZE
TAFE

B
B, BRGEDER

I RTRER 7 ™) A L
& aTHif e 2

ShEDFE (FHRE)
ZnEDEMEREBAR

BREEEOHS EHHLD
BRE (O BL) BE

| EE/, BMm%, RCT

P

MPA, GPA
18mdt, BWE (MRFFIEFMEKME) DHSHIEH, Cr 500umol/L K, ANCAIZMEZEL

6 A A LAAIZ cytotoxic drugs fEM, HBV, HCV, CMV, HIV &%, #Xi&%&EFZ, Cr500umol/L LAL, 2 BRELLEDBERERZE, Mitm©hEmiER
ERENEEWHRKRE, EFHMEHEZ, 2EULHEEZALHDH, (KHEDNBFE)FIRL TS, BETERL, 18HUT, 65 UL

GC+MMF 2%(% 1.5~2. 0g/day % 6 /"B, GC+IVCY (X 0. 75~1.0g/mZH—[E 6 ™A
MEEEE mPSL /RILR DD B 0. 6~0. 8mg/kg DFERO prednisone Z 4 B, D% 1-BAMIZ5mgd DFE L 10mg/day T THE.

6 ™A

B MERICKHERGL, BHEENHE TE KAEEELGL, BVASI AN 0K, BVAS2 AN 1 RUTF
B EERGL

6 MARDER

6 MNARDEMR, INATODERE

6 M ARID SAE

6 MAROKRHAELL FHEFA, 6 MAKROD COr BILFFMTEE
6 H A= E R LA

6 /A %D QOL [LEEMAEE

6 A DBERIFFHETEE

18~T1 %, F1549.1+£12.2

34 451 4% MPA, 1 451H% GPA
MPO-ANCA &1 28 45, PR3-ANCA B&14AY 2 45, ANCA BE1AY 5 45l

100% (BRENHIEMNT Y ) —HHEE)
£5H Cr A 1. bmg/dL LI E

R—XF54 2T, GC+MMF B Cr 3.55+1.1, GC+IVCY B Cr 3.57+1.47




HEBRTHT 2
FLREE
HAANEE
(EUVAS R 5R73 & ¢ L IXFEH)

PROVEZE

TAFE

B

B, BRLGEDER

I RTRER 7 ™) A L
& aTHif e 2

ShEDFE (FHRE)
ZnEDEMEREBNR

BREEENES GEHHNID)

BRE Crixl) BE

®Han F, et al. Am J Nephrol 2011; 33: 185-192.

| EE/, BMm%, RCT

EEffEHm, SIEHRRELEOEERFBRE, 6 HALIAD cytotoxic drug DfERA,

FFIEE, 43R BHES T0mUL

1 DALRADEERRE, BB,

(ERED)2 BEULD

GC+MMF £% : 1.0~1. 5g/day

GC+IVCY B% : 0.8~1.0g/month % 6 ™A

WD+ mPSL360~500/dayx3 M /8L X%, prednisone 0. 6~0. 8mg/kg/day
2412 ST AFIDFHikE, PE DDA EINHIFIEER L AN

6 ™A

EAE : PSLT. 5 mgA FC/EENMEA L (BVAS 0)
B EELTL
BN 6 AR A TEREOREERL < 6 BRI LSBT

6 NATHORT
6MADEREBVAS 0DEIR)  TEHIEE
6 M A T® SAE

6 MNATOXRGPESE

6 MA THEERRLIE

QOL : @A T

18 MAZDOER

F14 56 % (29~70)

2151 (41 451) A% MPO-ANCA 515D MPA

SHINBTERSHY (MR, 230K, BEE, BERTEAKREREE)
sCr fEM 500 umol /L Z#BZ 5 ADEIE
GC+MMF £ 4 (21.1%), GC+IVCY # 5 (22. 7%)

sCr i (umol/L) IVCY:%E 306.9+163.0, MMF B#: 318.7+283.4,
eGFR  GC+IVCY B : 33.5 GC+MMF % : 35.5

®ER~RLH &




1-48 CQ1-6 YR N4 F7RXFT—TIJL (RCT)

MERNBEDIFE FHHER Risk of Bias Z0ith
7oRNL BEE - | Sk RATTE | 2l | A RS k| 256 |4~ F e |omaL | 77EEE| wEE | UEEY 1 oms | Jplit (high D & &
PRE | WEF | (R (@RS wo | e | om0 | msm | TR ORSY geal | ol sq7z | (SRR e )
B Y I+ AENERSN
MMF 21 TULEWN. BREASNT
Hu 1.5-2. 0g/day & ) ) . W W86, f=FZ LEED
T 2007 RCT |6 A, IVCY2 x| 18 0 17 0 unknown| high high low high low low HEITERIEIZCEESL
0.75-1.0g/m*% A ZLND T low. CY B TRi%
—E 6 A HZ LD T high.
MMF % : 1-1. 5g/day E*ﬁ;‘{gb§ 'éé’t'c L;?IL\;:
Han, IVCY & : . . . =ELERDHEIEITE
BT 2011 RCT 0.8-1. 0g/month % 19 1 22 2 | ow high high | ow high | ow | ow Wt‘%%é%é?f}m@f
6 N A low. B %5 D ERBAAN AL LY.
2| YA ENERSN
MME 2% [ TWEL BRIEAEAT
Hu 1,52, 0g/day & 6 Y . . . . WLM=8. BVAS (31T
B 200’7 RCT |A A, IVCY EiX 18 14 (9‘2 8 unknown| high high high high | ow | ow ENEBED(+LDT
0.75-1. 0g/m*% A 4 BIRE %) high. CY BETREIEMNZ LY
—E62A O T high.
BRIEN SR TN
’ sl LA 5. BVAS ¥ X FHEE
2 an. : i i i i | | BEEZHADT
EfiE 2011 RCT 0.8-1. 0g/month % 19 15 22 14 low high high high high ow ow g)lgh %ﬁ%{%?}éﬁﬁﬂbﬁ;
6 A (A%
2| Y FIrAENERSN
']"Mg f;'gg/day . TOEL. BRIEASAT
e it . 9—2. HULN=8. &6t o
BEOME M| opor nA NOTEE | 18 4 17 6 |unknown| high | high high high low v |yl rd BRI
L ? . AN
0. 75-1.0g/m*% B high. CY B TREMNZ
—E62A O T high.
MMF 2% :1-1. bg/day "E"rﬁﬂ:jléh'c LR =
WSt lHan, | pop VOV RE: 19 | 10 22 15 | low | high | hign | high | high low o (B EREHERRTED
IR 2011 0. 8-1. 0g/month % 2 )
6 A Bt 3% 451 D ERBAANE LY.
MMF 21
Hu 1.5-2.0g/day % 6 ) :
REBPETLE 200'7 RCT |mA, IVCY (X 18 LA EE 17 LM AEE
0. 75-1.0g/m*% A
—[E 6 A




MMF % : 1-1. 5g/day

BRIEDN S TV

Han, IVOY 2 - 1 3 . . : : O. 7Y ~HLITEHED
ARERZ| 9011 | RCT lo's-t0gmonthz| 10 | @ | 22 | @sms | v | hieh high high high low low FE%5F 50T high..
6 NA BB D EREAAN T L.
2| I+ AEMBET SN
. ?Mg—gjlg:g/day . TL‘HL‘.‘E@E@E"?’C
ERBE M \E. - : : : WM =i, BREREE (S
non it RCT ?%4%§$?% 18 2 17 1 |unknown| high high high high low low FEEORLEE S 11 50
b el Thigh. CY BTRENS
LD T high.
MMF % : 1-1. 5g/day — . ol e
ERERE | Han, | pop | IVOY 3 19 5 22 7 | S e e e | | E*ﬁ;?\sﬁhf_\%gﬁﬂ;gb
ES) 2011 0.8-1. Og/month % ow g g 'g '8 oW oW O = il
6 i B 828%5+5DT high. .
BEQWL | o | RCT ST A ST AE
Han, = e = o
%%— QoL 2011 RCT E:Hﬂﬁ;F BE aﬂﬁ’l‘ Be
MMF 21
Hu 1.5-2.0g/day % 6
B it RCT |m A, IVCY Bl 18 |SHEREE| 17 | SMEFEE
0. 75-1. 0g/m' % A
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B MMF 2 - 1-1.5¢/day ERIEN SN T
6MBT®H| Han, IVOY 2 - . . . . &. BVAS D¥I%E L EFM&E
BEERE| 2011 RCT 0.8-1. 0g/month % 15 0 14 0 | ow high high high high | ow | ow DEBES(F250T
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1-49 CQ1-6 VRY  NATFARYTY—¢4552, 24X FOy k RCT)
€0Q1-6: Risk of Bias B E#& (6 »A)

Random sequence generation (selection bias) _
Alocation conceaiment (ssiecton bias) [ EREEEE

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

incomplete outcome data (atriton bias) [ AR

| |
75% 100%

g
=]
o
2 _
— £ 2
g 5 =
S 5 &
S 7 £ % @
8 8§z g £ _
@ c — = "
¢ § 2 ¢ g § Selective reporting (reporting bizs) R
[ ] = E
£ 3§ v 2 & E Other bias NN
@ = © 3 -E!; 8_ | I I
= ;] wy r T T
g & £ = T 2 0% 25% 50%
3 5 & £ £ 2
s £ £ 8 ,g = B Low risk of bias | Unclear risk of bias [ High risk of bias
g 8§ 2 3 % ¢
e s 2 % og
E £ 2 2 8 g =
: 8 22§ os
¥ 3 ® @ £ & O
cat-6Han2010 | @D | @ @ @ | @ | ® | @
cat6ruze | ?2 | @ O O & &
€C01-6: J+LR+MTOY F EROGHA)
MMF CYC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
C@Q1-6 Han 2010 15 19 14 22 B7.2% 1.24 [0.64,1.84] L
C21-6 Hu 2008 14 18 8 17 328% 1.65[0.94, 2.80) =
Total (95% CI) 37 39 100.0% 1.36 [0.99, 1.88] iR
Total events 29 22
Heterogeneity: Tau®= 0.00; Chi*= 0.70, df= 1 (P = 0.40), F= 0% 15 o7 )

Test for overall effect: Z=1.89 (P = 0.06) NVCYBEOSHFERESAEL MMFEOSHEBEESNEL




€C01-6: Risk of Bias® 3ET=(6 M™A)

Random sequence generation (selection hias)

Allocation concealment (selection hias)
Blinding of participants and personnel (performance hias)
Blinding of outcome assessment (detection bias)

Incomplete cutcome data (attrition bias)

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

-~ . Random sequence generation (selection hias)

@ | @ | ncomplete outcome data (attrition bias)
® | @ | selective reporting (reporting bias)

@ | @ | ~location concealment (selection bias)

o

2 Selective reporting (reporting bias)

g Other hias
CQ1-6 Han 2010 + 0%  26% 50% 75%  100%
CQ1-6 Hu 2008 ® -Ln:lw risk of hias DUnclear tisk of bias .Highriak of bias

®C01-6: 74+ LR FTFAY + (6 HA)
GC+MMF GC+MNWCY Risk Ratio Risk Ratio

Stucy or Subgroup  Bvents Total Bvents Total Weight _ Fixed, 95% CI ~ Fixed, 95% C|
Z21-6 Han 2010 1 149 2 22 100.0% 058 [0.06, 5.89)
Ca1-6 Hu 20038 1] 18 1] 17 Mot estimahble
Total (95% CI) 37 39 100.0% 0.58 [0.06, 5.89] | e R A s
Total events 1 2
Heterogeneity: Mot applicable III'.III*I IIIT1 1'III 1III'III

Hheisl i overal. e s =04b = RR ) GC+HVCYDHATEEEATL GC+MMFOF AT EATL



€C01-6: Risk of Bias & FKEABFL 6, A)

Allocation concealment (selection bias) [ NN

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

Selective reporting (reporting bias) _

oer vies

I | | | |
0% 25% 50% 75% 100%

CQ1-6 Han 2010

. Random sequence generation (selection bias)

. Blinding of participants and personnel (performance bias)
@ | Biinding of outcome assessment (detection bias)

. Incomplete outcome data (attrition bias)

. Allocation concealment {selection bias)
. Selective reporting (reporting bias)

. Other bias

. Low risk of bias —| Unclear risk of bias . High risk of bias

€C01-6: 24+ LR FFOy b KETFL (6 MA)

GC+MMF GC+IVCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% CI| Fixed, 95% CI
C21-6 Han 2010 1 19 3 22 100.0% 0.39[0.04, 3.41] .

Total (95% CI) 19 22 100.0%  0.39[0.04, 3.41] Rt

Total events 1 3
Heterogeneity: Mot applicable 'EI.III1 IZI!“I 1'III 1IIIIII'

Testfor overall effect: £= 0,86 (P = 0.38) GO+NOYD AN FEHEFSAEL CO+MMFOEFEHEF S S




&C01-6: Risk of Bias ¥l EHAGHERE(6HMA)

CQ1-6 Han 2010

. . Blinding of participants and personnel (performance bias)
@® | @ | Biinding of outcome assessment (detection bias)

-3 . Random sequence generation (selection bias)

. . Selective reporting (reporting bias)

. . Other bias

. . Allocation concealment (selection bias)
. . Incomplete outcome data (attrition bias)

CQ1-6 Hu 2008

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) _

Selective reporting (reporting bias) _

Otner bias |

I | ] |
0% 25% 50% 75% 100%

. Low risk of bias —| Unclear risk of bias . High risk of bias

&C01-6: JA4LRFTAY I+ EEAGHEREO6HA)

MMF CYC Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvermts Total Weigh _ Fixed, ,95% Cl ..., . Fixed, 95% Cl
CQ1-6 Han 2010 10 14 15 22 81.5% 0.77 [0.46, 1.29] —.——
Ci1-6 Hu 2008 4 18 B 17 185% 0.63[0.21,1.85] =
Total (95% Cl) 37 39 100.0% 0.74 [0.47, 1.18] IR
Total events 14 1
Heterogeneity, Tau*=0.00 ChF=012,df=1 (P=073), F=0% 01 02 0% 3 2 T

Test for overall effect 2=1.25{F=0.21)

MMFEOAHNESHERRENEL NVCYROALHNSHERRELAEL




&C01-6: Risk of Bias ¥l EFRBRLERF (6N A)

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) _

-3 . Random sequence generation (selection bias)

. . Blinding of participants and personnel (performance bias)
® | @ | Biinding of outcome assessment (detection bias)

. . Incomplete outcome data (attrition bias)
. . Selective reporting (reporting bias)

. . Allocation concealment (selection bias)

Selective reporting (reporting bias) [
=]
2 otnerbios [
o : : : : |
0% 25% 50% 75% 100%
CQ1-6 Han 2010 ®
. Low risk of bias —| Unclear risk of bias . High risk of bias
CQ1-6 Hu 2008 ®
€C01-6: 7+ LR TRy b ERBRERR (6 HA)
MMF CYC Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvemts Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
CQ1-6 Han 2010 5 19 7 22 850% 0.83 [0.31, 2.18]
CQ1-6 Hu 2008 2 18 1 17 150% 1.89[0.19,18.97]
Total (95% CI) 37 39 100.0% 0.94 [0.38, 2.29] -
Total events 7 g
Heterogeneity: Tau®=0.00; Chi*=043,di=1{F=051),F=0% 0.05 02 £ 20

Testfor overall effect Z= 014 (P = 0.89) MMFEEO B A BRERRENEL NCYHOSHBRERREAEL



€CQ1-6: Risk of Bias B H# 6 HMA)

. Blinding of participants and personnel (performance hias)

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

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

.. Selective reporting (reporting bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Allocation concealment (selection bias) [ N MM

Incomplete outcome data (attrition bias) _

100%

w
©
f; Selective reporting (reporting bias) _
5 Other bias [
CQ1-6 Han 2010 . Ioa/n 25I°/u 56%’ ?E;%
. Low risk of bias _‘ Unclear risk of bias . High risk of bias
€C01-6: 74+ LR FFAY b BHGHA)
GC+NMMF GC+IVCY Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bwvents Total Weight . Fixed,  95% CI Fixed, 95% CI
CQ1-6 Han 2010 0 15 0 14 Mot estimahble
Taotal (95% CI) 15 14 Not estimable

Total events ] ]
Heterageneity: Mot applicahle
Test for overall effect: Mot applicahle

0.7 0.85
GC+MMF 5 H B EAUE L

1.2 1.5
GC+IVCYD B A FMEAEL
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1-50 CO1-6 #FRDELH (SoF) T—TJL (RCT)

CQ1-6 : ANCAES:EMERDERBEAREIZT I OaNLFaAA F+ET/ARR 772 RFESIILIaANFAAR+ZIaT7z/—ILBEIIFILOESL

SRFAMN?

Setting:
Intervention: GC+MMF
Comparison: GGC+IVCY

Outcomes Anticipated absolute effects” (95% CI) Relative effect No. of participants Quality of the evidence
Risk with GG+IVCY |  Risk with GC+WNF (95h CI) (studies) (GRADE)

Study population RR 0.58 76 SO0
T (6HA) 51 per 1000 3?3 pteor 31002(;0 (0. 06 to 5.89) (2 RCTs) VERY LOW'2
Study population
5 . 76
R G2 A) 564 per 1000 J90 [0 Ui 0.9 t0 1 89 (2 RCTs) o
P (558 to 1000)
Study population
. RR 0.74 76 &0
EESHHERR + 398 per 1000 0.47 to 1.18 2 RCT Low! 34
538 per 1000 (253 to 635) 047 to 1.78) @ ReTe)
Study population
- RR 0. 39 41 000
RKEPFEF=E 6 H1AH) 136 per 1000 5?5 pteor 41605%0 (0.04 to 3.41) (1 RCT) VERY LOW'23
Study population
_— RR 0.94 76 OO0
sty
ERBRERTR 205 per 1000 193 por 1000 (0.38 to 2.29) (2 RCTs) VERY LOW 2.2
Study population
- Not 29 o0
Ak 62R) 0 per 1000 0 per 1000 estimable (1 RCTs) LOW2%

*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

* . BRER - REEEREZSCSHERR

B E B DERBAAS AT LY.
SRHEEEDEERBIIHLYEAREBLLEEON S DR RMBIEZ £1- =86, BREGIDIRBAMLL.
BRIESINTULVEL.

MRHEEEOEERME FHLLFBORRRRMBIEZ F 1= 1=,
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