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Co1-1 TEF>RFAZ27A4)L
€C01-1

RCT*

Quality assessment No. of patients Effect
. Qual ity Importance
No. of . . . . 0th Relat Absolut
st[:Jd(iJes Study design Inconsistency Indirectness Imprecision considereartions CY+GC ‘ GC (35;0 (I)\II? (ggs/; gl?
T (5 &)
1 randonised serious' | not serious [not serious very none 3/10 5/10 RR 0.60 200 fewer per 1, 000 000 CRITICAL
trials ser ious? (30. 0%) (50.0% | (0.19 to 1.86) | (from 405 fewer to 430 more) VERY LOW"?2
KBFETFE (1 5H)
| randomised | very tot serious |not serious very Hone 6/10 6/10 RR 1.00 0 fewer per 1,000 000 CRITICAL
trials serious® serious? (60. 0%) (60.0%) | (0.49 to 2.05) | (from 306 fewer to 630 more) VERY LOW?3
RKPBELE 2F)
| randomised | very tot serious |not serious very Hone 6/10 7/10 RR 0.86 98 fewer per 1,000 000 CRITICAL
trials serious® serious? (60. 0%) (70.0%) | (0.45 to 1.64) | (from 385 fewer to 448 more) VERY LOW?3
RKPELE G F)
| randomised very not serious |not serious very Hone 6/10 7/10 RR 0.86 98 fewer per 1,000 000 CRITICAL
trials serious® ser ious? (60. 0%) (70.0%) | (0.45 to 1.64) | (from 385 fewer to 448 more) VERY LOW?3
B G F)
| randomised very not serious |not serious very o 0/10 3/10 RR 0. 11 267 fewer per 1,000 000 IMPORTANT
trials serious* ser ious? 0. 0%) (30.0% | (0.01 to 1.63) | (from 189 more to 297 fewer) VERY LOW?*
Cl: confidence interval, RR: risk ratio
BRASA OO T—2AFEATETRINTELL 2127 FAAIK, RIZEHL TULAL.
1- SUALEDFENBATREINTE ST, BYFRITOERKRE SN TULVEL.
2 NRHEEEOEERMITEELGINELMELEONSDBKREEZ /- <f=H.
3 SUFLIEDFENHRINTELST, BlYFFTOREZEIATLEL. A—TURBTHY, FRIEAALLY .
4: SUBLMEDFENFREINTEL T, BYMTOERKRESATLEL. A—TUHBRTHY, ERIEALZL. BERIZSOVTEENEVWEATEREZTME LA -oTNS.




4CO1-1

JERCT*

Qual ity assessment ‘ No. of patients Effect
. . Qual ity Importance
No. of . Risk of . . o Other Relative Absolute
studies Study design bias Inconsistency Indirectness Imprecision considerat ions CY+GC GC 95% CI) 95% CI)
L (6 MA)
observational N . . very 4/29 5/35 RR 0.97 4 fewer per 1,000 000
‘ studies | Serious’ | not serious inot serious | o i none (13.8%) | (14.3% | (0.29 to 3.27) | (from 101 fewer to 324 more) | VERY Low.2 | CRITICAL
L (145F)
observational very . . very 4/26 8/35 RR 0.67 75 fewer per 1,000 000
1 studies serious® not serious |not serious serious? none (15.4%) | (22.9%) | (0.23 to 2.00) | (from 176 fewer to 229 more) VERY LOW?3 CRITICAL
L (2F)
observational very . . very 5/20 8/32 RR 1.00 0 fewer per 1,000 000
‘ studies | serious? | MOt Serious fnot serious | o o none (25.0%) | (25.0% | (0.38 to 2.63) | (from 155 fewer to 408 more) | VERY Lowee | ORITICAL
L (4F)
observational very . . very 5/15 10/25 RR 0.83 68 fewer per 1,000 000
‘ studies | serious? | MOt Serious fnot serious | o o none (33.3%) | (40.0% | (0.35 to 1.97) | (from 260 fewer to 388 more) | VERY Lowee | CRITICAL
L (6 F)
observational very . . very 7/11 12/17 RR 0.90 71 fewer per 1,000 000
‘ studies | serious? | MOt Serious fnot serious | o o none (63.6%) | (70.6% | (0.52 to 1.55) | (from 339 fewer to 388 more) | VERY Lowee | ORITICAL
L (8 £F)
observational very . . _— 8/11 13/13 RR 0.73 270 fewer per 1,000 000
‘ studies | serious® | MOt Serious fnot serious) serious none (72.7%) | (100.0% | (0.50 to 1.07) | (from 70 more to 500 fewer) | VERY Low+ | CRITICAL
KEBBETE 6HA) (BEHFE/EHAIEEE, ECEST)
observational very . . very 3/29 7/35 RR 0.52 96 fewer per 1,000 000
1 studies serious® not serious |not serious serious? none (10.3%) | (20.0%) | (0.15 to 1.82) | (from 164 more to 170 fewer) VERY LOWZ3 CRITICAL
EfiF
observational very . . A 25/29 32/35 RR 0.94 55 fewer per 1,000 000
‘ studies | serious? | NOT serious jnot serious | serious none (86.2%) | (91.4% | (0.79 to 1.13) | (from 119 more to 192 fewer) | VERY Lowes | CRITICAL

Cl:Confidence interval; RR: Risk ratio
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€C01-1 JERCT  (Nachman 1996) *

Qual ity assessment No. of patients Effect
! : Quality Importance
No. of . Risk of . . o Other Relative Absolute
studies Study design bias Inconsistency Indirectness Imprecision considerat ions CY+GC GC (95% CI) (95% CI)
BfE
1 , RR 1.51 00,
observational | very . . A 61/72 14/25 286 more per 1,000 1)
studies serious' | OF Serious | not serious serious none (84.7%) | (56.0%) (; %i)to (from 28 more to 655 more) VERY LOW CRITICAL

Cl:Confidence interval,RR: Risk ratio

*  BRAShEZEOOT—2DFATETHEINTELRN 127 FHAIE, RITEBHEHLTULAEL

1. ERICATAIRBEFICOVWVTERLEL. AEREBON—XSAVT—42% L. 7O MHLFEMIEIERIESATULEL.
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CRITERIA
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ADDITIONAL CONSIDERATIONS
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Is there important uncertainty about how
much people value the main outcomes?
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CO1-1 XEkFAR & XEOHER

@®PubMed BFRK

#9 Add Search (#5 AND #8) NOT #6 145 00:04:05

#8 Add Search (“Adrenal Cortex Hormones”[MH] OR glucocorticoids OR prednisolone OR prednisone OR methylprednisolone OR corticosteroidx[TIAB] OR glucocorticosteroidx[TIAB] OR
steroids[TIAB] OR steroid[TIAB]) 503748 00:02:38

#7 Add Search #5 NOT #6 183 00:01:17

#6 Add Search (rituximab OR methotrexate OR (mycophenolate mofetil) OR “Plasma Exchange”[MH] OR “Blood Component Removal”[MH] OR cyclosporin) 127904 23:59:09

#5 Add Search #1 AND #2 AND #3 AND #4 339 23:58:20

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7668797 23:58:00

#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]) 3330113 23:57:43

#2 Add Search cyclophosphamide 62739 23:57:26

#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 |imited vasculitis) OR (small vessel

vasculitis) OR (rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic glomerulonephritis)) 14950 23:56:44
®% B :2015/1/13

OEFHEERA
1 (% K- pEkHAa B AREE/TH or ANCA BREME #/AL) or ME R-iniFhERME I ABEE/TH or BEMBMIZRIMEX/TH or FEAKMZRME X ERZFIEAE/TH or IFERIKMEZHKOLE
RMEPSFIERE/TH or S RMEXMEZFIELE/TH or IFEAEKM L R ME X MPIFIERE/TH or (BRB/AL and (IME2%/TH or mE#/AL)) or (pauci/AL and immune/AL) or ARERAT J-SuRHEITHE
/TH or FABRAEEREGAIE/TH or ((ZHEIBRKX-FEETME/TH or ZSHEBIARX-FEEE/AL) or (ZREARK-FEEME/TH or HBEIEZRBARE/AL or (ZREBARK-HEEME/TH or #EEIH 2 RMEEIIR
K/AL) or (ZHEEARK-FEEE/TH or FEEIEEIAREBZ/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T F< b—TR-£5%/TH or £5HT ) F< b—TFTX/AL or
Goodpasture SEIEEE/AL or &'y KSR F v —E{&EE/AL or (IgA/TH and & #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (% R-FPERHIR EHARE/TH or ANCA BEEME #%/AL) or MEX-IiFhEkMMEHARE/TH or BAMBMLREMER/TH or IFEIRELRME R EAFIEAE/TH or IFERERMEZ FM
ERMERZFEE/TH or ZROEXMRZFEE/TH or FERERMZHME XMENZFIELE/TH or (BRB/AL and (IWEH/TH or ME2%/AL)) or (pauci/AL and immune/AL) or MRERIAE #-ZRHEST
4/TH or MARBKAREERRNMAI/TH or (ZHBARAX-FEEIME/TH or ZREARK-FEEHE/AL) or (ZRERK-FEEHE/TH or FHBEIELHKBIRK/AL) or (ZHREBARK-FEEIE/TH or #EEIMHZRMED
BR2¢/AL) or (ZHEBARL-FEETTE/TH or #EETESIAREB2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T T h—TRX-25M/TH or £H5M T T F—FTX/AL
or Goodpasture SE{REE/AL or J'w F/SRF v —JEIZEE/AL or (IgA/TH and m& #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 (RD=AHZTF7F1YUIR or RD=5 & LILLLEEAER or RD=#5 > & LIELLLEEKER or RD=LLESRAZE or a7Kk— RHEZE/TH or fEMIXIERRRZE/TH) and (CK=E b and (CK=RZA (19~44) or CK=rh%
(45~64) or CK=E#33& (65~) or CK==#33& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=JRZE:%3X) and (LA=BZA&:E) 72,640
#5 #3 and #4 23
#6 ((Glucocorticoids/TH or Glucocorticoid/AL) or (Glucocorticoids/TH or $E& aJ)LF a4 K/AL)) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or #O < AKX 77 3 K/AL)
and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or &9 O7RRX 77 = K/8JLR/AL) 7, 891
#7 #5 and #6 6

®%AB : 2015/1/13



@ CENTRAL %=X

#

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

(rituximab or methotrexate or (mycophenolate mofetil) or (plasma exchange) or plasmapheresis or apheresis or cyclosporin¥) :ti, ab, kw (Word variations have been searched) 13584
#7

#5 not #6 33

Publication Year from 1994 to 2015, in Trials
W% B :2015/1/17
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Co1-1 7 TR +3 Y FT—T L (RCT)
OETE_ HEEKE 2002;29:221-228.
HEBRTHA

EHEIEE

A AN EE

(EUVAS TSR 53475 &£ 6 IS B0

PROVEL#E

NTATE

B

R BRGEDER

SFERTAES 7 k1 L & SRS 50

SMEOEE (FHRE)
ZInE DERERBAR
BREEEDEE GEHHNID)
BRE Crixl) BE

RCT (GEE#)

BEEMKREZERERtE 52—

MPO-ANCA P51ET, ERPRESICITREEITIERIKAE JERE, RIEMBZH CRIESEF ARTAERREBTRZ R L-EE (MPO-ANCA FSIERIEESF A A
R R BT R EE)

PR3-ANCA F51Efl, MEFICEMIES, C BFXVAILRABHE, mFI L7 F=2 5 0mg/dl UL, COBERIBLATNICY TIC 2 B EMESHTZ/ETL
TW-8%E

KITRTHEEITET 3 ABID methy| prednisolone Tmg/kg D/NILREEEH ZEo71-.

O]

@

BIBRERTAA FHRILVEVIREE (0CS B) : 0CS BT/ ULRFEEE, 1 AAMTL F=VBOY (PSL) #0.Tmg/kg #OTEBKRS LLIL 1EMC
EIZPSLDIBEEE 1.8 mg/keg/SBNEETHEL, 6 MBBETIL.omg/BEL, UBRIOHMENKRTETHREEZMEFLE 10 41]

VHORARRT 7 I FR5E (CYC BF) : OYC XL/ AARR 77 2 K 150mg/EDxS5% 4 BT EICHTLE. JL7F=o9 0752 RA 30nL/min
LTOERFTIEIMPIREEZ 500ng/EIEELz. CORESEETABEITLIT F/, RO 2 ERMIEHRS5ZE 6 NATLIZFTo1z. PSL DF5EI(E 0CS
BLREBRE LTz [10 41]

5 Ff{

*

BREIUTOERE S UVBIROVWT N ERO-HEE LT

) MEYL7F-UORFZEFICHMBRMAZCRMARG EDFHRE TR SRAENF O NI-F
2) ZEMMEXOEREEZoNLHME, MMM, SHEEHM REXHARO o=k

3) FEEESCHB/TME XD L SMBBAAERN GO NI

LA m

bE, REBTEEFE BRLIF (L, BREOSENEHELLTIND)

KEMIZOVTIFREEES

0CS BDFFERT 7. 47 4 5%, CYCFEDTIHFEHERL 66. 31,3 5%

£ MPO-ANCA FE1EERSEME F A AR AP RIRIAE % (MPA 1 GPA 72 £ DEZHRIZFER)

100%

mFEY L7 F=>{EI& 0CS BT 3.3+0. bmg/dL, CYC BT 3.7=1. Img/dL




co1-1 YR = "L 7R FT—T )L (RCT)

AN ENOLEZE FHER Risk of Bias Z Dt
FORNLD | BEE | . : aam | TAF | e | IRE g (aymre |, SR | TONL ] pepy | TRL | ZOMMTA ] rrast
wE | aEE | o AT sapm| Uob | exmm | Uob | Tam | men |T7ROEECIHEED 5o | BE N EMHRERL G orsmmrem
© = En Ik AEBI 3K ‘ = BRIt BRIt NATR | EFEEER) i
5‘/’5?‘.L\1I:0)$5£75“Hﬂﬁ<éh'c
241 GC /LR HEO GC 35\7'??: &Y @‘,*?B"%ﬁ%?“f
% | BT BY. VOY B (3 AR brely 2l =o Pl I, U
! RCT o 10 3 10 5 unclear high low low low high high BRIEDZLY. 12120, BTEIZDULY
(5 %) 2002 &, #4TLT750 mg /[ED + it & r
®5% 4 BT LITHETT TIE, hard endpomttL,’C, it
SE-TTREHEBOERIEIZ
low (3%, BIBRROER.
24| GC /NLA+HED GC S5 LMEDFEMNBERSINT
KEPETLL | &F, HY. IVCY B (/T A ) . . . . . F57, BYFFITDORERLINT
RE3) 2002 RCT (%, HF7LT 750 me /E D 10 6 10 6 unclear high high high low high high WAL, A—TUREBTHY, &
B5% 4 BT EITHETT. BAEARLN.
24| GC /NLA+HED GC S5 LMEDFEMNBERSINT
KPETrE | BF, HY. IVCY B (S AE) . . . . . H57, EVFIFOREKELINT
(2 %) 2002 RCT (%, H47LT 750 me /E D 10 6 10 7 unclear high high high low high high WAL, A—TUREBTHY, &
B5% 4 BT EITHET. BAEARLN.
24| GC /NLA+HED GC S5 LMEDFEMNBERSINT
KEPETLLE | &F, HY. IVCY B (/T A ) . . . . . Fo57, BYFFITDORERLINT
(5 %) 2002 RCT (%, HAFLT 750 me /ED 10 6 10 7 unclear high high high low high high WAL, AT HERTHY, B
B5% 4 BT EITHETT. BAEARLN.
S LEDFENBARINT
H57, FYFFITDREKRLINT
. WAL, #—TUHBRTHY, B
BRGE | o e BRI, [BRME RS
(BmE/ '32’002' RCT o ﬁti‘br 750 me /EIOD 10 0 10 3 unclear high high high low high high n, FEShTOBA, TEHFEA
SAEHI%) B 4 B LI fhrT EHLFHELEL TLELOT,
. e IR — IR B TOI BTl
{, BEEICIETBR I DOVTEHEE
lcEELAELNLLY.




CA1-1 YRH « "L TFRYTY—&457 (RCT)
&C01-1: Risk of Bias ® %1

Blinding of paricipants and personnel (performance hias)

Fandom sequence generation (selection bhias)
Allocation concealment (selection hias)
Incomplete outcome data (attrition hias)
Selective reparting {reporing hias)

Takahirazooz

. Blinding of outcome assessment (detection bias)

@ | Other 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)

Other bias

0% 29%, 50% 79%  100%

.an risk of bias DUncIearrisk of bias .High risk of bias

* JETCIZDULVTIL, hard endpoint LT, TH&EF -7
REOE®RIE] 79 MW LEEEDE®RIE] D Risk of
Bias [& low (29 5.

o FUFLIEDFENAREINTELST, FYMTOREKDL STV

s F—TUHEBRTHY, ERIEALL. 2L, FETIZTDOWVTIL, hard endpoint & LT,
HMERE - F7TREBEBOERIL] 77 M ALFHEEOEHEL] (X low 2T 5.

e BRIIDVWTHESNATHE ST, RTELUNOEEEROFMEELERTHS.

o HEFRORER.
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Takahira2002

Fandom segquence generation {selection hias)

Incomplete outcorme data (attrition 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)

Other bias

0% 26% 50% 79%  100%

.an risk of hias DUncIearriak of bias .Highrisk of bias

=l

@ | ~iocation concealment (selection bias)

. Blinding of padicipants and personnel (performance bias)

. Blinding of outcome assessment (detection hias)

@ | Selective reporting (reporting bias)

@ | Other bias

s TUFLIEDFEMNARINTEST, BIYMITORERKRE I TLVRL.

o F—TUHREBRTHY, ERIEALL. 2L, ELTITOWTIL, hardendpoint & LT,
(HRE - 7 T7REEOE®RIL] 79 FHLFEEDERIL] (X lowZF 5.

o BRICOVWTFHHESINTHE ST, RELUNOEETREROFHLERTHS.

o HiERORER.




Ce1-1 Z# LR +ZFAaw bk (RCT)

&C01-1 24LRPFTAY I+ FEE
T (5 )
Favours [experimental] Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight ~ Fixed, . 95%Cl Fixed, 95% Cl
Takahiraz002 3 10 ] 10 100.0% 0.60[0.149, 1.86]
Total (95% CI) 10 10 100.0% 0.60 [0.19, 1.86] B
Total events 3 a
Heterogeneity: Mot applicable I f f |
Test for overall effect: £=0.83 (F =0.38) 0.01 0.1 1o 100
GC+CY DA MFETEAELY GC B D AMNFETTERHAEL
&C01-1 24LRFFTAEY I+ FETLS
FABEFE N F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 095% CI _ Fixed,  95%Cl
Takahiraz002 B 10 B 10 100.0% 1.001[0.49, 2.08]
Total (95% CI) 10 10 100.0% 1.00 [0.49, 2.05]
Total events B B
Heterogeneity: Mot applicahle 'III.IZI1 III!'I 1'IZI 1IZIIZI'

Test for overall effect: 2= 0.00 (F =1.00)

GC+CY DAMNKBBE R ERAMELY

GC EFMDAANRYPBEFERHEL

FPBARL (2 5F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ __ _ Fixed, 95%Cl __Fixed, , 95%Cl

TakahiraZ002 G 10 T 10 100.0%
Total {95% CI) 10 10 100.0%
Total events G i

Heterogeneity: Mot applicahle
Testfor overall effect Z=047 (P = 0.64)

(.86 [0.45 1.64]

0.86 [0.45, 1.64]

0.01 0.1
GC+CY DA A KB R L EAEL

10 100
GC BN B AKHB R L EHE L



RMBEFE G H)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% CI Fixed, 95% Cl
Takahira2002 B 10 T 10 100.0% 0.86 [0.45, 1.64]
Total (95% CI) 10 10 100.0% 0.86 [0.45, 1.64]
Tatal events G 7
Heterogeneity, Mot applicable 'III.IZI1 IZI!'I 1- 1'III 1IIIIII'

Testfor overall effect Z=0.47 (P = 0.64)
GC+CY DA N KHAB R ERAMEL GC B DA ARMBERERHEL

Bk G F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% Cl ~ Fixed, 95% Cl
Takahiraz002 a 10 3 10 100.0% 014 [0.01,2.45 ¢ .
Total (95% CI) 10 10 100.0% 0.14 [0.01, 2.45] —— R ——
Total events a 3
Heterogeneity: Mat applicahble 001 ah e 00

Testfor overall effect £=1.34(P=0.18)
GC+CY M AN BAEHEL GC B DAL FREIELY



Co1-1 #ERDFELH (SoF) T—TIJL (RCT)

CQ1-1 : ANCA BEEME R D EMRBAAREICHIILATIILFaLSL RESILTALFaS FHEOAS ORI 7I R (FEEETISI/O0KXT77 3 F/LR) OELLAE
Am? (RCT)

Setting:
Intervention: CY+GC
Comparison: GC

Anticipated absolute effects*(95%CI)

Relative effect

No. of participants | Quality of the evidence

pteones Risk with GC Risk with CY+GC (95% CI) (studies) (GRADE) coments
A 300 per 1,000 RR 0. 60 20 000
(5 %) 200 per 1,000 95 to 930) 0.19 to 1.86) (1RCT) VERY LOW -2
KYPEFL 500 oer 1 000 | 600 per 1,000 RR 1.00 20 OO0
(1 %) per- 1, (294 to 1,000) | (0.49 to 2.05) (1RCT) VERY LOW 23
KYPEFL 100 oer 1 000 | 602 per 1,000 RR 0. 86 20 000
2 %) per-1, (315 to 1,000) | (0.45 to 1.64) (1RCT) VERY LOW 2?3
KHPBEFL 100 oer 1 000 | 602 per 1,000 RR 0. 86 20 OO0
(5 4) per- 1. (315 to 1,000) | (0.45 to 1.64) (1RCT) VERY LOW 2?3
B 33 per 1,000 RR 0. 11 20 OO0
(5 %) 300 per 1,000 3 to 489) 0.01 to 1.63) (1RCT) VERY LOW 2

*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

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

SN =

DU LEDFENAREINTELT
D VFLIEDFENRATSINTELT,

SUFLEDFENATENTE LT, BVHFTOREKLSATHAEN

HRHEEEOEERMITELLGFE AL LETONS DBERRIBINEZ F - C1=®
BYFTDEKRLSATOEL. A—TURBRTHY
BlYFITOREKRESATOEL. A—TUHBTHY

BRIEAELN.
BERIEMNZL. BRICOVWTESENEVENITEREZREL Lo TLVS.




CQ1-1 77X 59 F7—7 )L (FERCT)
@Nakaya [, et al. Intern Med 2013;52 : 2503-2509.

HEBRTYA 2 #waomEaR— AR, Bk ERETRBEES

FLREE BA

HAANEE

2000~2010 £ (ZHTFRFZ W7 S fuf= ANCA Bt MPA 35 L X RLY
(EUWAS B ERR £ 3 S ITFEH)

PROVELZE GPA, EGPA, PAN, PTU-induced MPA, EBNMEDHAHBMEEZF DI D, BEIESEE, FIEICTY TITPSLESEEhTWLESE

FREHE GES U F L)

206G HY. CY BD 55%, GC HIMFED 60%HDXTO4 F/LREEHY.

IVCY W46 (Fht, HEEIL500mg/month for two to six months), POCY A% 50mg/d A5 45, 25mg/d A% 16 {5, 25mg/qod A% 4 {5, GG EEHRAS 35 451,
mELY, —EEST, BREMFAERL L TENRENNECEREHY.

TAFE

B GCAmBImERL LB EL 6 A, REMICETETEN (&RE 8 &)

B, BRLGEDER
’ S BEARFLEHDILERBAEICLEL. PSLOREBRFBRELTLEREA (UL, ®mXPOEHLC, FEHHLEHLE).

M FTRE TR 7 0 b A L BT (6MA~85F), B HEIROECHADHRAT—ETLERICELELCLOHLIEZH/ £28FES),
& ET B A KEPEFE (61A)

GC+CY-group : 6810 &% (EH+IZHRFE)
SMEBEOER (FHEE) GC—group : 6913 &% (FHLIZHEFE)
20K 6912 % (FHLIZERFE)

GG+CY-group : MPA 25 A (86%) RLV 4 A (14%)
SNEDERERENR GC-group : MPA 32 A (91%) RLV 3 A (9%)
£k : MPA 57 A (89%) RLV 7 A (11%)

GC+CY-group : 90%LLE
EREREDIE (EEHONIL) GC-group : 90%LL E
24K : 90%LL

GC+CY-group : GFR19. 7(11. 6~41.1) [fhafE (P I{E)]
BRET (Cr &) BE GC—group : GFR23.3 (10.0~62.2) [th&eflE (FUHiIfE)]
£{K : GFR20.5 (11.1~48.0) [Fh{E (MH{:IfE)]




@Nachman PH, et al. J Am Soc Nephrol 1996;7 : 33-39.
A&, BREFFEOHER, RAREEEHL-IGH -z, EFMERICKYTIMBERALLELNT, BRAShiz

HEBRTHA AIA EHREHR

FHERE #E (North Carolina and throughout the southeastern United States)

HHANELE

ANCA B8;E MPA 2 7= 1% ANCA BEEIRIE S TRt R BRT, BEBRZITONEA
(EUVAS SIS 8 & & S AU i BEREMES AR R IERBREERT, BERETD &

PROVE#E GPA

2HIRTFa4 F/8LREER (mPSL Tmg/kg/day x3 BfE) +##0 GC (prednisone 1mg/kg/day, 4 :ERE, LAZERED.
NTABE FAREHIBICEY, GC B (254), POCY (2mg/kg, 6~12 A H) Ff=(X IVCY (0.5~1.0g/m/BAx6mA) #H (POCY & IVCY TEEH 72 41).
fhBas o 4 51 PE $+F.

B HEETE, £HEXBRE EREEETHRIE SOLETET (EH2.74, 3A~1245)

BAE . BHAE (LAY L7 FoUEETHE ORELAL LKE OROEE 25HOEXOBEMEROEE
AESESELEASOER . RENHEESVL 1.omg/BLYBVTL RSV LB LIRS BOAEE S+ S DERER
ABIERY - AEMHEE LMD LT, EHMHORAEORES L LENMEAREROBES LV LEEHEE S SHREDETEEL
B%: UTO—DULE.

o 1) EPHORIEEESIMEI LT FoUREQOAML LR

g BREEDER ) EBMEBEEALLEAKBRERTBER.

3) MR, FHRHM, %o (EEEOIEHLE b IR LK B i

4 BAREMEBRTRINERELLD UELEDEHMnE %

B) WIBRELIENESER.

6) EIRSRMEmMEL

N WFhHOBEQER TREE S M-SR NS4

L 2R 2R 2R 4

¢ TR BEOHHTOHETIEC, BEHMPICERII—ERIASEE0MN.
SEFRER T ™ kS L & ST & BHRISOLTIE YRS pEODHIEHEH, EHOHEECOVTERELC, EEMLAhEAE T—2IEBLNETREESHY.
& FTITOWTIE BIEHR (PHID 8808106) THERMFOEFO— D& LTORBMEH LT EEMLAhENIE T—2 FBLNBARMH Y.

SMEOEE (FHRE) F1957.6 5%, HRIE6IE 2~81 ). AEBILOT—FELHLL.

SnEDERKBAR MPA 65 {5, RIEIEH AAMAIERERAET % 326 CARLI-ERDH). BEBCEOT—SEHLZL.

BREEEDEE GEHHNID) 100%

RBELL (L, A—OBEEHAZRRELFEANDHRX T, BELEA S 1061EL 107 fl2AT, FH+SD T, MmiF Cr 5 9+4. Omg/dL &EDEE
BIRE (Crx&) BE #HHY) BEEROT—LLGL (BRECOVT, ZEEMRATDHE Y OBRINFMNRIREMNLY LRI HLEOBEORENHHDT, <,
REREEOELH D).

. We found that treatment with CY was beneficial over the use of GC alone for patient survival (p =0.012).

. There was a significant difference in the remission rate between the GC-treated patients and the CY-treated patients

FHHER (56% vs. 85%, p =0.003).

. Among the 75 patients who responded to their initial treatment, CY-treated patients were approximately half as likely to suffer a relapse
as the GC-treated patients (RR 0.50. o =0.09).
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Risk of Bias for Non-randomized Studies

HEABDES ELHER (RoBANS) ot
ToRhL |EBEE | saps | o | PAE | sme | TR spe | s | gmo | T2N0N| mmen | 7uiss SRATRADIA S F
% & K 2 = 1514 3 I g == & ER i =
OEE | WEE | o |2Emi [ TOT omR % A% NPT INE CAE S (high @ & =B % 5280)
EET AABOEABEOLENE
. . BB LK, 2t TSBES) &L
[VCY A% 4 {51, POCY A° . g —
2000~2010 &£ |50mg/d A5 45I, 25mg/d é{ilzck*?:ct[,\j 7"7‘5;?;3?.557tr7['|:3ﬁ[,{-\—c(i(j;§
BT | Nakaya, \E3f63%@HGEZHT A1 16 I, 25me/qodd B, | 4 35 5 low unclear low low low high  |nard endpoint & L-C. T b gt
6MB) | 2013 |64 %0 BR= |60 BkAS 35 B S =1 endeoint ELT, 70 kA LR
HZE (IPA) (OY BEBENABEL gﬁ;gﬁﬁ;ﬁgggﬁfhff?
L7=) N N igiik " >
T, (79 b hLRE/NA 7R [Xhigh
129 5.
EET AABOSABEDLENE
HIZB LK, 2t TSBES) &L
A . Trisk hESHARBH. 77 FHALIXE
IVCY 4% 4 I, POCY A% D 7D
2000~2010 40> [50mg/d #% 5 I, 25mg/d ﬁiﬁ iﬁ;m? i\ﬁ\f%rt;“;: ;ﬂi;
A Nakaya, |8 i 5858 £ 20H7 | 4% 16 {3, 26me/qodd 4, | ¢ 4 35 8 [ [ [ [ high high ERRIE) 1 low 123 5. A #3
(1 %) 2013 |64 & (7 % [ = |GC B3 35 b Ll ) ) g igh \lEDEMRIE) & lowi=F 5. A
BE WPA) | (O RERENARE BISBEMEL 1 FISELTNGEND
L) T, [FZE2HLTF7D AL & high I_:
E % BRMOEEERICHOLTILEE
SNTHELE, 7 FHLBENLT
A IZhighlzd 5.
EET AABOEABEOLENE
BB LK, 2t TSBES) &L
Trisk MESARE. 7 b hLAEE
IVCY 4% 4 I, POCY At BIESNTOANA, FEEIZDNTIE,
2000~2010 &£ |50mg/d A3 5 I, 25mg/d hard endpoint & LT, T7™ A LEE
b = Nakaya, |B e =% 842 |HY 16 451, 25mg/qod4 451, . : MEDOSHIL] (X lowlZF 5. AR
@ %) 2013 |64 & (7 2 [ = |GC B3 35 A g e g ot Ll Lo Lo high high o o simmet 2 & EERmEmA 2 1o
B (IPA) (Y BEHENARL LTHLT, HEED | &LEHFRT
L) DT, I FELET7 I FAHL] (Fhigh
1295, BROVEEZERICTOVTIER
HENTELT (79 hhABE/NA
TR IFhighlzd 5.
EET AABOBHRBEOLENE
BB, 2t [S@ES) &L
Trisk MESARE. 7 b hLAEE
IVCY 4% 4 I, POCY At BIESNTOANA, FEEIZDNTIE,
2000~2010 £ |50mg/d H¥5 5, 25mg/d hard endpoint &L T, 7o kA LEE
A Nakaya, |B i 2% & %552 Wt |AS 16 461, 25mg/qod4 451, . . mEDE®IE] & low 2T 5. ST AR
4 %) 2013 |64 2D A = |6C BIAS 35 I i g A Y e e =t =t et Nigh 14 & o xifER 0 2 (T EEREIRIAS 4 12
B2 (WPA) (O BERENARL ELTHLT, HEEO | ALEHF
L) AHEDT, FELHBETO AL X
high 23 %. BROEESERICDOLT
ERESNTESS, (79 hh LHE
INA T R] [Ehighlz3 3.




2000~2010 &£0

IVCY A% 4 451, POCY A%
50mg/d A% 5 45, 25mg/d

BEET, NAHOALBEHEOLEINE
FLIZZ LAY, FThh TRAEEH &L
Trisk hESHTEE. 7o bhALIEE
BRIEShTUORWLA, FETIZDLTIE,
hard endpoint & LT, T7™D FhLEE

BT Nakaya, |8 HE =% & %22 W |HY 16 451, 25mg/qod4 451, . . mEDEHIE] (X low 2T 5. NMAH
(6 %) 2013 |64 % 0% 2 A1 % |GC BAHAS 35 L 7 18 2 e e e e et high 1182 & xiBBEE 17 4 2 BIERHARTAC 6 &I
BHE (IPA) Y BEBENARE BELTHELT, HBHO | &LBHF
L12) TAEDT, FELBTH FHL) (%
high 29 %. BROEEERIZONT
ERHENTELT, [T b LRE
INATR] [Zhighlzd 5.
BET, HAHOBHRMD L EAE
BB ULA, T TRBES) &L
IVCY 4% 4 41, POCY A48 Trisk hESHRE. 7 hAIKE
2000~2010 450> 50mg/d 45 4, 25me/d BIESATOELA, FEIeoWTH,
BHE (IPA) (Y BEBRENARE 184 & SHBRRE 21 42 (L EREREARS AS 8 &2
Lt) BELTHELT, HBHO | &ILBHF
TEDT, [FELHTH FHL) (X
high 29 % .
BET, NAHOBHBMD L ELE
. . BB ULA, ThA TRBESH) &L
IVCY £% 4 f5l, POCY #S : : L
2000~2010 40> |50mg/d A% 5 i, 25mg/d Crisk hESMRH. 7T bALEE
TR ITN et vl s b e BILENTHELT, (77 bh LEHEE
(B2 HAR 2013' 64 %"o)&g;%% ac ﬁﬁﬁl;ﬁf 35 ) ' 29 25 35 32 low unclear | ow high | ow high NE®RIE] & high_(:@'é. Eiﬁ’.ﬂbﬁ%
RI=32AL) HZ (IPA) (OY BERENARL FRIOVTERHSNTELT, [7
i ) k) LERE/SA 7 RUIEhigh =T B,
- hH, BREOTEERIX ZFHEBOEDLE
THEERLT-.
IVCY % 4 41, POCY % - ¢ st
2000~2010 ££0) |50me/d A% 5 I, 25me/d o
KHBFL | Nakaya, |BFESEREBEG A% 16 B, 25mg/qodd 41, . : AR el
6 mA) 2013 |64 % 0y 2 1% |GC ZAt 35 i 29 3 35 7 | ow unclear | ow high | ow high 'Cr|sk7‘3\t')_7‘3\7FE)5]. HEROEEER
B2 (NPA) O BERENARL I=oLTREShTESY, 75 b

L)

HLBENA TR [EhighlzF 5.
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Cal-1 YRH « R4 FARYT)—& 452 (FERCT)
&C01-1: Risk of Bias B 3ET= (3E RCT)

Selection of paricipants (Selection bias)

Confounding variables (Selection bias)

Measurement of Exposure (Performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

0% 26% 5% 7a%  100%

Selection of padicipants (Selection bias)
Confounding variahles (Selection hias)
Measurement of Exposure (Perfarmance hias)
Incomplete outcome data (attrition bias)
Selective reporting (reporting hias)

.LI:I'-.-'-.-' tisk of bias DUnclearrisk ofbiasg .High tisk of bias

. Blinding of outcome assessment (detection hias)

sl

MakayaZila

e BET, NTAHOALNBUOLENFRIZEZD, Thh' TBEHKI &L Trisk
MEShH unclear.

*FET-I2DUNTIE, hardendpoint & LT, T7™ kH LSEHE « RTI1HFUEICONTIE, WMETHRBHMISEL TOWERVEEIAHANSOT, [F

ZENDEW%IE] DRoBIX low 2T 5. SE2ET VALY [Fhighl2dd FRTE6MAIZDNTIE, low) .

/




€C01-1: Risk of Bias & ZET=LISt (FERCT)

Makayazil3

Confounding variables (Selection hias)

Incomplete outcome data (attrition hias)

Selection of paricipants (Selection bias) _
Confounding variables (Selection bias) |

Measurement of Exposure (Performance bias) _

Blinding of outcome assessment (detection bias) _

Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

EI':H:- 25% EEI':}E- ?5% 1EIEI':H:-

.Luw risk of bias DUncIearrisk of hias

Bl High risk of bias

l.n Selection of padicipants (Selection hias)

. Measurement of Exposure (Performance bias)

. Blinding of outcome assessment (detection hias)

l.n Selective reporting (reporting hias)

c EBET, NTABOANBHOLLENBLICEZVD, Thh ITHRESHI &L Trisk
mE S D unclear.

e TOMALKEERLEINTESLY, 7Y ALFHBEEDCERIL] (Ehighl2T 5.

o AEBROBRICOVTEBRHEIATESLT, 79 FHLRE/NNCM TR [Ehigh
29 %.




€C01-1: Risk of Bias @ Efi (JE RCT Nachman, 1996)

Selection of paricipants (Selection bias)

Confounding variables (Selection bias)

Measurement of Exposure (Performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

0% 25% 50% 78%  100%

.an risk of hias DUnclearrisk of bias

Bl High risk of bias

confounding variables (Selection bias)
[ncomplete outcome data (attrition bias)

o HEAFICDULVT discussion THEZLI-EWSEBABRAI MDA Z SH results 21X
RENTULWELDT ITHERY MNrisk ME 3D unclear.
s TOLMHLEEREINTELT, 7O rHLFHEEDE®RIE] (T highl23 5.

. Blinding of outcome assessment (detection bias)

@ | Selection of participants (Selection bias)
. Measurement of Exposure (Performance bias)

. Selective reporing (reporting hias)

Machimanl 995

==




Ca1-1 Z#xL X +ZFAaw bk (FERCT)

&C01-1: 24 LR FFAY ¢ T (GERCT)

FET (6 MA)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% CI Fixed, 95% CI
Makaya2013 4 24 ] 35 100.0% 0.97 [0.29, 3.27]
Total {95% Cl) 24 35 100.0% 0.97 [0.29, 3.27]
Total events 4 a
Heterogeneity: Mot applicable l l ! l !
Test for overall effect: £= 0.06 (P = 0.96) 0.01 01 ! 1a 100
GC+CY DA MFETEAELY GC BEIMDAMNFETEAEL

&C01-1: 24 LR FFAY b FETLSH (GERCT)

FEL (1 5)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight _ Fixed, 05% CI _ Fixed, 95% Cl
MNakaya2013 PRET 8 35 100.0% 0.67 [0.23, 2.00] —F
Total (95% CI) 26 35 100.0% 0.67 [0.23, 2.00] —ai——
Total events 4 a
Heterogeneity: Mot applicable 'III.IZI“I EIH 1'III 1IZIIZI'

Test for overall effect: Z=0.71 (P =0.4&)
GC+CY MAMIETHRAELY GO BEIEDAMNFETHRAEL

T (2 )
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% CI ~ Fixed, 95% Cl
Makayaz013 a 20 a a2 100.0% 1.00[0.38, 2.63]
Total (95% CI) 20 32 100.0% 1.00 [0.38, 2.63]
Total events a a
Heterogeneity: Mot applicable 'IZI.EI1 EIH 1| 1'EI “IIIIIII'

Test for overall effect: £=0.00(FP=1.00)
GC+CY DA MIFET=FEAME LY GC BiY D AMFETEERAELY



Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% CI Fixed, 95% Cl
Makaya2013 a 14 10 25 100.0% 0.83[0.35,1.97]
Total {95% Cl) 15 25 100.0% 0.83 [0.35,1.97]
Total events ] 10
Heterogeneity: Mot applicable l l ! ; l
Testfor overall effect: £=0.41 (P =0.68) 0.01 0.1 1 1o 100
GC+CY DA MFETEAE LY GC BI D AMFETERAEL
SEL (6 4F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% CI ~ Fixed, 95%Cl
Makaya2013 ¥ 11 12 17 100.0% 0.90[0.52,1.54]
Total {95% Cl) 11 17 100.0% 0.90 [0.52, 1.55]
Total events ¥ 12
Heterogeneity: Mot applicable l l ! ; !
Testfor overall effect £ =037 (P=0.71) 0.01 0.1 1 1o 100
GC+CY DA MFETEAE LY GC BIMD A ML EAELY
e (8 £F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95%Cl Fixed, 95% Cl
MakayaZ013 8 11 13 13 100.0% 0.73[0.40,1.07]
Total {95% CI) 11 13 100.0% 0.73 [0.50,1.07]
Total events a 13
Heterogeneity: Mot applicable T o ] T 100

Testfor overall effect £=1.60{F=011)
GC+CY DAMIETERIELY GC BEIRDALFETEIELY



€C01-1: Z4#LRA FFAY ¢ FET-LIS (FERCT)

(BRAMOECHDHRAT—ETIRBICELEZC LOHLBER/ EHESD)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight ~ Fixed, 95% CI ~ Fixed, 95% CI
Makayaz013 25 24 az 35 100.0% 0.94 [0.79, 1.13]
Total (95% CI) 29 35 100.0% 0.94 [0.79, 1.13]
Total events 248 32
Heterogeneity: Mot applicable 'III.IZI“I EIH 1. 1'|:| 1|:||:|'

Test for overall effect: £ = 0.65 (P =054 :
GC BEYRMDAMNERENST LY GC+CY DAL ERENF LY

EHMEFRE 61 A)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, ,95% Cl ~ Fixed,  95%Cl
Makayaz013 3 29 T 35 100.0% 042014, 1.82]
Total (95% CI) 29 35 100.0% 0.52 [0.15,1.82] —~e
Total events 3 fi
Heterogeneity: Mot applicable 'EI.EI1 IZI!1 1'EI 1IIIIII'

Testfor overall effect £=1.03(F=0.31)
GC+CY DAMNKHABTFEERAEL GCEHMOANKPBREENEN

€C01-1: 4L R +FAY + B (FERCT Nachman1996)
EE HEEFE) |

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95%Cl ~ Fixed, 95%Cl
Machman1 856 1 T2 14 25 100.0% 1.81[1.048, 2.17]
Total (95% CI) [ 25 100.0% 1.51 [1.05, 2.17] <
Total events f1 14
Heterogeneity: Mot applicable 'D_E|1 IZIH 1'EI “IIIIIII'

Testfor overall effect £= 225 (P =002 . .
GC B D ANEMELAS LY GC+OY AN EMENF LY



CO1-1 #ERDFELEH (SoF) T—T )L (JERCT)

CO1-1: ANCARSEMmM EROEREARKICTILaaLFaA FETLaalFaqs FHEASIORR T 7S F (FREFELIVARRTI7ZI F/RLR) DELLAE

Am? (JERCT)

Patient or population: [AAV induction]

Setting:
Intervention: CY+GC
Comparison: GG

Outcomes

Anticipated absolute effects* (95% CI)

Risk with GC

Risk with CY+GC

Relative effect

(95% CI)

(studies)

No. of participants

Quality of the evidence

(GRADE)

Comments

LA 143 per 1,000 139 per 1,000 RR 0.97 64 1000
(6 m™H) ’ (41 to 467) (0.29 to 3.27) observational study) VERY LOW "2
LA 229 per 1,000 153 per 1, 000 RR 0. 67 61 1000
(1 4) ’ (53 to 457) (0.23 to 2.00) observational study) VERY LOW 23
LA 250 per 1,000 250 per 1,000 RR 1.00 52 1000
(2 %) ’ (95 to 658) (0.38 to 2.63) observational study) VERY LOW 23
LA 400 per 1,000 332 per 1,000 RR 0. 83 40 000
(4 £) ’ (140 to 788) (0.35 to 1.97) observational study) VERY LOW 2°
LA 706 per 1, 000 635 per 1,000 RR 0.90 28 1000
(6 5) ’ (367 to 1,000) (0.52 to 1.55) observational study) VERY LOW 23
LA 1,000 per 1,000 730 per 1,000 RR 0.73 24 1000
(8 £) ' ’ (500 to 1, 000) (0.50 to 1.07) observational study) VERY LOW ¢
KEYPEFELRE 6N A)
. N 104 per 1,000 RR 0. 52 64 000
%Eﬁtﬁég?g )E”’E%' 5| 200 per 1,000 (30 to 364) (0.15 to 1.82) observational study) VERY LOW 23
_ 859 per 1,000 RR 0.94 64 1000
R 914 per 1,000 (722 to 1,000) (0.79 to 1.13) observational study) VERY LOW 35

*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

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 |imited: 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

Gl wnN =

HRT, TABOESABHOEERNMBAIZSL.
HNRHEEEOEERMBIEIAL LR AL LTEONSOBRKRERREE L 0.
ERT, TABOESIABHOLENBAEICEZL. REHFHAZELTOEVEBECESRTATDEEN D,
HREEEOEEXE TSGR BEOBRRREMEZ - <1=0.
ARV M U TIVBARERREORELH - S E=H.



Co1-1 #HRDFE L (SoF) T—TJJL (FJERCT Nachman, 1996)

CQ1-1: ANCA BEEMERDERBAABIC/LIINTFIALSL FETLITLFIALA F+HBOLI/AKRRT7EF (FLE#HIL/ORRT7 I F/RULR) OELELNRE
Am? (FERCT)

Patient or population: [AAV induction]
Setting:

Intervention: CY+GC

Comparison: GG

Anticipated absolute effects* (95% CI) Quality of the

Relative effect No. of participants evidence Comments
Risk with GC Risk with CY+GC (95% CI) (studies) (GRADE)
i 846 per 1,000 RR 1.51 97 '000)
L2 560 per 1,000 (588 to 1,000) (1.05 to 2.17) (1 observational study) VERY 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

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 |imited: 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

T ERICETIRBEFICOVTERLGL. BRBEOR—IXSAT—8G L. 77 MALFHEFERIESN TUEL.
2 MRHFEDNEERE I THEL LTI EORKRIRREZ £ 0.



>

C01-2 TEFARFAT7F7AIL*

Qual ity assessment No. of patients Effect
Other Quality Importance
o oF Study design Risk of bias Inconsistency Indirectness Imprecisio considerat o o Relative ADSOIIES
studies RS - ST Aoy +POCY (95% CI) (95% CI)
T (65A)
, 69 fewer per 1,000
randomised . . . N 7/103 13/96 RR 0.49 Y= Y210)
2 trials not serious | not serious |not serious| serious none (6.8%) (13.5%) | (0.21 to 1.17) (from 2?832:5 to 107 MODERATE? CRITICAL
R (1%)
. 83 fewer per 1,000
randomised . . . " 9/125 19/121 RR 0. 47 o000
3 trials not serious | not serious |not serious| serious none 7. 2%) (15.7% | (0.23 to 0.99) (from 2f:§Z$; to 121 MODERATE’ CRITICAL
T (2 %)
. 99 fewer per 1,000
randomised . . . Ly 11/125 23/121 RR 0.48 lelle)
3 trials not serious | not serious |not serious| serious none @. 8% (19.0% | (0.26 to 0.92) (from 1i%;i:gr to 141 MODERATE’ CRITICAL
BT (RICEIEET)
, 31 fewer per 1,000
randomised . . . very 25/125 27/121 RR 0. 86 o000
3 trials not serious | not serious |not serious ser ious® none 20.0% | (22.3% |(0.54 to 1.37) (from 8$e$::§ to 103 LOW® CRITICAL
ERKE (B
, 60 more per 1000
randomised - . . N 113/125 | 103/121 RR 1.07 00
3 trials serious not serious |not serious| serious none 90.4% | (85.1% |(0.96 to 1.19) (from 34m2$:?r to 162 Low' ¢ CRITICAL
EEAMERE (Haubitz SOBAR 1EHI 1 4 X2 k& L THEAT)
. 229 fewer per 1000
randomised very . . Ly 47/125 | 73/121 RR 0. 62 ®000
3 trials | seriousi2o4s| 0% Serious not serious | serioust | none | (37 6 | (60.34) |(0.40 to 0.96) | "M 4 Tener €0 30 ygpy gyiasasy | CRITICAL
EEAMERE (Haubitz 5 OHEEERS)
, 163 fewer per 1000
randomised very . . N 40/103 54/96 RR 0. 71 ®000
2 trials serious! 456 not serious |not serious| serious none 38.8%) | (56.3% |(0.49 to 1.03) (from llewz:i to 287 VERY LOW.45:6.7 CRITICAL
AHBETFZ
, 63 more per 1,000
randomi sed S . . . 24/125 15/121 RR 1.51 00
3 trials serious not serious |not serious| serious none 19.2% | (12.4% |(0.83 to 2.74) (from 21m2$:§r to 216 Lo 11 CRITICAL
EREREEXE (Haubitz 5OHZE 1EH 1T AN & LTHE
, 131 fewer per 1000
randomised very . . " 21/125 36/121 RR 0.56 ®000
3 trials serious! 245 not serious |not serious| serious none (16.8% | (29.8% |(0.37 to 0.86) (from 42 fewer to 187 VERY LOW!245.7 CRITICAL

fewer)




EEREEFEHRE (Haubitz

o DR ZERRSN)

106 fewer per 1000

randomised very . . R 18/103 26/96 RR 0. 61 e&O000
2 trials serious! 245 not serious |not serious| serious none (17. 5%) ©@7.1% | (0.38 to 0.96) (from 11fe1;;a;¢a)r to 168 VERY LOW!245.7 CRITICAL
B 18 M A
. 105 more per 1,000
randomised very . . C 21/89 10/85 RR 1.89 ’ 000
2 trials serious!s not serious |not serious| serious none 23, 6%) (11.8% | (0.78 to 4.59) (from ZGmZ:\g;er to 422 VERY LOW'5.1 IMPORTANT
randomised very . . C 50/112 24/102 RR 1.86 202 more per 1,000 ®000
3 trials serious's | MOt serious not serious | serioust | none | 4 e | (23 5yy | (1.23 to 2.80) | (from 54 more to 424 more) | VERY Low-sn | [MPORTANT

MD: mean difference, RR: relative risk
*  FAIA 10O T—2LAFEATETRITTELL 227D FAAIK, RIZEEH L TULAL.

oSN g~

- O

ETOWET, WRE, F7RHE, 77 FHLFBENERIESA TR,
Guillevin 5DHETIZ, EXEDEBNAETHL, BEHVOFEPTRAEBEET.

Guillevin 5 DR TITAREEREETERDAME, FLRENVOCHELCTFREL EEEL. Habitz SOMRTEBEREEEAREET 2RBFEDHRE.
HERDEPMN D ST EHDFHRENMTHORATOIHENEENL TN S.
Gullevin SOMETCRHEELBMER EBRFEICHEEENHIA, Hawbitz SOMRTITAREEREZRICEEENHEAL, BHHBRPLE.
Guillevin > DHARTIXARBEERFETERDARE, FHLREHVOHELTRALEET.

MRHEEEOEERBE FELLFBORERRMBIEZ F 1= CT=o.

MRHEEEOEERB AL LA R LA LTEONS DBERRIBEZ F- o,
ARY M- YO TVEARERREDEEZFH - TG0,

. ETOMET, ®EE, 7T7REFEINERIESINTULVEL.
CHREEEDEEREIIHEY L EDRKAMBRIEE £1-<1=®.




CQ1-2 Evidence to Decision T—JJL

e $E JY—FIETUR JBANZEIF
CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
ZOMBIFEBEIBEASZTVTT M ? Oz EHOBRNELIIETUREL TL
Is there a problem priority? OBF6< L vz
= OFmEEX
m = FYEELHECRIMOHIMNEEX & | 0575 EW
:'E § YEERIBEASL TS OlFiy
o-
O—MIZIFEZ B
COIETYADERMEREE HED | OMERLEL IEFURADOEAKRMIERNE TL
BE) FEATTM? @EEIZEL —SIEFYRATAT7A4ILD “Quality” 258
What is the overall certainty of this (@:1%
evidence? O%EE FHINDIEFLLVHR - EFLLAVDRDOKRES
@=]A SIETVRFAT7ANLD “Effect” 5B
FELRT7IMILIZENRETOMEEZE OFFEREOCSHENKRE L CQ1-1 & BEIHE. i
IMZDONWT, ERBTEEENHY F OFFEEREOSHENKRE OETEEN VI 887 47— MRAZE [1] -(B)
M2 OXRELTFEERMEOZHEMN T ULV T RESE (&332 p36 E 5) =M
Is there important uncertainty about O KELIFHEEREOCZHMENZ L
how much people value the main OfEZBLTWLE M E S HFTEA
£ | outcomes?
o
=
S | PESAZLZELVHREXRENTT Oz JH—FITEFURAMDIE, IVCY [ZILF
yE | A7 O-FALZ miRAELHY. KBOaK— FAEIC
$ | | Are the desirable anticipated effects | OFB] BlITHBET—2IX
" S | large? Of=3AlEW HREREEEHG HEEHA HHE
gg 2 Ol TOIK— FHROAERE] B8
<<
ﬂeE z O—MIZIFEZ AL
Y| smanagsl<a0mBEMELT | Olbi ABOIR— FRRIZHTBAHEDSE
5| ¥ Of=3AWNZ EXVII FBIZDWNT M2, 1 EEAREEAE
& | Are the undesirable anticipated OFH DOERBERRI (39). S
€ | effects small? O-SAlXLY CY DfERtfE") X Z#EmMIZ DL TIE
OlEi VII T2 T 13.2.3 EMEREYR
21 (pAl)BEE
O—#IZIFE 2 1L
EFLOVMREFEFLLEVHRELY L Oz
KEWTTH? Of=8A WLz
Are the desirable effects large OF84
relative to undesirable effects? Q- SA XL
OlELy

O—HEIZIZFEZ L




DEESNDHERFEDLGEVTTIMN?

Are the resources required small?

Oz
@-SALNZ

RHORMELIIET VRIGL

IVCOY FRiEZ 7510, BREETS

OFH
Of=3AlF
OlELy
O—#IZEFEZBWL
wl | B3R MIEROFE (REHLEZE Oz (JBNZEIE) IVCY i X &, B[, BRTEnE
E> | 5ILV=EY) ITRTHNENTEA? Of=3A WLz IR MEIHEESEEEHNG HBEERF [ETMLT— | ETHR0H.
m &3 | Is the incremental cost small OFH RIZBHSERE] 238 BERLE CIIHREREEEHG #
% %5 | relative to the net benefits? @7- AT (1) BEfREAAE (24 8R) BEHF [ETLT—RICHEITEEERER]
A § OlZiy (MGC+POCY [Z &1+ 5 POCY /> DEE{H (POCY D Z{Mh (& (BHHE) OEXS5HBaARMRET S
o IVRZH S 36.1H. 100mg/BELTIMA | A, IVCY DANEEIZHEAEITDLEL.
O—HIZIFE A B 2,166 M. 6 MATHI1.3IFM)
@GCH+1VCY 750mg/4 sBI=#1+5 IVCY D E{d (IVCY
DEMIE, T Fx9 2 500mgE 1,254 [, 100 mgiE
320, 6 MATIL 6.5AXRED=®H, $51.4 M)
(4) EHHEDNDIR +
Dtz T 2 AR AR
QBEBXT 2 BRAR
BREEE~ADZEFIATLLIMN? Ot RHOBHERLZIETURRL CQ1-1 L @EIHk. ART- 44k, 158-28%
What would be the impact on health Of=-3AEm EiIckY, EAOBCEEAELET ST
y > | ineauities? OFH HEtEH Y.
a4 BEKREZROIHECTOTISLIZLY | OFd
BEIND
O—HICIFE R AL
FOATLIVEEFELGRTF—IHRILE— | Oz RHOBHERLZIETVRLL RIEIRFE SN TS
[CZFANDNETMN? Of=sA Nz
Z | Is the option acceptable to key Of=3AlFy
£ o |stakeholders? [ JrE4A
<2
t = O—#IZIFEZ AL
B 0
<
FOX T 3 VIEERENTRETT M ? Oz HHOBHMELEZIETVRLL VI BE7 47— FRE [2] - (2)
Is the option feasible to implement? Of=3A Lz (P36 @SR
H = OFHE=E
e Of= S A L
7 @ [ JE=4A
)
B O—#IZIFEz 1L




C01-2 XEkEFAR & XEHER

@®PubMed BFRK

#7 Add Search #5 AND #6 54 10:55:28

#6 Add Search ((oral OR orally) AND (intravenous* OR iv[TIAB] OR i.v. OR pulse OR pulses OR pulsed OR injection OR infusion OR infusions)) 112220 10:49:24

#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 (19947 [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

®%A . 2015/1/12

QOEFFHEBRERER
# (B R-F PRI B AREE/TH or ANCA BE:EME 26/AL) or MEXR-HIFHERMARERIARE/TH or BRMIRMZHME %/TH or IFELFKMELHME XMERSFIERE/TH or FEAEKMELS R M
BERMUEAFIERE/TH or LHRMERMEAFIEE/TH or FEAKMELZROEXERZFELE/TH or (BRBE/AL and (IEH/TH or mMEH/AL)) or (pauci/AL and immune/AL) or RERAE -2 RELT
%/TH or ARBREEEERMAIE/TH or ((ZHEIARA-FEETME/TH or ZSRENRKR-FEEIE/AL) or (ZSHRBIARK-FEEHIE/TH or FEEIMHELSHBRK/AL) or (BHBIIRK-FEETE/TH or #EEIHEZRMES
BR2¢/AL) or (ZHEARL-FEETIE/TH or FEETESIAREB2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T T b—FTR-25M/TH or £BMT )T F—FTX/AL
or Goodpasture fEIEEE/AL or 'y K/SAF v —E{&EE/AL or (IgA/TH and Mm% #%/TH) or Henoch-Schoenlein/AL) 11,559
#2 (% R-FPERHIR EHARE/TH or ANCA BEEME #/AL) or MEX-iFhEkMMETARE/TH or BAMBMLREMER/TH or IFEBRKELRMERIEAFIEAE/TH or IFERERMZ KM
ERMRZFEE/TH or ZROEXMRIFEE/TH or FERERMZRME XMENZFIELE/TH or (BRBE/AL and (IWEH/TH or ME2%/AL)) or (pauci/AL and immune/AL) or MARERIAE #-ZRHEST
4/TH or ARBKAEREERERPMAIE/TH or (ZHBIARK-FEEIME/TH or ZREMRK-FEEHE/AL) or (ZRERK-FEEHE/TH or FHBEIMELHKBIRK/AL) or (ZHREBIARK-FEEIE/TH or #EEIMHZRMED
BR%/AL) or (ZHREARK-FEEME/TH or #EETESIAREBE%/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T F< bt—TR-25%/TH or £25M T T b—T X/AL
or Goodpasture fEIREE/AL or 5y K/INRF v —fEREE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 (RD=AZTF7F1YIR or RD=5 & LILLLEEAER or RD=#5 > & LIELLESEHER or RD=LLEXRAZE or a7Kk— RHEZE/TH or fEMIXIERRRZE/TH) and (CK=E b and (CK=RZA (19~44) or CK=rh%
(45~64) or CK==#r3& (65~) or CK==#r3& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZ:%30) and (LA=HA:ZE) 72,640
#5 #3 and #4 23
#6  ((Cyclophosphamide/TH or Cyclophosphamide/AL) or ##MA <49 AKX T 7 3 F/AL) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or &4 B/RRX 77 3 K/8LR/AL) 20,138
#7 #5 and #6 6

%% A :2015/1/13



@CENTRAL B%R =

#

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

((oral or orally) and (intravenous* or iv or pulse or injection or infusion)):ti, ab,kw (Word variations have been searched) 17725
#7

#5 and #6 25

Publication Year from 1994 to 2015, in Trials
®%B :2015/1/13



& SCHGER

PubMed /™ 5 4¥7E L 1= EHEENORFE LT CETNTAL M o45%E L 7= Z DD EHRIE, S B0
XHREE (n=54) XH#E (n=6) XHRE (n=25) L=X#k# (n=0)
SEBETRI L
X#kE (n=1)

EHE BRI R DO XBREL (n=64)

(B 20)

v

A —Z 5 LE=XEE > B&4d L =30k 3K
(n=64) (n=51)
WAL 2 514l L 7= & SRR BRoh L =2 3R
(n=13) > (n=9)

\

B S ICHAANT-THEHK
(n=4)

4

ENHEICINA =R
(n=4)

<B4V >
CAREBHMRTEAL (n=3)

T RN—=RFAT—=427L (n=1)
-PABREEBETT (n=2) *

- I/CHBEEEF ST (n=3)

NT—E D7 oNT RS

*1 3CHR (Gayraud M, 1997) FZEZBRLVEHE L1=




CQ1-2 Z77ARA LS9 +FT—7JJL (RCT)
&de Groot K, et al. Ann Intern Med 2009;150:670-680.

HERTHYA SHERA—TUINIRCT hRBF ELRETERNLLERTIOVYE (TOy Y44 RX=4)

FRoERE 12BRNEEE A X200 42 fEE%

FHRIZEZEr S f- GPA, MPA, RLV
oW 1992 £ Chapel Hill 24EIC# L, EWAS BIRICHERSINI-2HESE
FHHMERICLIBERENDERE TiEEO—DOULEHLTEOD

1. 1 creatinine>150umol/L [>1.7 mg/dL] A D <500umol/L [<5. Tmg/dL]
ERICEKDERMERKAETXOIHRA
FRIMIKAAEFEF-ILMmER [>30RBC per hpfl+E&EBFR [>1g/d])
n & # O #AHEEFT R +ANCA 514

HAHANELE
(EUWAS REL D EER £ 3 S ILEEH)

N

hORMWBCREREDOHT

HBV, HCV, HIV R

Im;& creatinine >500umol/L (>5. Tmg/dL)
EHEEORE

YR

18 skl & 1= (3 80 MR

PRV EAE

S kW=

GC+IVCY £ (n=76)

IVCY (15mg/kg) 2 -BRERT 3 E, ZFMi IVCY (15mg/kg) E- IR0 CY /LR (bmg/kgxER 3 BRE) # 3 BRIRCTEAARIER 3 M B TG
GC+POCY 2 (n=173)

NAHE CY (2mg/kg/B) #EfRINIFEFTIRE, LK 1.5mg/ke/BICHEE L T 3 AR

WIh 35k - BHsECTHENRE

WELHBEOTL K=V OV EHEAE Ing/ke/day TRIRL, 3IMBAZETIZ 12.5mg/BHIZHEHE, 18 MNBETIZong/BETHE.

T CY AEAKRTRLUNG, BHEM#BFEELELTTYFATIY (mg/kg/B) 18 MAETHEA.

R HAR 18 A

Remission : BVAS OFHRHIRFELIIEELLIEBEALG L, FHHEETSHHREIER 1 LT (BVASLY).
B, BRLTEDER Major relapse: BVAS D EEfZ a2 EN T RENEHMOLERICLY —DLULBEREITER
Minor relapse: BVAS @ LEBLISIDFFEED, FEIHEMBERICK Y DL ELZ=ZDULEEREITHIE

SRTOERAT7V AL

L :3, 6, 9 12, 15, 18 A

FERHE (BME) -3, 6, 9, 12, 15, 18 M A
ERAHHERE : 18 A (HERHMLK)
RKPBELL 3, 6, 9, 12, 15 18R
EERLERE  18HA (FHBRHEMLK)
£ Q0L (SF-36) : 7L

B3, 6,9 12, 15 18HA

FHERIREE T ™ kA L
& ETH e 1

Noeoak~wnd =




ZO/MDT I h L

1. EEIIERRE RRFZEO Primary outcome) 9 M B E CTEER (K-MphiR)
2. #tFEGR:0, 1.5, 3, 45 6, 7.5 9, 12, 15 18 A
3. BVASXa7:0, 1.5, 3, 4.5 6, 7.5 9, 12, 15, 18 1A
4. CY L PSLZEEH®RE=:3, 6, 9, 12, 15, 18 A
5. CRP (g/dL) : 0, 1.5, 3, 4.5, 6, 7.5, 9, 12, 15, 18 A
6. MAEEZR (2HYBTOEEH, IEV—FH
7. pmEEY (EHETRELEZIEY—FH, 85 SHEREL-EEY, YREREFETOLHME)
8. HEFE GEEEZEED)
9. RREEWERIEF TOHAM
10. EXOEEEZROLHM TRE LB
11, ¥ERRJE, ATHEEEREE, FKEE, AZA I3 2@8&E, BHERE, ENES HmtEEptk, AL AanNE shE, MOE/ X2+, hER
F - (FFEERER IR M A2
SMEOEk (FHEE) iy [HE#RE] Pulse B 56.5[15.3] Daily oral 8 58.2[13.7]
S EDERKRENR Pulse 8 (n=76) Dailyoral 8 (n=13)
GPA 25 33% 31 42%
MPA 38  50% 33 45%
RLV 13 17% 9 12%
BEREREDIE
(GE&EHNIL)
BT (Or &) BE mEFES L7F=y (mg/dl, Tty [E#{F=]1) Pulse B 2.55 [1.45] Daily oral B 2.51 [1.36]

HETE GFR (mL/%3/1.73m, 1y [HFEE(RZE]) Pulse B 38 [27] Daily oral # 35 [21]




®Harper L ,et al. Ann Rheum Dis 2012;71:955-960.

HEBRTHA
FRoERE
HAANEE

(EUWAS mE DR £ 3 HILEEH)

PRV EAE
NAFE
B

g BRGEDER

FHERIREE T ™ kAL
& ETH e 1

SMEOEE (FHRE)

SmEDOERKEMNR

BREBEDEE GE&HHNID)

75 Tt rF ==
WAL (Cr2&) B W GFR (nL/%3/1. T3ne., 4 SR ])

CYCLOPS 5%B& (de Groot K, et al. Ann Intern Med 2009;150:670-680.) D& Hi£IZ2ET

12BRNEEE & A 200 42 fEER

CYCLOPS FHERIZS M L I IEGI D RIBRE T — 2 MG S = 5EHI

de Groot K, et al. Ann Intern Med 2009;150:670-680. &M

JEZY

hofE4. 34 (IR, 2.95~5.44 £).

Remission : BVAS OFFRHIRFELIIEELLIEEALC, HHRETHMHHFREIER 1 LT (BVASS).
Major relapse: BVAS D EE[ a2 EMN T RENEHMMERICLY —DLULBEBRELITER
Minor relapse: BVAS @ LEBLISIDFREED, FEIEMBERICK Y DL EZ=ZDULEEREITHIE

SR TOEB7 bhL

1. BT :H80MAFETHKMERER ; 0, 20, 40, 60, 80 A THOIRTH & EAREHIZK
ERRE (BfE) : &L

EESHERE : L

KEBFETRE : HEREK

FERLERE  SiIRNgReR

B& Q0L (SF-36) : &z L

. BB H80OMNAETOKMERER ; 0, 20, 40, 60, 80 MA THERER & BHREHE
TOMDT I bHL

PR3-, MPO-ANCA RIDER : #9580 MAETTH KM ER#E ; 0, 20, 40, 60, 80 ME THERELN (ZFATOHERBHNTEH)
REBERBEATOMEILTF=Y

18MAFBAZ-ATHA FAEOLHM

18 ™MA EHB A 1= Anti—proliferative therapy MEAR
Be2OEEEROEHMTHRIE LR

o EMEER LNEREE BOEREE, HIRIEE BRR B

~No o s W

o wLNd =

iy [BERZE] Pulse 8 56.5[15.3] Daily oral 8 58.2[13.7]

GC+IVCY Bt : SLERBASARS 76 51, BB TIL 69 61 (7 BIAEHMEETE)
GC+POCY ¥ : SAERBHSARE 73 I, SHMETIL 6561 (7 FINRMEBRTEE, 55 | HIAEPA THo1--ORS) BEFEFAOEREEAREVLTISE
TRER

mEFILF7F=> (mg/dL, i [#Z#ER=Z=]) Pulse £ 2.55[1.45] Daily oral £ 2.51[1.36]
Pulse 8 38[27] Daily oral 8 35[21]




®Haubitz M, et al. Arthritis Rheum 1998;41:1835-1844.

HEBRTHYA RCT (#&# [GPA or MPAITRERIME)

T EHE FAy

@a AN GPA : ACR1990 criteria+ (cANCA FE71=(XRIZFREERIE)
“(EUVAS Fﬁlj/\%’ﬁf~8% BhIEEE) MPA : (Pauciimmune GN 3 7=(XIFPIZSFIEIEM/MIE 2¢) +ANCA
ke s = Renal involvement in GPA or MPA : EBFR+ MR

PRV EEE 18 meRim, pE4R, HIV R, BHMES 1 FULRAGMEFEI L7 F=2>200umol/L, T Y —HIC10 BUEMEREREEZL

GC+IVCY 8 (n=22)
4 5ERFRET IVCY (0. 75g/m?) TEMRE|ER 12 1 A E THSEL 6 HAEMA I Sh ANCA ¥ 64 fERETHNIXFIE. ANCA A% 64 fELL EDIFE I, 64 fEk
BN 2 MABEENM R SANIEDIE. 12 VA TERIZESH IThIEDIE
GC+POCY 8 (n=25)
N AFE #[E IVCY % 10 HEM 5 CY Z#20:EA 2mg/kg/ B TERFERZR 12N A ETHSGE. L4 AEZIZT25% T DEiEFLL. FhEkEIc &k U AERE.
&KX 1 E%5E(F 3mg/ke/ A
AT0O4 R&ElL, mEESEL mPSL 0.5¢ 3 HRE (Dayl-3), LiEJL R=vAoy Img/kg/B% 11 BRE. LEREE.
BEBR 6 MBBICIX 12 5mg/ B E TRE.
(BENHEXR) 10mg/HF2THLIC3mg/BICHSETHE. Z0R&, Smg/BF DRILR—XTHE. 15mg/BERFHEN S 2.5mg/BT DRE.

R HAR Tty (FB#(RE) Pulse CYCEE 43 (12) »A, Daily oral CYCE 37 (19) A A

BfE  BVASST BREBMEDHEKITME Cre D LR, FRMBRAZAHEE
g BRGEDER BAER  AERLVERBOETELEH#SHALATREBFIMEOMG, BHEOREL
B ARBILEES HRBEHRICLIIFRREFTIEEEREHY

SR TCOER7 bAL

1. BT :CYABRDOEEH, ITVRRAY FETOREH, LBHEK2ER SEROEDT

ERRE (B 12 hALURNICERICE =61

EEAOHERD : Toxic event-free survival (BERPEME, BMmMEED, mM/MREDESLEWVER) O KN (12 2ALRN) »5OHIE
KEBFRE : 2 5%, &%

BERMPERE . 2HMICH T 505

g3 Q0L (SF-36) : EF{@7: L

SMERIRE AR T R AL . BB BROIBERZOEHREY

b fiil:ca| ZFORDT I bh L

1. CYBEE:1MAHLYDCYRE5E REBERS=EOTHE, ZEFEE

2. TJLEzZVUEEE:3, 6, 9, 12AADOFENIE, EERFE

3. FEBHBITHABRBBE, CY ARKTEOME Cre fE

4. GREBIREFEATE], FATEER 55
5.
6
i

~o o s wN

WBC <3000, Lymph<400, PLT<80,000 #—F T+H 3%k LI=fEHIZE
B, MMt %3k L 7=fEHI%
FSH : j&%&w1. 3HA A, 6 1A

SMEOFE (FHRE) N

SmEDOERKEMNR Pulse ¥ GPA 1141, MPA 11 45 Daily oral # GPA 1141, MPA 14 45|

BEREEEDIE EEbNID BHAEET Pulse 82 2341, Daily oral # 20 4

GC+IVCY B 10 Bl XM i&:EHT, 12 BILIEBHH  FEEHBIDOME Cre Mean 3.71, SD 1.66 (mg/dL)
BRZE (Criny) BE 5% Cre>1.0 mg/dL 10 45l
GC+POCY B 11 BlIFi&RFEMN, 14 BlIFIEFENH  FEFAFIDME Cre Mean 2.89, SD 1.63(mg/dL) 5% Cre>1.O0mg/dL 12 45l




@Guillevin L, et al. Arthritis Rheum 1997;40:2187-2198.

HEBTYA
EHRIBE

HAANEE (EWAS JmEIELEL
Y (HEEGED)

PRV EAE

TAFE

B

g BRGEDER

FHERTRER T ) b A L
& ST R A

RCT

220K

W 1ELIR, AEBIARTO GPADS b TRETATHEET

e 15FLIE

o LBIEGPA (BEEHSEMEKEREVENT £/ MO ERIE/DDORPIN LA HB) FHITEELHBRELESGORROYRIDHIHE—HREE
#HF % GPA

o HAMFTR (REMAFEMMERFEAFEMRELMERE(SAFEERE & BRREERREETR)

EETL

EHI~OWERAE : mPSL /LR (15mg/kg/B 3 BRE) #%, IVCY 0.7g/mZE 1 mETL K=Y Img/ke/ BRAA.

GC+IVCY B# (n=27) : #D#AAME % 3BT IVCY (0.7 g/m?) TEMEER 12 0 A F THE. L4 BRRTINA-ERRTINA, 6BRMBTAR
Fihk 2 EB FTHRE. IFREBREOBHECLYRENRS. X1 EEREEEF 1T g/m

GC+POCY B (n=23) : M)A D#IE IVCY % 10 HEA S CY 2B O:ER 2mg/ke/ A TEMEEIZER 12 0 A FTHREE. LIBR4INASEIZ25% T DEFEF L.
FhERHIc kY AR X1 EKREEE3 mg/ke/B

ZAT04 FARE mELETLEZVY 1mg/ke/B%E 6:8H, LEBRBERIZHNIE 2.5mg/BF D10 B LICHHPBREENFEICLLIETHE. ©
HEOXE % 3 AMMER, 20mg/BETRLR—XTHE. 20mg/BREM S 10ng/BETIE Img/BF D14 BT LICHE, 10mg/BRETIX 1mg/BY
DIMNAZEICHE.

i (FEE(RE) Pulse CYCE 30.6 (16.7) »H, Daily oral CYCE 24.9 (18.8) »H

B 2FHREAREL, W6 ICLEFH-LRBARTEGROHEN G, FILEE (BEBERL), HOI VM —KICBEEREEHET HHITIEIERELE
DFERNREFTIREERICHD&.

B EE  RRMERIERNIZE, HEERICHYREEEEIREERAICHL L.

BRAN AU LREBEFHHOFHNGE oA, FLEIBRLELGE-HER, S

BB WG ISL 3 BATHMBEEMROHRE /- THR

SR TCOER7 bAL

1. 3= :6MH, Long term (6 ™A LIBE~Final), Final

2. JERTRE (EfE) : 6 A, Long term, Final

3. EEAHHERDT: EE - EEEORICET IREELL
(7) —DLLED” side effect” &3 LT-fEHI%K
(1) CY ICEEE L1=" side effect” 4 N> b HinfERE%, transient aplasia, AR, IEX, dysmelopoiesis
() 2784 RICEELT” side effect” A R2 b3k ¥ERKR BAE, BIFZES BHESE
() BEL A VICEELTR" side effect” AR Mg BPGE fEMEE BRELE

4. XKHBEFL : 6 HMA

5. EERLERD FE - FEEORGICET HLE K < FH
(7) BEIERA RN ML
(1) MEMHEREEAANY M EMRL, BE H7—7/VEME, BOaEERIE 2%
("9) YAIIARBEEFEARY MY BREB E71=1% CMV B iE, Papovavirus multifocal leukoencephalitis
(I) BAIRBREEAARNY ML 2 —FRF A%, BEAVSHE

6. H&FQOL (SF-36) : FTff%: L

7. B Long term (6 MALIE~Final)




TD/MDT O bhL
1. CYHREE: £HRORBREEDFEYELZERE
2. TLRZVIUEBREE W52, | EHOREENTEYELIZERE
3. EE: Wt 2HR
(7)GPA BSE : fifaim, BF2, SHBHFRE
(o) RELERDE : —a—FE R F RN, MEMEMA, Papovavirus multifocal leukoencephalitis, BXIMEMES a v ¥
(7) Z04h : B%%, Bidm

SMEOEE (FHRE) Ty [R#ERE]  Pulse ¥ 54 [13] Daily oral # 53 [15]

ZInE DERERBAR 215 GPA

BREBEDEE (K&HHNIL) GC+IVCY 8 22/27 (81.5%)  GC+POCY # 15/23 (65.29%)

BRE (Crx&) BE iy [RERE] GC+IVCY 3% 252.4 [283.9]  GC+POCY B 182.5 [152]




C01-2 YR = "L 7R T—T)L(RCT)

HERED FHER Risk of Bias ZFDith
Pulse | Pulse Daily |Daily oral . Z Dt INA TR
ToRNL | EEE- | AmE | AAEE |OCE| OCE | oral | oCE | myg| @y | SERL I TEIRN meen | TUEPA T a7z DaA .
DiELE wEE (RCT?) (FHEIZ) 2B | ANV K| CYCEE | ARV K | [(FTHE | DIEARL o)tﬁ'{‘t "tﬁﬂ: T RhLA /<4;X (BHAEER A - (highd & & "
| EGIR | REIR | EBIK = = E AR HEZEH)
de Groot K AT0O4 Kt
e 2009, ATIZ IVCY (#
6 mA) e (L RCT O Pulse 3 &) 76 3 13 7 Low Low Low Low Low Low Low
2012) & POCY
AT HA R
T Guillevin L JLZ, IVCY1 [E= EEGAMERLBERE
6 M) 1997 RCT |#&&5#%&, X70O| 27 4 23 6 Unclear| Unclear Low Low Low Low High ICEEHENHBELER
14 FGHRATIS HAEAER P AL,
IVCY & POCY
de Groot K ATHRA Rft
T 2009, ATIZ IVCY (#
A ) Qi 1L RCT O Pulse 4 ) 76 5 73 9 Low Low Low Low Low Low Low
2012) & POCY
504 KR
T Guil levin L JLA, IVCY1 [|] BEGRMEREERE
4 &) 1997 RCT [#®&&5%, X7A| 27 4 23 7 Unclear| Unclear Low Low Low Low High IcEEREMNHBELE
1 FHRATIS HAEABR L.
IVCY & POCY
Per protocol TS
A7 a4 K hTWbd. ZRBERIFRE
. . _ e POCY 2%:3 fHI3ET:,
BT Haubitz M JLR#%, RTA : : TORR% - $:T5 Y 3k
(1 &) 1998 RCT A REETIZ 22 0 25 3 Unclear| Unclear Low Low High Low High DREL L. AREES loﬁlllll(;;sz to
IVCY & POCY EERICHEELENY P
B U R EAEER P L.
de Groot K AT0HRA R§t
T 2009, ATIZ IVCY (# 18MADT—4
2 %) Qi 1L RCT O Pulse 4 ) 76 5 73 9 Low Low Low Low Low Low Low £12H
2012) & POCY
AT HEA RN
T Guillevin L JLA, IVCY1 [|] BEGRMEREERE
O &) 1997 RCT |#%&&5#%, x50O| 27 6 23 10 Unclear| Unclear Low Low Low Low High ICAEELGENHBALR
14 FGRATIS HAEAER P AL,
IVCY & POCY
Per protocol TEHT &
AT a4 K hTWb. RBERIFRE
BT Haubitz M JLR#%, RTA : : TORR% - :T5 Y 3k
%) 1998 RCT £ FBEETI= 22 0 25 4 Unclear| Unclear Low Low High Low High DR L. AREES
IVCY & POCY EBRICEELENH
B U R EAEER P L.




de Groot K AT0ARA Kft
T 2009, ATIZ IVCY (# BRILABRBAR
(BAREREER) | (Harper L RCT O Pulse 4 ) 16 13 13 13 Low Low Low Low Low Low Low DEBIE
2012) & POCY
ZFAA KN EHEREREARM:
T Guillevin L JLA, IVCY1 [ EEGRMEREERE |[IVCY R 30.6+
(BAREEERES) 1997 RCT |#&E5#%&, X70O| 27 9 23 10 Unclear| Unclear Low Low Low Low High ICEELRENHEBELE |16.7 M A, Daily
RIS 1 REHATIC #BR L. oral CYE 24.9
IVCY & POCY +18.8 N A
Per protocol TS
AFA4 KR hTWb. RBERIFRE|FY (SD) R
ST Haubitz M JLA%, R0 . . TORE - FTHE0Y ISR - IVCY 43 (12)
(Bemme | 108 | (O o egmEc | 2| 3 25 4 |Unclear) Unclear | Low Low High Low High | pgmms L. sameses|m A, PoCY 37 (19)
IVCY & POCY EBRICHEELENY A
B L RS BR L.
de Groot K ATF0OA Kt & - T TIREENE "
. _ R AT HEBIZRIL T
ERBE | 2000, FATFIS IVCY (4 : . BRIESATLEL. 77 :
() (Harper L RCT O Pulse 48 76 61 73 58 Low Low High High Low Low Low k) LEREE SR ;F:I)Inﬁﬁﬁﬁﬁ'ﬁ
2012) & POCY SN TULVEL. i
NRE - T TREELNE
AFA4 KR BRIESHhTULEL. 7o
. . . JLR, IVCYT @ b h LFHEE NSRRI
Jﬁ(g?j? G“"1'9e9"7'” L' ket |m5# x7o| 27 24 23 18 |Unclear| Unclear | High High Low Low High INTUOEL. BELE
g 1 RHEEATIS ERLBREICHENL
[VCY & POCY EHVHIEA L BB b
1.
NEE - T T IREENE
BiEShTUWEWL. 7 -
Rh LFHBEERIE | (o o p g o y
AT 04 R S TULVEELY. Per (T4 4. 1 '
fEIKHE | Haubitz M VA%, ATH . . . . protocol TSN T Py .
(EHE) 1998 RCT £ FBEETI= 22 22 25 21 Unclear| Unclear High High High Low High N3, REEEESEETO é?ﬁ”%”g;}?ﬂgg
IVeY & POCY BEE - HTHY0Y BIBOR| 2 e
L. AEBEEES Eﬁ”;ﬁli*ﬁﬂ
RICHEREAHBEL g
BHAEABR L.
de Groot K ATF0OA Kt & - T TIREENE
SEAHHE 2009, ATIZ IVCY (# " ] BIESNTLEL. 7
218 (Harper L RCT O Pulse 4 &) 16 19 13 31 Low Low High High Low Low Low b LEHEE A SR
2012) & POCY TN TULVEL.




WRE - FTRBEELST
BRibEh TR, 79
b h LEHEE N ERIE

ENTLVEL. EEAH

AFAA KR Bl < ABBEE AR AR
EEAHE |Guillevin L JLR, 1VCY1 [m] EESAHE SN TL IVCY #% 30.6x
e RCT | 5%, RF70O| 27 21 23 23 Unclear| Unclear High High High High High = - 16.7 A, Daily
FIH 1997 o _ 5. 916HD 12 LD H PCP
1 FEERATIC - oral CY# 24.9
IVCY & POCY ThBY, WIRORO 10 5 g
FHRSERENTH. |T
EELEMERELBRE
ICHEELRENHBERHLE
HAEABR L.
NEE - T TREENT
BlEIhTLAEL. 7Y
b h LFHEE NSRRI
AT A1 E/S iﬁiﬁ?%&ﬁ?ﬂr el 1 =
3 i % = i o=
ERAGHE | Habitz M| pop LRE AT0) ) 7 25 19 |Unclear| Unclear | High High High High High W3, EEOAsEoRe| o lcTree
IR 1998 1 FEERATIC 21 L BEEEM L AL survival curve h
IVCY & POCY R e DEtE
ABREET HRELED
HDFEN. BEEEEE
BRICHEELEMNHIEA
L RHEAER k.
de Groot K ATFaA Kt
2009, ATIZ IVOY (#2 ' NRE - T TREENE
RPBEFE (Harper L RCT O Pulse % ) 76 10 73 8 Low Low High Low Low Low Low AL ST N
2012) & POCY
ZRFAA KR NEE - T T7REELN T | FHHEHM:
Guillevin L JLA, IVCYT [A] mibEhTULAEL. EEE(IVCY 8 30.6+
KHEL L 1997 RCT [#®&E5%, RTAO| 27 6 23 1 Unclear| Unclear High Low Low Low High HREVEREBHREIZH (16.7 A, Daily
1 FHRATIS BELENHIB LB |oral CYEE 24.9
IVCY & POCY Egchit. +18.8 ™A
NRE - T TREENE
AFA4 KR BIEENTUVAL. Per |ty (SD) £3E23#A
o Haubitz M JLA%, R0 ’ . ’ protocol TSN T | : IVCY 43 (12)
KHEL L 1998 RCT A RERTI 22 8 25 6 Unclear| Unclear High Low High Low High W2 ABEEEEES |, A, POCY 37 (19)
IVCY & POCY IZEELELHBBELE (hA
HAEAER k.
de Groot K ATFaA Kt NEE - T TREELNE
SERE 2009, FATIZ IVCY (8 . : BiLEhTUOEL. 79
23 e (L RCT O Pulse 3 &) 76 1 13 10 Low Low High High Low Low Low ko LSHEE B IR IE
2012) & POCY SN TULVEL.




WEE - F7IREENE
BiEEh TG, 7
b LEHEE N ERIE

ZaAa—FEVAFR
i (& IVCY 3 451

ff;”]’(lcf(;‘@ ShTLEL. EEORE| (11.1%), POCY 7
FERPHE |Guillevin L e — . . . . ENBETAL. MHD|H (30.4%) T
i 1997 RCT %f—}iméﬁﬂ 27 1 23 16 Unclear| Unclear High High Low High High 12 2003 PCP WY . |E5224ART: 1VOY B
VeY & POCYh FAohNThoE,N (30.6£16.7 M A,
B, EELEIERAEH|Daily oral CY #
HEICHEEGENHIA (24.9+18.8 M A.
L RHEAER k.
& - T TIREENE
BRIEShTULEL. 7o
b &l s VA b h LFHEENEIRIE (Table 1 &
EEBLE | Haubitz M JLR%, AT0 . . . . SR TULEELY. Per Toxic—free
218 1998 RCT £ FHETI= 22 3 25 10 Unclear| Unclear High High High Low High protocol TR XN T |survival curve A
IVCY & POCY W5 AREEEEEER|LEHE
ICHEELRENHBERHLE
HAEAER k.
de Groot K ATaA KFHt NEE - T TREELNE
B 2009, ATIZ IVCY (2 . : WiEShTUWAEL. 7o SEMRIEERS
(18 mA) | (Harper L | R |opulse ) | O U 64 4 Low | Low Hign High Low Low Low FHLEEELN TR [ERELK
2012) & POCY SN TULVELY.
NRE - T TREENE
BIESHhTULAEL. 7ro|IVOY BEARSH
= b &l s VA b A LEHBEENERIEE (1219 MAMAIC
"o . | Haubitz M LR, RT0 . . . . SN TULVEELY. Per 22 & BIERE &
E;;Sﬂj;)l” 1998 RCT £ FHETI= 22 8 21 6 Unclear| Unclear High High High Low High protocol CEEMENT |28, Table 3 ©
S IVCY & POCY W5 AEBEEEEER |IE IVCY (h=20) &
ICEEGEMNHBALE |RBH
HAEAER Pk
de Groot K ATFaA Kt NEE - T TREELNE
B 2009, ATIZ IVCY (2 . : BWiEShTUWAEL. 7o SEMRIEERER
(BEEEE) | Harper L | 'O [OPulsesa | o | 30 o4 15 Low | Low | Hign High Low Low Low o LEMEEAERIL |EEELMN
2012) & POCY SN TULVEL.
RRE - 7 TiRHEEEIE [sustained
AT78A kN BIESNTULVEL. 7|remission [Z48
H Guillevin L JLA, IVCY1 [E MO LEHMBEENERIE |3 FHHELHM:
(s%ﬁ'fgﬂ#) 1997 RCT |#&5#%, XTA| 23 12 17 3 Unclear| Unclear High High Low Low High INTLVEL. EELEI|IVCY 3 30.6x
i 1 REEATIC EREBRECHEEL [16.75A8, Daily
IVCY & POCY EHHIEH L RHAER D |oral CYR 24.9

1E.

+18.8 ™A




CQ1-2 YRH « "L TFRYTY—&457 (RCT)
&C01-2: Risk of Bias ® %1

. Random sequence generation (selection hias)

@ | Allocation concealment (selection bias)

de Groot K 2009, Harper L 2012

L]
[N ]

Glillevin L 1997

@ | ® | ® | selective reporting (reporting bias)

® | ® ® | cthernias

@® | @ | @ | Blinding of outcome assessment (detection bias)
® | ® | ® | ncomplete outcorne data (attrition bias)

@ | ® | @ | Blinding of participants and personnel (performance bias)

Haubitzt 1893 ( 7 (2

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Selective reporting (reporting bias)

Other bias

0% 25% 50% 75%  100%

.an tisk of hias DUncIearrisk of bias

Bl Hioh risk of bias




€C01-2: Risk of Bias B fEtkdhE

(BfR)

de Groot K 2009, Harper L 2012
Guillevin L 1997

Hauhitz bt 1993

w . Random sequence generation (selection bias)

- . Allocation concealment (selection hias)

® | ® | @ |Ciinding of participants and persannel (performance hias)

® | ® | ® |cinding of outcome assessment (detection bias)

@ | ® | ® | Incomplete outcome data (attrition bias)

® | ® | ® | selective reporting (reporting hias)

® ©® | ® | otherbias

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)
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CQ1-2 Z# LR ZFAaw k (RCT)

€001-2: J+LRFFAYF R

GCHVCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
de Groot k2009, Harper L 2012 (1) 3 TG 7 T3 42.8% 0.41[0.11,1.53] L
Guillevin L1987 (2 4 27 3] 23 aT.2% 0.a7[018,1.77] L
Total (95% CI1) 103 96 100.0% 0.49 [0.21,1.17] —-*-—
Total events 7 13
Heterogeneity: Tauw®=0.00, Chi*=0.123, df=1 (P =071} F=0% 'EI.1 sz IIITS i é 1III'

Testfor overall effect Z=1.60(F=0.11)
Footnotes

(1) B Fism R e cDIE I
(2) B Fis AL e cDIE fRIET.

GC+IVCY DA MFETEAMEL

GC+POCY DA M FELEAMELY

GC+IVCY GC+POCY Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
de Groot K 2009, Harper L 2012 (1) 4] TE 9 73 49.0% 0.53[0.19,1.52] i
Guillevin L1997 (2 4 27 7 23 44 EB% 049 016, 1.46] L
Haubitz b 1998 {33 o 22 3 25h G.3% 016 [0.01, 2.96] 4
Total {95% CI) 125 121 100.0% 0.47 [0.23, 0.99] —eosil——
Total events 9 149

ity == : == = = CR= I } } } } |
Heterogeneity: Tau== 000, Chi*=0489, df= 2 (P=074); F=0% 01 o= 0 2 : 10

Test far overall effect: £ =1 .99 (P = 0.05)

Footnotes

(1) BB 37 FERRASEF D IE RIS
(2) BBl 3PS ETCIE RIS
(3) B Ji s RRha i OE RIS

GC+IVCY DA M FETEAMELY

GC+POCY DA MFETEAME L



GC+HVCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
de Groaot K 2008, Harper L 2012 (1) il ThH g T3 3T 6% 0530019, 1.582] L
Guillevin L 1987 () 4] 27 10 23 AT 4% 0.51 [0.22,1.149] L
Haubitz b 1998 (3 0 22 4 25 5.0% 013001, 2.21] #
Total (95% CI) 125 121 100.0% 0.48 [0.26, 0.92] —enlli—
Total events 11 23
Heterogeneity: Tau*= 0.00; Chi*= 084, df= 2 (FP=062); F=0% F t t t f i
Testfor overall effect 2= 222 {P=0.03 04 0'2\ D'? 4 5 T
GC+IVCY A M FET=EAMELY GC+POCY M A D FET=FAME LY
Footnotes
(1) B 3is RS iF D aE .
(2) By dis R RRhsi e RIS
(3) BEY Lis RS esaE RS
RICHRERE
GC+NWCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
de Groot K 2009, Harper L 2012 (1) 13 TE 13 73 44.9% 0.96 [0.48, 1.93] —a—
Guillevin L 1997 {23 9 27 10 23 43T% 0.77 [0.38,1.58] —
Haubitz M 1998 {3} 3 22 4 24 11.58% 0.85[0.21, 3.40] -
Total (95% Cl) 125 121 100.0% 0.86 [0.54,1.37] B
Total events 28 27
Heterogeneity: Tau®=0.00; Chi*=0.20,df=2 (P =090, F=0% i 0= o 7 : o

Test for overall effect: Z=064 (F=0.92)

Footnotes

GC+IVCY A M FETEERAMELY

GC+POCY DA M FELEAMELY

(1) ERETHARS (SRSl [F9r{iul ¥ 4.35F [2.95-5.44]. Harper LADERITTERA-Z U EGPANR (18 ALIFICZIEE, POCYREY F &%

(2)ERZEARE (FHa-REERED
(3) EREEEARS (FrO-AREERED

: IWCYEE 30 6+16. 75 A, POCYE$ 24 9+18 8+ K
: IWCYE: 432124 A, POCYEE 24.92188+ R



€C001-2: 24 LR FFTAY ¢ ERBE(BER

ERBE (ER)
GC+IVCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
de Groot k2009, Harper L 2012 (1) G¥ TG G4 73 A61% 1.01 [0.89,1.13] —u—
Guillevin L 1997 () 24 27 18 23 161% 1.14 [0.88, 1.46] =
Hauhitz b 1998 {3 22 22 21 28 IT.8% 1.181[0.98, 1.42] =
Total (95% Cl) 125 121 100.0% 1.07 [0.96, 1.19] -*-—
Total events 113 103
Heterogeneity; Tau®= 0.00; Chi*= 2.37, df= 2 (P = 0.31); F= 15% i i i i
Testfor overall effect: Z=1.30(F =019 07 . D'E? 1.2 . 13 .
GC+POCY MALEREEMNE LY GC+IVCY AL EREEMNE LY

Footnotes

(M9 AE T EEREETESR S,

(2) 670 A EAET ES L. TAT JPartial remission®FE3.

(B2 AE TMERREAT EREER. WCYRTIIF03 6 A (29 AR . POCYRETIIFH4 10 A (1.5-120 ARy THEESDE.

€001-2: 24LRMTOY ¢ EFAHHERE
EEAHHESRE Haubitz SOBAE 1EFI1 AR e LTHEN

GC+IVCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
de Groot K 2009, Harper L 2012 (1) 149 Th Kl T3 3N T% 055 037, 0.94] —
Guillewin L 1997 (2 21 27 23 23 44.4% 078063 0497 ——
Hauhitz W 18998 (3 7 22 14 28 24.0% 042 [0.22 0.80] =
Total {95% CI) 125 121 100.0% 0.62 [0.40, 0.96] —~i—
Tatal events a7 T3
Heterageneity; Tau®=0.10; Chi®= 6.46, df= 2 (P = 0.04); I*= 69% IIJ 5 IIIIS é 55
Test for overall effect Z=214 (F=0.03) ) )

GC+IVCY AL EESHHEN DT L GC+POCY M AN EE G HHEN D IE L

Footnotes

(118 AR EER TR RO~ 2 FETET

(2)cEEEEETRROT ~ 0 FEIThsr. IREEARE (CFH+E8ER=) @ IVCYEE 3062167+ B, POCYEE 2494188+ R.

(3)BfeFEEs AFReEFE L EERSE. FETO-r ~ L FETTERT. IR CFIHEHERE) © IVCYEF 43212+, A, POCYE 24 9188+ H.



€C01-2: I+ LR +FOY b ERAHHERE

ERSHHERE (Haubitz 5> DEARK ZERS)

GC+IVCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
de Groot K 2009, Harper L 2012 (1) 149 k) T3 351% 0.59 [0.37, 0.94] — &
Guillewin L1997 (2) 21 23 23 B4.9% 0.78[0.63, 0.97] ——
Total (85% CI) 96 100.0% 0.71 [0.49, 1.03] e
Total events 40 a4
Heterogeneity: Tau®= 0.04; Chi*=2.23,df =1 (F=0.14); F=59% 'III.Z Elfﬁ ﬁ 5'

Test for overall effect Z=1.83 (F=0.07)

Footnotes
(118 AR EESTERO- ~ 0 FETERR

(2) SRR TS0~ FETEMT. IR (PR EEE)

®001-2: 74 LR FTAY b KYEFL

GC+IVCY AN EESHEMN DL

D IVCYEF 30.6+16.7+ A, POCYE$ 24 9+188+~ H.

GC+POCY M AN EESHHEMN DALY

GC+HWCY GC+POCY Risk Ratio Risk Ratio

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

de Groot K 2009, Harper L 2012 (1) 10 Th a T3 4BT% 1.20 [0.50, 2.87] i

Guillewin L 1887 (2 3] 27 1 23 3.5% a.11 [0.66, 39.41] *

Haubitz M 1998 {3) a 22 4] 25 44.8% 1.52 [0.62, 3.69] i

Total (95% CI) 125 121 100.0% 1.51 [0.83, 2.74] e

Total events 24 14

Heterogeneity: Tau®= 0.00; Chi®= 1.68, df= 2 (P= 043 F= 0% i ; i i i i

Test far overall effect £=1.35(F =013 0.1 0.2 0.5 z 3 1o
GC+IVCY DIES A GC+POCY MIF S At
KEBRE AL REPBEF A DAL

Footnotes

(1) $RESEARS (PRl [Tl fid¥ 4.35F [2.95-5.44].

(2) $REAR (FH9HBHEREY ¢ VCYEE 3062167y B, POCYE$ 24941884 B
(2) EREEHARE (CFHaLARHERED  IVCYE 432120 H POCYE: 249+188+5 R



€C01-2: I+ LR +TOY b ERRRERE

EEREERE  (Hauwbitz 50T 1EHI1 42 & LTEN)
GC+IVCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
de Groot K 2009, Harper L 2012 {13 7 Th 10 T3 21.8% 0.67 [0.27, 1.67] =
Guillevin L 1997 (2) 11 27 16 23 G4.6% 0.59 [0.35, 0.99] —ill—
Hauhitz W 1958 (1) 3 22 10 24 13.58% 0.234 [0.11,1.08] =
Total (95% CI) 125 121 100.0% 0.56 [0.37, 0.86] "*"
Total events 1 36
Heterogeneity, Tau®=0.00; Chi*= 090, df= 2 (P=064), F=0% l I I I I I
Test for averall effect: £=2.66 (F = 0.008) 0.1 0.2 0.5 2 5 1o
GC+IVCY DIE 5 A GC+POCY M IF S5 AN
Footnotes BERLEENDITL BEREENDLL
(1) 18 AR EERESRED T~ FE
(2) BT T RSO, IWEIR PRS- IVCYEE 306167+~ B POCYRE 24 9+18.8+ H.
(3 EERERED- 2 . SR CFYZEERED - IVOYEE 43212 A, POCYEE 24 9+188+5 H
&C01-2: 24 LR MTOY ¢ EERPERDE
EERPERE  (Haubitz 5 DHEZERMN)
GC+IVCY GC+POCY Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
de Groot k2008, Harper L 2012 {1) 7 Th 10 T3 252% 067 [0.27,1.67] ol
Guillevin L 1987 (2) 11 27 16 23 74.8% 0.549 [0.35, 0.99] —l—
Total (95% CI) 103 96 100.0% 0.61 [0.38, 0.96] —e -
Tatal events 18 26
Heterogeneity: Tau®= 0.00 Chit= 0.07, df=1 (P = 0.79); F= 0% =EI 2 I]:S é 55
Testfor overall effect £= 214 {F=0.03 ' '
GC+IVCY DIE S M GC+POCY MIF 5 A
B R AV N BERFENDLEL

Footnotes

(1) 18 ARG E R RAED - ~ 2 FE

(2) BRUREFBROMEA ~ 2 FEL IR CFHAR%RE « IVCYEE 206£16.7+ H, POCYE 24 918845 H.



€001-2: 24LRFTEY + B (18HhA, RKRERE)

BR8N A)
GC+IVCY GC+POCY Risk Ratio Risk Ratio

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

de Groot k2009, Harper L 2012 (1) 13 BT 4 G4 441% 3101[1.07,9.02] B

Haubitz b 1993 () a 22 3] 21 55.9% 1.27 [0.53, 3.09] L

Total (95% CI) a9 85 100.0% 1.89 [0.78, 4.59] o ——

Total events 21 10

Heterogeneity Tau*=017; Chi*=1.68, df=1{P=019)F=41% i i i l i i

Test for overall effect =140 (F=0.16) 01 02 0.5 z 5 10
GC+IVCY IF 5 A GC+POCY MIF 5 AS

FDDtnDtES ﬁ%b“,}‘ﬁb\ ﬁ%b“,}‘ﬁb\

(1 BEnIo AE T O EETERI SR

(2) B LT EAR P R R R

RIREBRE
GC+HNVCY GC+POCY Risk Ratio Risk Ratio

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

de Groot k2009, Harper L2012 {1) a0 67 14 B4 E3T7% 1.91 [1.14, 3.20] ——

Guillevin L1997 {2 12 23 3 17 141% 2.96 [0.89, 8.87] =

Hauhitz M 1998 (3 a 22 3] 21 213% 1.27 [0.53, 3.09] &

Total (95% CI) 112 102 100.0% 1.86 [1.23, 2.80] e

Total events a0 24

Heterogeneity; Tau®= 0.00; Chi®=1.43, df= 2 (P = 0.49%; F= 0% I I I I I I

Test for overall effect £=2.94 (P =0.003) 01 0z 0.5 z 5 1o
GC+IVCY MIE S5 A GG+POCY M IF 5 A%

antnnteg ﬁ'f?&fﬁ'}‘?ﬁib\ ﬁ%b‘\’}\tb\

(MBI AZTORFERFSEN. FE (PRE [l Wi 435 [2.95-5.44].
(2) B AR O AT HERET. (AR CFeREEEE)  IVCYEF 30621675 B, POCYEE 249188+ H.
(3) B IR PO AT HEMET. fREEAR CFeREERE) ¢ IVCYEF 4321245 F, POCYEF 2494188+ H.



C01-2 #ERDFELH (SoF) T—TJL (RCT)

CQI-2:ANCARSEME XD EMRBAAREICALFAAR+RBODIOKRRIPEREANFAMFR+EHEL VORI I7EFOEELRERAMN ?

Patient or population: ANCA-associated vasculitis
Intervention: IVCY
Comparison: POCY

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Quality of the evidence

e Risk with GC+POCY | Risk with GC+IVCY (95% CI) (studies) (GRADE) Belinienizs
Study population
RR 0. 49 199 e O)
T (6 2A) 135 per 1000 P L 0.21 to 1.17) (2RCTs) MODERATE ’
Study population
RR 0. 47 246 Sl ®)
T (15) 157 per 1000 7(‘;6”?5 }‘5"5’? (0.23 to 0.99) (3RCTs) MODERATE 7
Study population
RR 0. 48 246 O
T 2%) 190 per 1000 %lgpig }ggg’ (0.26 to 0.92) (3RCTs) MODERATE 7
Study population
_ RR 0. 86 246 00
L (R 223 per 1000 A 1| .54 t0 1.30) (3RCTs) Lo ®
Study population
i RR 1.07 246 00
3 =
ERRE (HR) 851 per 1000 ?81117 el 1100000‘; (0.96 to 1.19) (3RCTs) Lo -®
FEESOERR Study population
1 4R k& LTEM per (241 to 579) S S
EEAMERD Study popy |t o RR 0.71 199 ®0O00
(Haubitz & DBFZE %) 563 per 1000 e (0.49 to 1.03) (2RCTs) VERY LOW 4567
Study population
- RR 1.51 246 ®O0O
FHBERE 124 per 1000 1(?(7)3"§£ ;28? (0.83 to 2.74) (3RCTs) Low To.Ti
Gaubiir BB | B et 000 RR 0.6 248 SO0
1ol P D i 298 per 1000 ey (0.37 to 0.86) (3RCTs) VERY LOW 2457
EERRERE Study population RR 0. 61 199 OO0
(Haubitz DB %K) 271 per 1000 165 per 1000 (0.38 to 0.96) (2RCTs) VERY LOW 2457
Study population
. RR 1.89 174 000
RE 182A 118 per 1000 222 per IR0 | (0.78 to 4.59) (2RCTs) VERY LOW 5"
Study population
o RR 1.86 214 eO0O0
B RRBRE 235 per 1000 ‘gggpig éggg’ (1.23 to 2. 80) (3RCTs) VERY LOW 5.1

*The risk in the intervention group (and
the intervention (and 95% CI).

its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of

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