HERERBIEZE RO CQ1-1, €Q1-2

-1 CQI-1 TEF>RAFA274)L

1-2 CQ1-1 Evidence to Decision +—JJL

1-3  6Q1-1 X@RkteFER & SXHER

1-4  C1-1 ZFR S5 b T—JIJL(RCT)

1-5  CQ1-1 YR - 184 7R F—TJL(RCT)

16 CO1-1 YRY - IMMFARYRY—L455 7 (RCT)
-1 24 LR FAY bk RCT
CQ1-1_ #ERDFE L (SoF) T—FJL (RCT)
CQ1-1 ZFR +5 9 b T—TJL (FERCT)
0 CQ1-1 YUR%Y = 3L 7ARAT—TJL(FERCT)
1 CQ1-1 YRY - Ir4AFRYRY—E455 7 (FERCT)
2 C01-12x+xLRFFA Y FEERCT)
3 CQI-1 FHERDFEL®H (SoF) +—T )L (FERCT)
4 Q1-2 TEFYRFOI27L)L
5
6
1
8

CQ1-2 Evidence to Decision T—JJL
C01-2 XHrtmFE & SCHkER

CQ1-2 7FR LS5 FFT—T L (RCT)
CQ1-2 JRY = IS FRT—TJL_(RCT)
1-19 CQ1-2 YRY - I L 7R Y Y—,455 7 (RCT)
1-20 CQ1-2 2 LR +ZFA v k(RCT)

1-21 CQ1-2 #ERDFE LM (SoF) T—TJ I (RCT)

NXIEAZ 7V v 7 F B L8 R—INE Ty TV LET

BHER  BaMmERICET SRENRER S - MOERBRIHEVATITAYILVEL—F—4
AVERHE ST, R, BRSTIELRUET. ok, WHONALMEE, B, CD-RM i, BT HA
HAC PR BT LM~ T TS

© —HEEN RAY U~ F R, 2017,




1-1 CQ1-1 TEF>RTBI7AM4N

€CQ1-1 RCT*
Qual ity assessment No. of patients Effect
: Quality Importance
No. of . . . . Other Relative Absolute
studies Study design Inconsistency Indirectness Imprecision considerations CY+GC GC (95% CI) (95% CI)
T (b F)
1 randomi sed serious' | not serious |not serious very none 3/10 5/10 RR 0.60 200 fewer per 1,000 e000 CRITICAL
trials ser ious? (30. 0%) (50.0%) | (0.19 to 1.86) | (from 405 fewer to 430 more) VERY LOW'2
FKEPELE (5
| randomi sed very not serious |not serious very o 6/10 6/10 RR 1.00 0 fewer per 1,000 000 CRITICAL
trials serious® ser ious? (60. 0%) (60.0%) | (0.49 to 2.05) | (from 306 fewer to 630 more) VERY LOW?®
KEPBERE 25F)
1 randomised very not serious |not serious very Hone 6/10 7/10 RR 0. 86 98 fewer per 1,000 1000 CRITICAL
trials serious® ser ious? (60. 0%) (70.0%) | (0.45 to 1.64) | (from 385 fewer to 448 more) VERY LOW?®
KEBETE G HF)
| randomised | very Hot 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?®
BB b
: randomised very not serious |not serious very Hone 0/10 3/10 RR 0. 11 267 fewer per 1,000 000 IMPORTANT
trials ser ious* ser ious? (0. 0%) (30.0% | (0.01 to 1.63) | (from 189 more to 297 fewer) VERY LOW>*
CIZ confidence interval, RR: risk ratio
BRASKhEEOOT -2 FRATETHMITTELL 2127 FA LK, RICEEHEL TULAL.
1- SUALEDFENBATREINTE LT, BYMFITOERE SN TUAEL.
2. WRHEEEDEERRBIEHLLRE L BLEEEONA ORKRTREZ - <=6,
3D SUSLILDFENATIATEST, BYRTOEKRLINATULEL. A—TURBTHY, FRIEAEL .
4: SUBLMEDFENFREINTEL T, BYMITOEREKRESATLEL. A—TUEHBTHY, BRESLGLD. BERICOVWTEENEVWENTERETEME Ao TS,

®ER~NRD &




4C01-1

JERCT*

Quality assessment No. of patients Effect
! q Quality Importance
No. of . Risk of . . L Other Relative Absolute
studies Study design bias Inconsistency Indirectness Imprecision considerations CY+GC GC ©95% ¢I) ©5% ¢I)
T (6 MA)
observational Lo . . very 4/29 5/35 RR 0.97 4 fewer per 1,000 000
‘ studies | SeTious’ | not serious |not serious| o G0 none (13.8% | (14.3% | (0.29 to 3.27) | (From 101 fewer to 324 more) | VERY Low2 | CRITICAL
T (1 5F)
observational very . . very 4/26 8/35 RR 0.67 75 fewer per 1,000 1000
1 studies serious® not serious |not serious ser ious’ none (15.4%) | (22.9%) | (0.23 to 2.00) | (from 176 fewer to 229 more) VERY LOW?3 CRITICAL
LT (2%F)
observational very . . very 5/20 8/32 RR 1.00 0 fewer per 1,000 1000
1 studies serious® not serious |not serious ser ious? none (25.0%) | (25.0%) | (0.38 to 2.63) | (from 155 fewer to 408 more) VERY LOWZ® CRITICAL
T (4 %)
observational very . . very 5/15 10/25 RR 0.83 68 fewer per 1,000 1000
1 studies serious® not serious |not serious ser ious? none (33.3%) | (40.0%) | (0.35 to 1.97) | (from 260 fewer to 388 more) VERY LOWZ® CRITICAL
ST (6 &)
observational very . . very 7/11 12/117 RR 0.90 71 fewer per 1,000 1000
1 studies serious® not serious |not serious ser ious? none (63.6%) | (70.6%) | (0.52 to 1.55) | (from 339 fewer to 388 more) VERY LOWZ® CRITICAL
ST (8 F)
observational very . . N 8/11 13/13 RR 0.73 270 fewer per 1,000 1000
1 studies serious? | MOt serious fnot serious | serious none (72.7% | (100.0% | (0.50 to 1.07) | (from 70 more to 500 fewer) VERY Lo+ | ORITICAL
KEETE (6N A) (BEFH/EHREESE, ELEST)
observational very . . very 3/29 1/35 RR 0.52 96 fewer per 1,000 000
1 studies serious® not serious |not serious ser jous? none (10.3%) | (20.0%) | (0.15 to 1.82) | (from 164 more to 170 fewer) VERY LOW?? GRITICAL
B
observational very . . L. 25/29 32/35 RR 0.94 55 fewer per 1,000 1000
1 studies | serious? | NOT Serious |not 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

* RASAELOOT—ALNFRATETBITITELL 2127 FHLAIK, RICEHL TLEL

ERT, MTAHOALNBHEOLLENERIZS L.

R EEOEERE AL LR AL LEETONFDERKRRABREE - 0.

BET, TAHOANBHOLENEMIZEZL. HEHMIAZEL TV ENEELEHLTITOEEIND.
RHEEOEERMITHEE LI EORKRRMBEEZF- 0.
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€C01-1 3JERCT  (Nachman 1996) *

Quality assessment No. of patients Effect

No. of Risk of Other Relative Absolute Quality Impor tance

Inconsistency Indirectness Imprecision CY+GC GC

Study design considerations (95% CI) (95% CI)

studies bias

1 , RR 1.51 000,
observational | very . . A 61/72 14/25 286 more per 1,000 1
studies serious! | MO Serious | not serious serious none (84.7%) | (56.0%) (2 %%)to (from 28 more to 655 more) VERY LOW CRITICAL

Cl:Confidence interval,RR: Risk ratio

*  FRASAEIOOT—2AFATETH/INTELEL 127V FHAIE, RICEHLTLEL

1. ERICETIRBREFICOVNVTEREL. BAEHEBOR—XSAVT—42% L. 77 MHLFHBRFXERIESA TN
2. NREEEOEERM TS LM IEOBRKRITFEEZF - <.



1-2

CQ1-1 Evidence to Decision T— 7L

CRITERIA

5%
JUDGEMENTS

DY—FIETUR
RESEARCH EVIDENCE

BINEIE
ADDITIONAL CONSIDERATIONS

ZOMBIXEBEIBRASVNTT M ? Oz RHOBMELZIEFURLGL FK Tl GCHOY (FZHE L S hd—F, BADIRIGTIE
Is there a problem priority? OBsFbLLLWE GCEMABRLEIHAONATEY, FyvT1H5.
= | FUBELHECRANOHIMER, LYE | OFEE (R
B2 | RIEABELED OBFLL1FN
L) L JEyA
o
O—#IZIFEZ L
COIETURDEKRM SN ORI L IETURADOEKRMIZEESE
(EEDEE) IFEATIM? @EEICEL SIEFVRTOTFAILD
What is the overall certainty of this O “Qual ity” Z&mR
evidence? O%EE FTHRINDEFELLVYERE - EFELLL
O&FLy L\Q%O_)‘K%é
EELT Y P NLLENETOMEEE AT | OFERIEOSHENKEL e R T VL RE7 S~ MEE (1] -6~ ® 6% B55

ZDRBMOFEEE

BENEFITS & HARMS OF THE OPTIONS

DWT, EXLGFHEEENHY FIM7?
Is there important uncertainty about how
much people value the main outcomes?

OFFEREOCZHENKRE O ETREN
ORELFHEREOCZHMEN T UNATEENE
O K ELTHEEEPLZHMELL L
OfifEZ BTSN E SN TEA

FRINDIEZBFLOVHRIEIKENTTIMN?
Are the desirable anticipated effects
large?

Oz
Of=3AWNZ
OFH
O/~ SAlFE
OlELy

O—HEIZIZFEZ L

FHINDIEFLLEVWIRT/NESNTTM?
Are the undesirable anticipated effects
small?

Oz
Ofz38ALWZ
OFH

@ /-SA XL
Ol

O—#EIZIFE R L

SRARHETILCY DEMEZTRET ZELDMN M-
f=. LHL, HEELRTHDWNITEEES ORI
LW (E ISR EEE ST SEIXRATE
PITRHIETURDEBHEFENLDD CY DERHE
#RTELDONRHY, BEHA FSAUIETEFAS ZFRBH
ELTHELTWS. HIFEIZIK ChoFEEELTIT
of=. EEEDEKMNEZELT, TKDIGO guidelinel
TI&, TJ Am Soc Nephrol. 1996:;7:33] ZX4iE#LE
LTSIALTWS (TETYRAFAI774IL(FERCT
Nachman 1996) # & U'HEREMBEZEE RO Co1-1 HIE
43 1-1-1]. TEULAR #£%2 2009] TI&, TAnn Intern
Med. 1992;116:488) %X Z4B#E L TSIALTLVS
(EEREREEETHOG C01-1 BIEHE 1-1-2). F£1-, K
O T2RETHEBEREEROZENA K1Y
20141 1I2BWTH, BREKREEE, F46, SHHTOH
WL EEE LIS ZTPOCY 11X IVCY DA% HE
L TLS HRERBEEHEC-1 BIEH 1-1-3).
AEDOR— FARIZE T ZBEBT—F [THESR/EREE
HEHG HEEHA [DAETOaR— FAEDA
=

BEREDY RV E5HBFED CY HREETIHAL.
RO OAR— FARICHE T HEFHEDHEEXVII FIZ
DT 2.1 ERLTREZFEOFRTRT] (p39) SHE.
CY MEERLE Y XMz DULNTIEX VII FIZDWVT
13.2.3 EHEE) X1 (p4)SHE




ZFLOHRFEFLCGVHREY ERED
TIM?

Oz
Of=RAWNnZ

O—#RIZIZFEZ L

Are the desirable effects large relative OZ84
to undesirable effects? Q- SA XL
OlF iy
O—#IZIFE 2 1L
WEELEINBZERIIDVLENTTMN? (GIAYAY-4 REOBRMELLZTIETURAGL ELLOXRFELRBICERAEEBEDLND
Are the resources required small? Of=3AWL Nz USRILEEH)
OFH
Of=3AlF
[ JFE4A
qu O—®IZIFEZA LW
i3 3 EHaX FMIEKROFE FIENMSEZES IV | OV (GEMNZEIE) igICk > THLARR - SAKMNERY, £-18-258
E S | FBY)ITHRTINEWLWTTM? Of=53ALZ X MIHREREEZTRG XEBE | LENUI—2a3uhHd. aRXRMEIIAhSOHEAS
>, 2 | Is the incremental cost small relative to | OFAEA BFIETLT—RIZBETRERE] | hBFIZE2THH D (RILEE
’ é the net benefits? Of=RAlEWN 3]
OlFn () BREAAE (24 EM)
@DGC DHEITH1=HE
O —HIZITFE AL @GC+IVCY 750mg/4 @
B EBHENIR +
Dtk T 2 BRARE
QBEB AT 2 ERAR
BEEBE~NDZEIATLLIN? @ (GBINEIE) LERIER. AT -4k, 182G EICKY, EAOD
What would be the impact on health Otf=5AtEm BEREERZHEINICL28CAE | BCABEARET ZHREEHY .
inequities? O7BH REZE VI. 8F7>45— FA®E (5] (p38 B 12) 58
Ot=3AiBD ARz - 0~23,100 [/ B
1= BEREZEOTHRELTOTSLITLIVES | OFD &3 : 0~11,550 @/ H
&E =h3 — RHEREBEELNEHDLEDSE, RBE
% 3 O—BISFERHL BIEERD 1/2)
HREREEEHOE XEBEEHFIE
TILTr—RIZHBITBERE] OEEE
BELETEERBERZREILICLSE
EEPREZOBECABEE
FOATLIVFEFELGRT—IHRILE—IZZ | O HHORIELGLDZIETURAL GC+CY &, AAVERREABEELT, ThhTWL3b
> | TAROGNETM? Of=-3AaL Wz
= | Is the option acceptable to key Of=3AlZy
§§ stakeholders? [ JE4A
<
Bl O—MBIZIEFE 20
(&)
2
FRXA T 3 VIEERENTRETT M ? Oz NHOBMELDZIETURAL iRk VI. BE7Y4H—RFAE [2] -(1) (p36
iz Is the option feasible to implement? Of=5ALNZ 6) S8
|EI Z OT:/S;AJIIL\
ﬁ z [ T4
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1-3 CQ1-1 XEERFER & CHER

@®PubMed mHR=K

#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 corticosteroid«[TIAB] OR glucocorticosteroid«[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 l|imited vasculitis) OR (small vessel

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

OEFFEEER
1 ((EX-iF Bk EHARE/TH or ANCA BEME 2 /AL) or ME X-iniFhERMEHUARE/TH or BEMBMZRIER/TH or WFERERM S RME X ERZFEE/TH or IFERIKMEZHKOLE
RMEPISFIESRE/TH or ZHEME RMESFIERE/TH or IFEABKME LR ME RMERISFERE/TH or (BIRRB/AL and (IME#/TH or MME#/AL)) or (pauci/AL and immune/AL) or REIKAE X-SRETH
/TH or IARBKIAEEEGUAAE/TH or ((ZHEIARK-FEETME/TH or ZHBIMRKA-FEEIME/AL) or (ZRERAX-FEEME/TH or FEEMEZHBARK/AL) or (ZREARAX-FEEM/TH or #EEIMHEZHIEEIIR
%/AL) or (BREIRA—FEHM/TH or FEEEEIREMEA/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LY T F—FR-2&1%/TH or £5HT 5T F—FZ/AL or
Goodpasture FEIEEE/AL or &'y K/XRF v —fEEEE/AL or (IgA/TH and M&E%/TH) or Henoch-Schoenlein/AL) 11,559
#2  ((MER-FPERHAE EHARREE/TH or ANCA BEEME 2¢/AL) or MEX-IFPEKMMAEHRARE/TH or BAMEBMNLZHME%/TH or FERMLRME RIEASFIEE/TH or FEEKMES R
BERMNZFEE/TH or ZHEMEXMERIZFIEAE/TH or IFEEERM LR ME X EPIZFIEAE/TH or (BRRB/AL and (IE%/TH or ME%/AL)) or (pauci/AL and immune/AL) or ARERAE K-SLEREST
/TH or ARBRAEEREERAAE/TH or ((ZREIBRAX-FEETME/TH or ZSHEIRK-FEEIH/AL) or (ZSHBIRK-HFEEIE/TH or FEEIMELZHREARA/AL) or (ZHEIMRA-FEETME/TH or FEETMEZ RMES
BR%/AL) or (ZRENARKX-FEEME/TH or FEETESIAREIBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (ZYJF< bt—FR-25M/TH or 25T ) T F—TX/AL
or Goodpasture fEIZEE/AL or 7w F/NRF v —fEIZEE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 (RD=AAZTF7F 1R or RD=5 & LIbLLEEER or RD=#5 > 4 LELLEGERER or RD=LLEXRFZE or a7Kk— NEFZE/TH or JEHIXIERRAZE/TH) and (CK=k& bk and (CK=RZA (19~44) or CK=rh#
(45~64) or CK==#53& (65~) or CK==#5& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=IRZEi%3X) and (LA=HA:E) 72, 640
#5 #3 and #4 23
#6 ((Glucocorticoids/TH or Glucocorticoid/AL) or (Glucocorticoids/TH or #EE 3J)LF a3 A K/AL)) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or #0O< 9 ORRA 77 I K/AL)
and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or o AFKRRAX T 7 3 K/8)LR/AL) 7, 891
#7 #5 and #6 6

#%8 : 2015/1/13



@CENTRAL 2%z

#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
|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

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

#5 not #6 33

Publication Year from 1994 to 2015, in Trials

¥%ER : 2015/1/17
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1-4 CQ1-1 7TR LS9 bT—7)L (RCT)
OE TS HEEKE 2002;29:221-228.

HEBTHA

EHRIBE

HHANELE

(EUVAS A5 357 &£ 4 B h (12

PRV EHE

TATE

B

iR BRGEDER

SFERTAES 7 Y k1 L & SRS 50

SmEOEE (FHRE)
ZInE DERERBRNR

BREEEDEE (REAHNID)

BRZE (Cr i) BE

RCT (k&)

BEEMKEERRE 2 —

MPO-ANCA F5tET, ERFREGICIIRFETIERIKAT JERE, RIEEABZH CRIEMEF ARBAERKREERZRL-EE (MPO-ANCA SIERIENE S A A2
ERERAB R EH)

PR3-ANCA [51E5I, ZMrEFIZEMES, C BEHFXIAIILRGHE, MFILF7F=2 5 0mg/dL L, ZOMERIBLAIZT TIZ 2 BB EMZR BT EHETL
TW=EH

HKTRTHEAEZET 3 BBID methyl prednisolone Tmg/kg D/NMILREZZEH Lo 1=.

@ EIEREXRTOA FHRILVEDHRSE (0CS ) © 0CS BIZ/ULREEER, 1AAMTLE=VOY (PSL) #0.7mg/ke BOTERA{ELLEZ 1 BRI
LIZPSLDREE® 1.8 mg/kg/BOEIEGTHEL, 6 MNABETL.mg/BEL, UEIOMEDKETETREEEMHIFL (10 41]

@ 90O0RRT773RERE5E (CYC #) : CYC BIX oy 0KRR 772 K 150mg/EDHEZE 4 BT EICHETLI.. YLTF=20 U752 AA 30mk/min
UTOERTIXIEAREE S 500mg/EICHELz. COBREETABEILIZ T ERM, RO 2 EMIFHFESE 6 M"ATLIZiTo1z. PSL OFE=EIE 0CS
BLRBLE Lz [1041]

5 £l

¢® BREUTOERELVCHEEOVNT AN ZRDGEEE L.
) WEIL7FZUORELLFICHFMKAZTCRMAZ L EDFTHEETRT HRMRIFONTIF
2) EHMMEXOEREEZONSME, MMM, HEEHM, REXSROH MR
3 EBREZECESTCMERLSHLASBBAMRSG N

T 5HE, RPBTFE 1 E, BROLE (L, BREOHBLALHIEL->TNS)
KERIZOVTIHFEES

0CS B¥DTFFEREL 71. 47 4 5%, CYCEEDTHERIL 66.3+1.3 5%

15 MPO-ANCA ST RIENE + B AR ML RERIAE % (MPA £ GPA 73 £ DB (X7 B3)

100%

mEFEY L7 F=1EI&0CS T 3.3+0. bmg/dL, CYC E#T 3.7=%1. Img/dL

®ER~RD &




1-5 CQ1-1 YRY = 4 7RF—TIL(RCT)

HERE D FHER Risk of Bias ZDith
FORNLD | BEE | : aam | TAF | g | IRE g (aymre |, SRE I TINL] pepy | TORIL| TOMMTA | rrpast
B g Hik NAHE PP ARk Py ARV ik ALY TTREED| SEEED P AL BE (REARER AL - (high (DL T8 HA 2280
= 9iE 138 I 151 55 ! = = 34 BRIt INTR ER#EES) i
S8 LEDFENRATENT
241 GC /ULRHED GO 331:1#', §I1U1¢[+95%ﬁ§%éh§
E o HY. IVCY B (M AR Wl AT RERTHY, B
= RCT o 2 10 3 10 5 unclear high low low low high high BAEDZLY. F=F2L, FETEIZDLY
(5 &) 2002 %, #FTFLT 750 mg /[EID .
BEE 4 A ET T TIX, hard endpoint LT, 't
. = IR RE-I7REEOEHRILIT
low 23 %. EEERDAER.
21| GC /VLR+HED GC S LMEDFEDBHRSNT
KUPEFLE | 5F HY. IVCY B (N AE) : . . . . 57, BYFITOREKZLSNT
(1 %) 2002 RCT [, HAFLT 750 me /ED 10 6 10 6 unclear high high high low high high WAL, A—TURBTHY. B
B 5% 4B EITHELT. BAEA LY.
24| GC /YLR+ZEO GC SR LMEDFENBREINT
RKHPEFE | &F HY. IVCY B (N AE) . . . . . B5F, BYFFITFORKLINT
(2 %) 2002 RCT (£, HAFLT 750 me /ED 10 6 10 7 unclear high high high low high high WAL, A—TURBTHY, B
B5% 4 BT EICHETT. BRI,
245 GC /Y LR+ED GC SUH LMEDFEDBERSNT
KUPBEFL | 5FE HY. IVCY B (N AE) . . . . . H5F, BYFFIFORELINT
(5 %) 2002 RCT 1%, #4FLT 750 mg /E DD 10 6 10 7 unclear high high high low high high WAL, A—T U REBTHY T
B 5% 4B EIZHELT. BAEAELY.
SR LMEDFENBREINT
B5F, BYFFITFORKLINT
. WL, F—TURBRThY, §
BAGH | Lo ifj ?&Q}é;{ﬁf;ﬁo BALAL. TR AR
(BmE/ ';’002’ RCT x ﬁ?‘ L 750 me /E D 10 0 10 3 unclear high high high low high high n, SHESNTLNAAS, TE A
SEFH) ﬂégjﬁJMQEr EELFELINTVHENDT
% = SI-IRAT — BB TOI BTl
{, BEICIEMERIC DL THEE
i cELRLMELALLY.

®ER~NRD @




1-6 CQ1-1 YR - A FRYITJ—E45S5 T (ROT)
&CQ1-1: Risk of Bias ® 3ET-

Blinding of paricipants and personnel (performance hias)

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

Takahirazooz

. Blinding of outcome assessment (detection bias)

@ | Other bias

=

* FET-ICDULVTIE, hard endpoint & LT, TxgE-47
REEOE®RIEE] 79 FHLFMEDE®IE] D Risk of
Bias [& low [Z9 5.

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

© SUALIEOFENFERENTEST, BYRMTOREKEDLShTLEL.

« A—TUHRTHY, ERIEMNEL. 2L, FLTITDULTIE, hard endpoint &L T,
(X% #E - 77IRBEOE®RIL] 7Y FHLFFBEEOERIE] (X lowlZT 5.

« EBERICOVTFHESINTE LT, ETLUNOEEEROHELEKRTHD.

- BEEROKR.




€C01-1: Risk of Bias @ ZFET-LL4

Takahira2002

Fandom sequence 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%

B Low risk af bias [ Junclear risk af bias [l Hioh risk of bias

=l

@ | ~iocation concealment (selection bias)

. Blinding of paticipants and personnel (performance bias)

. Blinding of outcome assessment (detection hias)

@ | Selective reporting (reporting bias)

@ | Other bias

© SUBLEEOFENMATEINTELT, BUVATOREE S TG

s F—TURBRTHY, ERIEALL. =L, ETEIZTDUTIE, hardendpoint & LT,
[WHRE - T 7IREEOERIE] 79 FHLFMEOTHEIE] (X lowlZT 5.

 BRIIOVWTFHESNTE LT, RELNIOFEFROFMELERTHS.
«  HERORER.
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€C001-1 Z#xLRFFAYEF T

S (b £F)
Favours [experimental] Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total WWeight ~ Fixed, ., 95%Cl Fixed, 95% Cl
Takahiraz002 3 10 a 10 100.0% 0.60[0.19, 1.86]
Total (95% Cl) 10 10 100.0% 0.60 [0.19, 1.86] -*-—
Total events 3 a
Heterogeneity: Mot applicable 'III.IZI1 IZIH 1'III “IIIIIII'

Test for overall effect: £=0.83 (F = 0.38)

€C001-1 Zx#xLRXFF7AvF TS

GC+CY MAMFETERAELY G BEIMOAMNFELTEAEL

FHETL2 (1 5§)
Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 095% CI . Fixed,  95% Cl
Takahira2002 ] 10 ] 10 100.0% 1.00[0.49, 2.09]
Total (95% CI) 10 10 100.0% 1.00 [0.49, 2.05]
Total events ] ]
Heterogeneity: Mot applicable 'III.IZI1 III!*I *i 1'IZI 1IZIIZI'

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

GC+CY DANKBBE R ERAELY

GC ERMD AN KRYBEFERAE N

KYPBRL (2 )
Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ __ _ Fixed, 95%Cl . _Fixed,  o5%C]
Takahiraz002 f 10 ¥ 10 100.0% 086 [0.45 1.64]
Total (95% Cl) 10 10 100.0% 0.86 [0.45, 1.64]
Total events fi T
Heterogeneity: Mot applicable T o 7 e 100

Testfor overall effect Z= 047 (P = 0.64)

GC+CY DA N KHABF ERAEL GC EMD AN KEBETRERAEL



FKHETE G F)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% Cl Fixed, 95% Cl
Takahiraz00z G 10 T 10 100.0% 0.86 [0.45, 1.64]
Total (95% CI) 10 10 100.0% 0.86 [0.45, 1.64]
Total events ki 7
Heterogeneity; Mot applicable I I 1 I I
Testfor overall effect: Z=047 (F=0.64) 0.01 01 1 1o 100
GCHCY DADLKRHABT R 2EAEL GC BIHD AN KEABERLFEAEL
B G F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight - Fixed, 95% Cl Fixed, 95% Cl
Takahiraz002 1] 10 3 10 100.0% 014 [0.01,245 ¢ .
Total (95% CI) 10 10 100.0% 0.14 [0.01, 2.45] s —
Total events 1] 3

Heterogeneity: Mat applicahble
Testfor overall effect £=1.34(P=0.18)

0.01 0.1
GC+CY D A HREAME L

10 100
GC BB D A EIREAYE LN

®ER~RSH &



1-8 CQ1-1 #WBRDELH (SoF) T—TJL (RCT)

CQ1-1: ANCA BB EME X OERBEAARIZ/ILAALFIALA FEJLIALFAS F+EAL Y OKRR T 7S F (FLEBEL /ORI T 7S F/RLR) OELLRE
Am»? (RCT)

Setting:
Intervention: CY+GC
Comparison: GC

Anticipated absolute effects*(95%CI)

Relative effect No. of participants Quality of the evidence

futcones Risk with GC Risk with CY+6C (95% CI) (studies) (GRADE) comments
A 300 per 1,000 RR 0. 60 20 000
(5 ) 500 per 1,000 (95 to 930) 0.19 to 1.86) (1RCT) VERY LOW 2
KPBRE 500 oer 1 000 | 600 per 1,000 RR 1.00 20 o000
(1 &) per-1, (294 to 1,000) | (0.49 to 2.05) (1RCT) VERY LOW 2°
*YPEFSE 100 oer 1.000 | 692 per 1,000 RR 0. 86 20 000
2 %) per-1, (315 to 1,000) | (0.45 to 1.64) (1RCT) VERY LOW 23
*YPEFSE 100 oer 1.000 | 602 per 1,000 RR 0.86 20 000
(5 %) per- 1, (315 to 1,000) | (0.45 to 1.64) (1RCT) VERY LOW 2°
B 33 per 1,000 RR 0.11 20 OO0
(5 4) 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)

Cl: 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

DUFLEDFENATENTE LT, BYFITORKEDL ST

HREEBEOEERMITAL LGB AL LETONS DERAMBEZ F= =8
DSUFLIEDFENARENTE LT, BVFTOREKRLIATHAEL. A—TURBRTHY, FRIEALL

DU LEOFENFEREINTE ST, BUMTORKLIATHEL. A—TURBRTHY, FRIENGZL. BRICOVWTERNGEVEATEREZFEL LoTWD.

B ow N —

®ER~RSH @



1-9 CQ1-1 Z7FR S 9 F—T I (FERCT)
®Nakaya I, et al. Intern Med 2013:;52 : 2503-2509.

HEBRTHA 2
FLREE
HAANEE
(EUVAS mEL 4875 & 4 H ILEEH)
PROVEZE

BRI

B, BRGEDER

T FTRE R 7 0 b A L

& aTHif e

SMEDOF (FHRE)

ZnE DEREKRBRR

BREREDES (REHND)

BRE Crfny) BE

‘ArmEaR— bR, BB ERETRZEES

EES

2000~2010 £ (Z#T 3R M7 S 1o 1= ANCA 514 MPA &5 K X RLV

GPA, EGPA, PAN, PTU-induced MPA, EENENHEHBMARBERF DI D, BAFIESESE, HIEICTITITPSLERSShTWSBE

FREH GEF U H L)

2HI#EOGC HY. CY BED 55%, GC BIMEED 60%ARTOA R/INLREEH Y.

IVCY N4 45 (Fhd, $HEEIE500mg/month for two to six months), POCY A% 50mg/d A5 45I, 25mg/d A% 16 {51, 25mg/qod A% 4 45, GG EEJdAS 35 4.
mEsY, —EEST, BREMFARE LTENREINHECEREHY.

GCamAmEBL B LEL 6 MA, RAMICETETER (&REK 8 F/H)

& B MCAMERHTA FS4 220011 EITHRESEICLEL. SHHEBE, CRP A IEMEIE, BVAS AN 0~1 R, BRMNMFMELETRELE L.
BBARIFLELDGREELGEICLELR. PSLOAEBRFRELTVERA (UL, ®BXPOEH LT, EERVAEDHE).

BT (6MA~8F), B HEIMOECHDHAT—ETLERICELELCLOHLIEZH/ £28ES),
KPETE 61 A)

GC+CY-group : 6810 i (FHITHERE)
GC-group : 69+13 % (EHHZHRE)
2K 69112 (FHLiZERE)

GC+CY-group : MPA 25 A (86%) RLV 4 X (14%)
GC-group : MPA 32 A (91%) RLV 3 A (9%)
44k - MPA 57 A (89%) RLV 7 A (11%)

GC+CY-group : 90%LL E
GC-group : 90%LLE
24K : 0% E

GC+CY-group : GFR19. 7(11. 6~41.1) [th&fE (FUHIfE)]
GC-group : GFR23.3 (10.0~62.2) [Fhd{lE (PE4{IfE)]
2K : GFR20.5 (11.1~48.0) [Fhk{E (MH{HIfE)]




®Nachman PH, et al. J Am Soc Nephrol 1996;7 : 33-39.
AL, BEREFHEOFER, RAREER-IGH -z, EFMEEICKYT—IMBERALLELNT, RSl
HEBRTYA Y AIM EHEME

FHEREE *E (North Carolina and throughout the southeastern United States)
HAANEE

(EUWAS iy 5870 £ £ HNITFCED)
BRoVEHE GPA

2FHRTFa4 K/LAEE (mPSL Tmg/kg/day x 3 HRE) +#0 GC (prednisone 1mg/kg/day, 4 @RS, LA&EHR).
T AFE FAREHMICKY, GCEXR (2545, POCY (2mg/kg, 6~12mA) Fi=I1L IVCY (0.5~1.0g/m/A x6 N A) #H (POCY & IVCY THEH 72 44).
ffifa Mo 4 451 T PE $£F.
2T HAR MELRTE, FEBE (ENELEERE) TOLECET (FH2 74, 3A~12%5)
BfE  BH#EE (MFI L7 F-URETHEE OREEGLLEE, OROEER 25HMEXOBTNERDELX
BEBELEASDER . REMFHEESZVDLLM/BEYEVWILRZY VAN LBLEDAREZTENSDERRERR
BEERYE . REISERECEMDDLT, FEBUEOREZTOEELZVLENNEXEROBELZOVLFRHEBZES THEDETEEL
B UTO—DUE.
. 1 EPMORIBZHESOEFIV LT FUEREOARGLR.
ki kIS 2 EBERELLLEAKTRERT BER

3) IEm, MMM, FioEREEOEREHEHLTOETRGL LIEKT 5 HhiEE.

4) RBRAEBEMERTRINETELZVDLHELEEDFTHHEME K.

5) MEXELEIRESEL.

6) FHRIHMEHEMBEL

7 WTFhh OEFBOERTRE SNIIREMENEL.
& Eff BTEOBYTOHETIELEL, BHEHARFICERII—EIA-EEOR).
I AT AR 7 ™ b A L & ST B £ & BRIZDOWNTIE, YRSV pEDREHITHIA, EHOEEICOVTIERE L, EERVADLENE, T—2IXEONDAEEEHY.
¢ ETIZDOLTIL, BEERSC (PMID 8808106) TEEESMTOEFND—2& LTHEMIEIHZDT, EBRBLELENIE T—2IEBohBEEEEH Y.

SMEOEE (FHRE) FH57.6 5%, RME6IH 2~815). AERELOT—4REHLL.

ShnE DEMRKRERR MPA 65 5, IRIEMEH AARRIERERIAE % 32 6] CERLI-EGIDH). BEBIEDT—2EHLL.
BREBEDEE (REHNID) 100%

EEEL (L, A—DEBFBEAEZHRE LI-ADHXTIE, BELEM - 10HEEL 107 flefkT, FEH£SD T, MmiF Cr 5. 9+4. Omg/dL & D5

BRE Crixy) BE HbY) BEEROT—2HL BERFEIIOWNT, SEERNTSL 0 0OBRIIFIDRIFARZMIYLERT I LOBEDEHINHLIDT, BFHKL,

BEEEOELNH 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

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

. Among the 75 patients who responded to their initial treatment, CY-treated patients were approximately half as |ikely to suffer a relapse
as the GC-treated patients (RR 0.50. p =0.09).

ANCA P83 MPA 7= (3 ANCA BS:ERIEMF AU AR KABT R T, BEREITHONIZEE

L 2K 2R 2R 4

®EXR~RSH &



1-10 CQ1-1 YR = I\ 7 RFT—TJL (FERCT)

Risk of Bias for Non-randomized Studies

MEABRTDFE FHER (RoBANS) Z Dt
P RhL | EEE - - o TRV PEE | simm | 9B s | se | &@o |L2P0M| Smen | 7orss RAFADAA S
¥ e 7 P2 | 3 5 = 3 | = a PRE 9 =
DiEFE WEFE 0 e 1% 2IEHIE IR DEFER i HIE R/t T RAL | HENATR (high ® & =B % 52H)
ERECT. NABOANBEDLENE
R < FLIZZWLVAS, ZFnhS TREEESH L L
IVCY A% 4 451, POCY A° ) . -
2000~2010 40> |50mg/d A% 5 i, 25mg/d [Gisk iR i e
BT Nakaya, |BAjE%EHea2 bR |AHY 16 451, 25mg/qod4 451 BRlesh TLELA, FEtI_’JL\’CIi_,
' Salmtiadad vt ye e ' 29 4 35 5 | ow unclear | ow | ow | ow high hard endpoint & LT, 7 FhLEE
6m™A) 2013 |64 Dk A =|GC BiyhAS 35 4l - _ .
W (WPA) Y BEEE N AR L fiEDERIE] (X low It?'é. BA®
L) FEZBRIIDLTHEHBEHINATEDS
- T, 179 b ALHE/NA TR [Ehigh
129 5.
EHEET, NABOALEHDLELE
FLIZZ WA, ZEnh TREEEH L L
o N Trisk DWESIOFRE. 7o RhLIEE
IVCY A% 4 5], POCY A° o e _
2000~2010 ££0>|50me/d A% 5 5, 25me/d BIESNTLGLA, RTISDLTI,
R Nakaya, |BHEE%E#E2H7|AS 16 491, 25mg/qod4 451 hard endpoint & LT, 77 ~HLEE
' Sabmiidied . | 26 4 35 8 |ow unclear |ow [ ow high high fEDEIE] (X low(2d 5. ST A3
(1 %) 2013 |64 £ (D& A E|GC HmA 35 i ZITEEBEA 1 FEITZELTOELD
B (WPA)) CY BERENARL RS o i
L=) T, IFELHET7Y AL (& high (2
- 95. BRPEESERICOVLTIIHRE
SNTHELT, 17O CHLBREN(T
R lZhighlzg 3.
EHEET, NABOALEHDLELE
RLIZZ WA, Znh TREEH L L
Trisk DWESIOTRE. 7o MhLIEE
IVCY A% 4 5], POCY A% BIEENTULELA, FETIZDULTIE,
2000~2010 £ [50mg/d H¥ 5 5, 25mg/d hard endpoint & LT, T79 FHLEE
BT Nakaya, |BjfE%E &2 1| HY 16 45, 25mg/qod4 {5l . . MEDE®RIEI X low 2T 5. MAEE9
Q%) | 2013 |64 B0 B EZ|GC BIRAS 35 B 20 5 33 8 low | unclear low low high high |0y simmat 2 & (EREMRIA 2 &0
32 (MPA) CYEEHENARL LTHELT, SMBEHD 1 AILEHFA
L) DT, (RELET bAL] Ehigh
1295 BROFEZRICOVTIER
HEhTH 5T, 179 bAHLHENA
7 A1 [Xhighlz9 3.
BT, MNABOANEEDLERLNE
FIIZZ LVAS, ZFhhs TRRHESH L
Trisk AhESHTBE. 7D LMhALIFE
IVCY A% 4 5], POCY A% BRIESH TN, BTIZDWNTIE,
2000~2010 €@ |50mg/d A3 5 45, 25mg/d hard endpoint & LT, 7 FHLEE
e Nakaya, |8 JEE%E &2 1| HY 16 45, 25mg/qod4 43I, . . BEDE®RIE] 1L low [TT 5. T AR
4 %) 2013 (64 &0 2 [ = |GC EARAS 35 B 15 s 26 10 low | unclear low low high hieh |14 2 & nimes 0 & (IS 4 1=
2% (MPA) CY#HBEHEZNARL ELTHDT, BHED 1 BILEHF
L7=) qAEDNT, FEEHETIMIL] X
high 29 %. BROEEFESFRICONT
[FREFEShTELT, 7D M h LS
INA TR [Zhighlz3 5.




2000~2010 £

IVCY A% 4 5], POCY A%
50mg/d A3 5 45, 25mg/d

EHERT, MTABHOANEMHDLLELE
BLICZ LAY, Thht TREEH &L
Trisk AhESHFEE. 7O FhALIFE
BRIESHTULALAD, ETIZOWVTIE,
hard endpoint & LT, 7 FhLEE

b4 = Nakaya, |8 i 5% & %5t 32 B[ HY 16 451, 25mg/qod4 451, : . mEDE®IL] L low 123 5. AR
(6 %) 2013 |64 2D B = |GC HKA 35 ] L L 18 12 low {uelcel Lo¥ ot i high |18 2 & xifEE 17 4 (L EEHIRIA 6 &I
#2ZZ (MPA) CY IR E#ZN AL ELTEDLY, AEBEHD 1 BXEHAS
L) AHOT, [FREBETFS FHL (X
high 23 %. BROEFEZRICTONT
[FRFENTEST, (77 FhLRE
NAFRJ [Zhighl2F 5.
BET NMABOANBHOLENE
BIIZZ VA, Fhh THEESH &L
IVCY £S5 4 5, POCY S Trisk MESATE. 75 FHAEE
2000~2010 ) |50mg/d A% 5 5, 25mg/d BIESRTUOALA, FED0TIE,
T Nakaya, |BEJHE % & %552 W |HY 16 451, 25mg/qod4 451, . . hard endpoint & LT, 7™ kA LEFE
(8 %) 2013 |64 £ 0% 2 [ = |G BAR 35 I UL 9 & L& Lo Rl low low high high  |msngiie) & lovw 1595, AR
B (PA) Y BEBENARE 184 & S HBEE 21 £ (L EIERHARA AT 8 E (=
L) ZELTHELT, HBEO 1 &ILEHF
AHOT, [FREBETY FHL (&
high (29 5.
BET NABOANBHOLENE
R . FLIZZ LD, Fhh TREEH &L
IVCY £% 4 45, POCY £ : s =
2000~2010 0 |50mg/d 55 B, 25mg/d Crisk hESMFE. 7o bALIBE
T | e | A ] e e BILSNTHEDT, (79 b h LS
(R R 32031"33' S ; SOME/GOAS B, | 99 25 35 32 low unclear low high low high  |OE#IE] [Ehighl=d 3. BROEE
ol £ D 5 8% (60 Bt 35 i R LGNS
#32 (MPA) CY IR E#EZN AL i A
L) ) b A LERE/NA 7 R highl23 5.
- e, BROEEX ZE2FRVEDLE
<R L.
IVCY £5 4 5, POCY S e e L G
2000~2010 40> |50mg/d A% 5 fl, 25mg/d FRT, MARQANFUDLELE
KHBRS | Nakaya, |BF6EEEZ |45 16 B, 25me/qodd I, . . RIS A, That T@Es) &L
p . N 29 3 35 1 | ow unclear | ow high | ow high Trisk HhESHFH BROEEFTER
(6MB) | 2013 |64 Bk B[R = |GC BT 35 I e e
BHE (IPA) Y BEBENARE N 8 '

LT)

HLENATR] (T highlzT 5.
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Nachman, 1996)
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Risk of Bias for Non-randomized Studies
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Nachman,
1996

HIE EBREHR
ANCA PEi& MPA =
T=1% ANCA BS:EiR
SEES A KRR
PERBRIABE X T
BERZTDOL
EEENR. 2
Wi B AN 5 B R HE
T-BRE-RECE
THE.

EFHRTFAA F/NLR
%% (MPSL  Tmg/kg/day
x3 HfE) +#0 G
(prednisone
1mg/kg/day, 4B, LL
B . EAREFIEIC
&Y, GCE¥H (2541,
POCY (2 mg/kg, 6~12
MA) Fiz& IVCY
(0.5~1.0g/m2/mo x 6
MA) BtFA. CY {58
ENAEBEE L. fhAiE
Hfno 4 {5l PE $+F.
MPA 65 5, 3RIEMEFA
AR B R BRAE % 32
151).

12

61 25 14
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| ow
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€C01-1: Risk of Bias @ 3ET= (ERCT)

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

« BRT, TAHOANBUOLEAFTRICZLD, Thd ITHWEHY & LTrisk
ME S M unclear.

*FET-IZDULVTIE, hardendpoint & LT, 7™ kH ASEH « RTITFUECONTE, MHTERPFEICELTOLEVEENFANDIOT, IR

EZEDEWMIE] DRoBIL low 12T 5. SE2ETVMALL [Thighl2dd FET6MAIZDONTIE, low) .

/




#C01-1: Risk of Bias B ZET=kL4+ (FERCT)

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)

0%

26% 5% 7A%  100%

.Luw risk of bias DUncIearrisk of hias

Il High risk of bias

. Blinding of outcome assessment (detection hias)

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

Makayazil3

l.n Selective reporting (reporting hias)

« BRT, NTABOALNBEHDOLENMBMIZEZ A, Thht TRBEHKI L LTrisk

M EShunclear.

© TOMMLRERIEESATEDLT, 77 bHLFEEDCTRIL] [Fhighi2T 5.

o HEBEZOVBRIZDOVWTIEHBHIATELT,
129 5.

(77 bALEENA TR (Thigh




€CQ1-1: Risk of Bias B Ef& (JERCT Nachman, 1996)

Machimanl 995

confounding variables (Selection bias)

[ncomplete outcome data (attrition bias)

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 ofbias

Bl High risk of bias

@ | Selection of participants (Selection bias)

==

. Measurement of Exposure (Performance bias)

. Blinding of outcome assessment (detection bias)

. Selective reporing (reporing hias)

s WHEAFIZDOL T discussion THREZE LIzE WS ERBRN S MM Z BH results [Z1E
REINTUWELDT IZHRER MNrisk ME S D unclear.
o FOMALEFERESINTEDST, 7o rALTEMEDE®RIE] (X high(2T 5.
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€C01-1: Z4LRX+ZFAY b FET (FERCT)

SETC (6 M A)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% CI ~ Fixed, 95% CI
Makayaz013 4 24 a 35 100.0% 0.97 [0.29, 3.27]
Total (95% CI) 29 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 1 1o 100
GC+CY D AMFETEEAELY GC B D AMNFETERHAEL
€CQ1-1: I+ LR FFAY b TR (FERCT)
e (1 5F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight _ Fixed, 5% Cl Fixed, 95% C|
Makayaz013 4 26 a 35 100.0% 067 [0.23, 2.00]
Total (95% CI) 26 35 100.0% 0.67 [0.23, 2.00] —ai——
Total events 4 a
Heterogeneity: Mot applicable l ; l l
Test for overall effect: Z=0.71 (P =0.4&) 0.01 0.1 10 100
GC+CY MAMFETERAELY G BEIRDAMNIFETERAEL
SEL (2 5F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Evenis Total Weight ~ Fixed, 95% Cl Fixed, 95% Cl
Makayaz013 a 20 a 32 100.0% 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 'III.EI1 EIH 1. 1'|:| “IIIIIII'

Test for overall effect: = 0.00(F =1.00)
GC+CY DA MFETERAELY GC BE¥ D AMFET-EHEL



Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight ~ Fixed, 95% Cl ~ Fixed, 95%Cl
Makayaz013 a 14 10 25 100.0% 0.83[0.35, 1.497]
Total (95% CI) 15 25 100.0% 0.83 [0.35,1.97]
Total events a 10
Heterogeneity: Mot applicable I f f } |
Testfor overall effect: £=0.41 (P =0.68) 0.01 0.1 1 1o 100
GC+CY DA MFETEAELY GC BB D AN FETERHIEL
L1 (6 £F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total WWeight ~ Fixed, 95% Cl ~ Fixed, 95%Cl
Makayaz013 T 11 12 17 100.0% 0.80 [0.82, 1.54]
Total (95% CI) 11 17 100.0% 0.90 [0.52, 1.55]
Total events fi 12
Heterogeneity: Mot applicable I f f } |
Testfor overall effect =037 (P=0.71) 0.01 0.1 1 1o 100
GC+CY DA MIETERAELY GC B D AMTET-EHELY
e (8 4F)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% CI ~ Fixed, 95% CI
Makayaz2012 a 11 13 123 100.0% 0.73[0.480,1.07]
Total (95% CI) 1 13 100.0% 0.73 [0.50,1.07]
Total events a 13
Heterogeneity: Mot applicable 'I:I.EI1 III:1 1| 1'III 1IIIIII'

Testfor overall effect £=1.60{F=0.113
GC+CY MAMIFETRAELY  GC BEIHDAMFEITEEIEL



€C01-1: Z4LR +FOy b TS (FERCT)

(BEARMOECHDRRT—ETIRRICELECLOHLEBEEH/ 2EHTE)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight _ Fixed, 95% CI ~ Fixed, 95% CI
Makayaz013 24 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 B AMNBMENT LY GC+CY D ANEFEEAF LY

REEFL 6, A)]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight ~ Fixed, ,95% Cl ~ Fixed,  95%Cl
Makayaz013 3 24 7 35 100.0% 0Aa2[0.148,1.82]
Total {95% Cl) 24 35 100.0% 0.52[0.15,1.82] —~i
Total events 3 i
Heterogeneity: Mot applicable 'IZI.EI1 EIH 1'EI “IIIIIII'

Testfor overall effect Z=1.03(P=0.31)
GC+CY AN KEBFAEEAELY GCEHBEOANKIABFREREINELD

€C01-1: 24LR+FOy b EfR(FERCT Nachman1996)
B GREFE) |

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Evenis Total Weight ~ Fixed, 95% ClI ~ Fixed, 95% Cl
Machman1 856 fi1 T2 14 25 100.0% 1.481[1.048, 2.17]
Total (95% CI) T2 25 100.0% 1.51 [1.05, 2.17] <
Total events 61 14
Heterogeneity: kot applicable 'IZI_EH IZIH 1'IZI “IIIIIII'

Test for overall effect: £= 2.2 (F=0.0% \ \
GC BN AMNEMEMNF LY GC+CY DA MBS ()

®ER~NRDH @



1-13 CQ1-1 #ERDF L& (SoF) +—T )L (FERCT)

CO1-1: ANCABSEmBERDERBAARBRIC/NLIANFIA FETLIAALFIALAL FHEOSHVBRRITI 7S F (FLEHELVBKRRIT 7S FIRLR) OELELRE
Am? (JERCT)

Patient or population: [AAV induction]

Setting:

Intervention: CY+GC

Comparison: GC

Anticipated absolute effects” (95% C1) Relative effect No. of participants Quality of the evidence

Outcones Risk with GC | Risk with CY+GC (95% CI) (studies) (GRADE) Comments
LA 143 per 1,000 139 per 1,000 RR 0.97 64 1000
6MmA) ’ (41 to 467) (0.29 to 3.27) (1 observational study) VERY LOW "2
LA 229 per 1,000 153 per 1,000 RR 0. 67 61 1000
1 %) ' (53 to 457) (0. 23 to 2.00) (1 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) (1 observational study) VERY LOW 23
T 400 per 1,000 332 per 1,000 RR 0. 83 40 1000
(4 %) ' (140 to 788) (0.35 to 1.97) (1 observational study) VERY LOW 22
LA 706 per 1,000 635 per 1,000 RR 0.90 28 1000
(6 &) ’ (367 to 1,000) (0.52 to 1.55) (1 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) (1 observational study) VERY LOW 3¢
KEBELE (6H1AH)
N N 104 per 1,000 RR 0.52 64 000
(giﬁféﬁ% )EI“E%' 5| 200 per 1,000 (30 to 364) (0.15 to 1.82) (1 observational study) VERY LOW 2°
_ 859 per 1,000 RR 0.94 64 1000
R 914 per 1,000 (722 to 1,000) (0.79 to 1.13) (1 observational study) VERY LOW %5

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

Cl: Confidence interval; RR: Risk ratio

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

HRT, TABEDES ABEOLEENABRAICS L.
HNREEBEOEERMIEAL LGB EALLETONA DERREEEEZ T CTzd.

EHRT, TABOESIABHOLEARMEICZ . REHAMNMZELTOLRVEBECERFTDEELND
HRBEEEOEBXE AL BRI EORERRTREZ =<0

SARY M- YU TIVBARBERREDEEE B SRV,

SN =



1-13 CO1-1 #ERDFE L& (SoF) +—TJ L (ERCT Nachman, 1996)

CQ1-1 : ANCARSEMERDEREAARKICTILaaLFaA KETLaaLFaqs F+HEOS I ORRTI 7S F (FREFEESHIARIITI7ZE FNNLR) OELLLRE
Ah? (FERCT)

Patient or population: [AAV induction]
Setting:

Intervention: CY+GC

Comparison: GC

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

Relative effect No. of participants evidence Comments
Risk with 6 Risk with CY+GC (95% CI) (studies) (GRADE)
_ 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 "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 |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

BRICETAIRBEFITOVTERLGL. AERBEEOR—IXSAUT—2G L. 77 bALFHBEFTERIESA T,
2 MRHEEMEDNEERMSHEL LR OBRRRBHEZ £1= <=9,

OB R~RH &



1-14 0Q1-2 TEFTYRXFATZ7A)L*

Qual ity assessment No. of patients Effect
Other Quality Importance
L Cf Study design Risk of bias Inconsistency| Indirectness MBS considerat 58 ar peletlie B
studies SRS - SOTTE VoY +poCY (95% CI) (95% CI)
T (65 A)
. 69 fewer per 1,000
randomised . . . L 7/103 13/96 RR 0. 49 (Y= 121@)
2 trials not serious | not serious |not serious| serious none 6. 8%) (13.5%) | (0.21 to 1.17) (from 2$ewz:§ to 107 MODERATE” CRITICAL
T (1 4)
. 83 fewer per 1,000
randomised . . . Loy 9/125 19/121 RR 0.47 a0
3 trials not serious | not serious |not serious| serious none 7. 2%) (15.7% | (0.23 to 0.99) (from 2f:$g:; to 121 MODERATE CRITICAL
R (24)
. 99 fewer per 1,000
randomised . . . Loy 11/125 23/121 RR 0.48 a0
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 (REEBRE)
. 31 fewer per 1,000
randomised . . . very 25/125 21121 RR 0. 86 ®p00
3 trials not serious | not serious |not serious ser ious® none (20. 0% 22.3% | (0.54 to 1.37) (from 8$ewz:§ to 103 LOWE CRITICAL
ERHE (EfR)
. 60 more per 1000
randomised Lo . . A 113/125 | 103/121 RR 1.07 000
3 trials serious not serious |not serious| serious none 90.4% | (85.1% |(0.96 to 1.19) (from 34mZ$Z§r to 162 LOW'-9 CRITICAL
EESHHERI (Haubitz SOE 1EHI1 4 X2 k& LTHER
. 229 fewer per 1000
randomi sed very . . L 47/125 73/121 RR 0. 62 000
3 trials serioush2 345 not serious |not serious| serious none (37. 6%) (60.3% | (0.40 to 0.96) (from zéfngtir to 362 VERY LOW'23.45.7 CRITICAL
EEAHHERE (Haubitz > DML ERKS)
. 163 fewer per 1000
randomised very . . Ly 40/103 54/96 RR 0.7 000
2 trials serious! 456 not serious |not serious| serious none (38. 8%) (56.3%) | (0.49 to 1.03) (from 11e$2:§ to 287 VERY LOW!45.6.7 CRITICAL
KYPETE
. 63 more per 1,000
randomised L0 . . L 24/125 15/121 RR 1.51 000
3 trials serious not serious |not serious| serious none 19.2% | (12.4% |(0.83 to 2.74) (from 21mZ$Z§r to 216 Lo CRITICAL
EERPERE (Haubitz oDBE 1EHI1 AN b & LTHER
. 131 fewer per 1000
randomised very . . L 21/125 36/121 RR 0. 56 ®O000
3 trials serioush2 45 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)




FEBRLEHRKE (Haubitz > DRFE ZK)

. 106 fewer per 1000
randomised very . . Ly 18/103 26/96 RR 0. 61 ®000
2 trials serious! 245 not serious |not serious| serious none (17. 5% @7.1% | (0.38 to 0.96) (from 11fe1;e;ir to 168 VERY LOW'245.7 CRITICAL
B 18 A
. 105 more per 1,000
randomi sed very . : N 21/89 10/85 RR 1.89 ' ®000
2 trials serious!5 not serious |not serious| serious none ©@3.6% | (11.8% |(0.78 to 4.59) (from ZGmZ(:Z?r to 422 VERY LOW'5.1 IMPORTANT
B REEBRE
randomi sed very . . L 50/112 24/102 RR 1.86 202 more per 1,000 ®000
3 trials serjouss | N0t serious jnot serious serious none (44.6%) | (23.5%) |(1.23 to 2.80) | (from 54 more to 424 more) | VERY LOW">" INPORTANT

MD: mean difference, RR: relative risk

*  BASINEZIOOT -2 FIATETHBINTELN 127V FALIE, RICEESH L TLVREL.

L2TOMRT, WRE, TT7REE 7O FHLFEENERIESATULVRL.

Guillevin bOBARTIE, EEOEEZNAMTHL, BEHAVCHELHFRAELZET.

Guillevin 5SOBMRTITARBEEESZROA®/E, FLEEHVOFELCHFRELZEL. Hawbitz SOWRTIHBERBE L AREET SRPEDHRE.
HEBROERM S ST EFIDFHIZEENITHONTLIMELNEEFNTINS.

Gullevin 5DMETIFEELRMERAEBRRICERENHH, Hawbitz SOMETITAREEEEERICEEENHHAL, BHHBDIE
Guillevin bOHARTILABRBEEEEEROAME, FLERENVOIECHFRALZET.
PDREEEOEEXMITHLLERBOMRKRNEEZ H=- o,
DREEEOEERMTHEALGFELALLEONADHBKARMBHELZ £1- <1=H.

ARV M - U TLEDRBEREOREEL R - SV,
. 2TOWMET, JRE, FTT7REEENERIESIA T
CHREEEOEERMEFHLLGEORKAMEEZ - C-0.

gl e T R

— O

®ER~RD &



1-15 CQ1-2 Evidence to Decision +—JJL

i FE JH—FIETUR BINEIE
CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
ZTOMEIFBEIBEZAZTLNTT M ? Oz EHORMELZIETURLL Tl
Is there a problem priority? OBFbLL A
_ Oz
g FYEELHECERMEOHIBEIL, & | @8F5<(EL
g B | YERIELAE TS OlFLy
(=4
o
O—8IZIFEZ UL
CHOIETUVRADLHMNLEENE FED | OMELL IETFTURDEFMAIERENE L
BE) TEATITM? @EEIZEL —SIEFVRATAT7MILD “Qality” 258
What is the overall certainty of this O
evidence? Oh%EE FERINDEZELOVHR - EFLLBVBROKRETS
Oawn —IETVRTOT74M41L0D “Effect” #S5HB
FELHTY FALIZERETOMEEZE OFFEEHEPCESHENKEN CQ1-1 & @+,
IMZDONWT, ERGTHEEELHY F OFFEEHECESHENKE VAT VI 8F7 47— FRE [1] -(5)
ITH? OXELFERMEOCZHREN T ULV AT RESE (&3 p36 & 5) 1R
Is there important uncertainty about O KELTFEREOZHMEMNLT LY
how much people value the main OfffEEB LTSN E SN
£ | outcomes?
o
=
S | FPEINBZEELVMRIIRENTT Onnhz JH—FIEFURALIE, IVCY [ZIEF
VE | M7 O SALNE ALRALHY. FHOIK— FAREIS
$ | Are the desirable anticipated effects | OFEA BIFBEET—2IE
" S | large? Of=3 Al HEREBEEEHNOC XBEHA [DHE
58 OlgLy TOaR— FHERDERER] SR
=
HE O—BIZFERHL
W2 | sEans 2 LCALRRINENT | OLLE RO R— NFEIZH 145 B HHEDSE
L | a7 Of=RAWNZ EIZVII FIZDOWT MN2.1 EELGRLE
= | Are the undesirable anticipated OFH DORERFKFR1 (p39). S8
@ | effects small? @ -SAlLLY CY miEptE) R 7 BmIZ DWW TIE
OlF Ly VII 2D\ T 13.2.3 EXEEYR
21 (pd1) SR
O—#IZIFEZ AL
EFLOWHREFEFLLEVWIREV B Oz
RKEWTITM? Of=RAWNZ
Are the desirable effects large OFH
relative to undesirable effects? Q- SA LY
OlF Ly

O—HBEIZIZE ALY




DEESNDIERFLLGENTTIM?

Are the resources required small?

Oz
Q-SALZ

RHOBIMELRZEZIETVRIEL

VY FREETS5-80, BREETS

OF8
Of=3AlF
@F{A
O—#IZEFEZ AL
w | B2 X MIEROFE (RENALSEE Oz (BANZEIE) IVCY 4R M, B, BRTELE
B> | 5ILRY) ITERThENTIN? Of=RAL AR MIHEREFREERIHNCE HBABF [ETLT— (LT DRDH. )
% & | Is the incremental cost small O RZBEFIERE] =58 BRI CIIHRERRERNG
& % | relative to the net benefits? @/-SAlFL (1) BMEBEARE (24 8R[) BEEF [ETLT—RICHEITHIEERER]
A % OlEy MDGCH+POCY [Z &1+ 5 POCY > DA (POCY M E{fh % (BHHE) OEXS5HaARMEET S
== IVRFH S0 36.1H. 100mg/BELTIMA | A, IVCY DAREEICREEFDLELN.
O—®IZEEZRW 2,166 M. 6 MATH 1.3 5M)
@GC+IVCY 750mg/4 sBIZ&I1+5 IVCY 9D EM (IVCY
DEMIE, T> FFH5 > 500mgiE 1,254 M, 100 mgix
320, 6 MATIL 6.5EBEED-®H, $51.4 M)
(4) EHHEDNIR +
Dffi% T 2 BRAR
QEBZRTA T 2:AMAR
BEEBE~AOZEEIMATLLIN? OtEm RHOBIMELZZIETURIL Co1-1 & EHR. ABE - 44k, 138 - 23874
What wouldobe the impact on health 8T:,Si/ui§bl] &blé;% BEROBECAENRET DT
inequities? 7~BH BEtEH Y .
D ‘ Of- S AR )
43 | BEBEZHLOIBELIOISLGEELY | OBD
EBEEh3
O —HICIFEZAH LY
%21’7"%3%%%%737\7‘—7 FRILE— 8;:%,\2 RHOBIMELRZZIETURIL RERHGE S TS
[ZZITAND ne? = SALVE
Z | Is the option acceptable to key Of=RAlEN
£ 3O |stakeholders? @lLLy
35
L= O—#EIZIFE R L
BX
=
FOFATL 3 VIEREATRETT A ? Oz EHORMELZIETVRLL VI BF57 47— MRE [2] - (2)
. Is the option feasible to implement? 87‘:%/\&\“2 (P36 )R
e ERES
#a Of=53AlF
[x o [ JFqA
w2
B O—MHZIFE AL

®ER~NRSH &




1-16 0Q1-2 X@EkiRFE & CEHER

@®PubMed mHR=K

#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 (”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 |imited vasculitis) OR (small vessel

vasculitis) OR (rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic glomerulonephritis)) 14950 10:16:19
®%EH : 2015/1/12

SOEFFHHREERK
#1 (B R-PiF ek EHAREE/TH or ANCA BEEME 2/AL) or MEX-IIFhEMMAAEHIARE/TH or BAMBMNLHEME%/TH or FERMELREME RIEAZFIEE/TH or FEEAERMEZ R
BERMERAFEE/TH or BROERMERFEE/TH or IFEEERMZRME XENZFELE/TH or (BRB/AL and (IEX/TH or mE2/AL)) or (pauci/AL and immune/AL) or ARERIAE R-2RHEST
/TH or MUARBRAEERBAIE/TH or ((ZREIFRA-FEEITE/TH or ZREARK-FEEIE/AL) or (ZHBIIRK-FEEIE/TH or #EEIMELREARL/AL) or (ZHRBARL-FEEIME/TH or EEIEZRMEH
B2 /AL) or (ZEEARX-FEEIME/TH or FEETTESIAREIB % /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LY F< b—FTR-25#/TH or 25T T~ b—FTR/AL
or Goodpasture SE{ZEE/AL or &'y K/RRF v —iEl&EEE/AL or (IgA/TH and ‘& #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (B K- ERHERE EHARREE/TH or ANCA BESEME 2¢/AL) or MEX-IIFhEMREHARE/TH or BAMEBMNLZHRMEKX/TH or FERMELRME RIEAFIEE/TH or FEEEKMES R
TRMERFIERE/TH or SHRMEXMERZFIERE/TH or IFEAIRMLRME X MHAZFIERE/TH or (BIRBE/AL and (IE#/TH or mE%/AL)) or (pauci/AL and immune/AL) or RERIAE 2-2RHEST
/TH or MARBRAEEREALE/TH or ((ZREIBRAX-FEETME/TH or ZREIARK-FEEIE/AL) or (ZSHBIIRK-FEEE/TH or #EEIMELREARL/AL) or (ZHRBIMRA-FEETME/TH or HEETEZ RMES
B2 /AL) or (ZHEARL-FEETME/TH or #EETMESNARFEIBE % /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (LY T b—TRX-2&%/TH or £5H¥ T T t—TR/AL
or Goodpasture JEIREE/AL or 7w F/NRAF v —yEIZEE/AL or (IgA/TH and Mm% % /TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
# (RD=AZTF 1T R or D=5 4 LILLLEERER or RD=#3 > & LALLLEEAER or RD=LLEIBRZE or a7R— FHE3E/TH or EFIIERHAZR/TH) and (CK=& k and (CK=m A (19~44) or CK=rh%F
(45~64) or CK=E#5& (65~) or CK==#5& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=IRZEi#%3X) and (LA=HAX:E) 72, 640
#5 #3 and #4 23
#6 ((Cyclophosphamide/TH or Cyclophosphamide/AL) or #D0O< 4 ORAX 77 = K/AL) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or &4 O7RRX 77 = K/8LR/AL) 20, 138
#7 #5 and #6 6

®%A :2015/1/13



@CENTRAL &%=

#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
|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

((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
#®%H : 2015/1/13
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PubMed S 54 E L 1=
XEkE (n=54)

EhEADEE L
Xak# (n=6)

CETNTAL ™ S4FE L 1= ZDMOIERIEL 5BM
Xak# (n=25) L =X@ksk (n=0)

l

l

SEHE TR L
XE# (n=1)

EEHE R R DO SCEREL (n=64) (EEXHk 20)
A== 5 L=k > BRoh L =3T3k
(n=64) (n=51)
WEAE 1 % 5140 L 7= & 3RS0 BRS L 1=2 R
(n=13) > (n=9)

V

BHHEICHAANT-TES
(n=4)

v

ENHEICINA =R
(n=4)

<B&R5VEEH >

AERLEEBIE TIEALY (n=3)

c R—RSAT—R2HL (n=1)
PHAEEEE-ST (n=2) *

- I/CHREEZEFL-ET (n=3)

*1 3k (Gayraud M, 1997) [TEEEL\EhHE LT
NT—2 BB NT RS

®ER~RLH &



1-17 C01-2 Z7TR 5% +T—7JL (RCT)
&de Groot K, et al. Ann Intern Med 2009;150:670-680.

HEBTYA SHEHA— TS AURCT kB EEEETELLERTAYSE (FOYIY4X=0)

12BRMEER E A F2 a0 42 fEER

FIRIZEZEr S iz GPA, MPA, RLV

21 1992 £ Chapel Hill 5 %BIC# L, EWAS HARICERA I h-ZHrEHE
FHMOERICLIBRENDEE TRRO—DOULERLTILO

;& creatinine>150umol /L [>1.7 mg/dL] /D <500umol/L [<5. Tmg/dL]
ERICKDERMERBKATROIHRA

FRIMIKAAEEF-ILMmER [>30RBC per hpfl+EBFR [>1g/d])

0 & # O #AKEFT R +ANCA 514

HHANELE
(EWAS B DR E 3 N IEFCHE)

L~

MORMUBCREREDOHT

HBV, HCV, HIV @k

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

IR

18 mARmE = 80 i

S ol e

GC+IVCY 2 (n=76)

IVCY (15mg/kg) 2 -BREIFET 3@, ZFMDi& IVCY (15mg/kg) - IEMRB9FEO CY /LR (bmg/kgxEHB 3 BE) % 3BARIRTERZRER 3 N A E Ttk
GC+POCY  (n=73)

NAHEE CY (2mg/kg/B) #ERIFEFTHRE, LIk 1.5mg/kg/BIZHZ L T 3 H Ak

WIh 3 56 - BHEECRENE

mELHLEOTL K=V DU E¥EAE Img/ke/day THAL, 3SMNBZETIC 12.5mg/BICHE, 18MAETICmg/BETHE.

= CY AEAKRTHRLUNR, BEM#EFEEIELTTFYFFATIY Qmg/ke/B) 18 MNBETHEA.

B 18MA

Remission : BVAS ¥R EIXEBEL-IEBEALGC, HRMEEHMHREEE 1 LT (BVASL).
B, BRALEDER Major relapse: BVAS D EE[HIF/EEEEZEZHNTHRENFTHMOERICKIY —DULERFIIHE
Minor relapse: BVAS @ LEZLISNDFRREAS, FEHEMERICL Y DG EL=EDUEBRFELITHE

SRTORAT7 7 +H LA

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

ERBE (BfE) -3, 6, 9, 12, 15, 18 A
ERAHHERT - 18 A (HERHMLEK)
RKEPAELE:3, 6, 9, 12, 15, 18N A
EEREERE  180A (HEBRIHMLK)
£ Q0L (SF-36) : AL

B3, 6,9 12, 15 18HA

FHERIREE T ) kA L
& ETHA e 1

Noak~wLh




SMEDEE (FHELE)
SmEDERKEBERNR

BREEEDEE
(RR&EHNIT)
BRE (Cril) BE

ZTOHDT I ~H L

1.

TN~

— O

BREZERRE (RO Primary outcome) :9 M A E T:EHA (K-MBh#R)

HEGR:0, 1.5, 3, 4.5 6, 7.5, 9, 12, 15, 18 A A

BVAS a7 :0, 1.5, 3, 4.5 6, 7.5, 9, 12, 15, 18 A

CY L PSLORE®RE=:3, 6, 9, 12, 15, 18 ™A

CRP (g/dL) : 0, 1.5, 3, 4.5, 6, 7.5, 9, 12, 15 18 »MA

BEEER (2HBTOEEH, TEY—FH

BmMEGED (RERITRELLZIEY—F#, S, SHEREL-EFH, VEREF TOHM)
WREEE GEEEZED)

R E B FAE F T DOEARM

BA2OAEEZROLYBTRIE LB

HEPRIE, IFHEEEREE, REE, AZA ICHT B8R, BHKE BMHES HhoEERL 8K OWE s0oFE, DOEARD L, HER
F 2 (FREB AR AR

Tty [E#(EE] Pulse® 56.5[15.3] Daily oral # 58.2[13.7]

Pulse 8 (n=76) Dailyoral 8 (n=73)
GPA 25 33% 31 42%
MPA 38 50% 33 45%
RLV 13 17% 9 12%

mES L7F=y (mg/dl, Fty [HZE#R=]) Pulse® 2.55 [1.45] Daily oral B 2.51 [1.36]
HETE GFR (mL/43/1. 73m?, £ty [{E#{R=E]) Pulse B 38 [27] Daily oral # 35 [21]




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

HERTHYA CYCLOPS tE& (de Groot K, et al. Ann Intern Med 2009;150:670-680.) MDREALRTHZE

FLREE 12BRMERE A F2 a0 42 %

HAANEE

(EUVAS S50 43 5872 & 4, s £ 5080 CYCLOPS FRER IS L F=iEHI D RIBE T — 2 bMF o M= FEF

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

TATE EE

B FR{E4 34 (IQR, 2.95~5.44 £).

Remission : BVAS MEFRBIRFIFEELF-EEAL (, FHHEMEEHEHREER 1 LIT (BVASL).
B, BRLGEDTER Major relapse: BVAS D EEHAFEEEEEN TIREINFEMEMERICIY —DULERELITIHE
Minor relapse: BVAS @ LEERLISNADFREEDS, FEIMEMERICKYLEC EL=ZDULERELITHE

SR TCOEATI FAL

B $980 MAETOH KNSR ; 0, 20, 40, 60, 80 MB TOHILT-H & EREGEHI 2
ERRE (EfE) - Gl

EESHHERT : G L

REPBFELE  BEYRERK

EERLERE  SiRNESR

£E Q0L (SF-36) : &z L

. B HB80MNAETOHKMERER ; 0, 20, 40, 60, 80 MA THOBEMREL & BREEHIZ
OMDT o FAL

PR3-, MPO-ANCA BIDE : $980 AHETHD KMeh#R ; 0, 20, 40, 60, 80 MA TOEMREH (BEHBATOEHREHAHA)
REERBATOMEILT7F=

1I8MAEBA-RATOA FAEBEDHM

18 WA Z#BZ 1= Anti—proliferative therapy M HAR
BL2OEEEROEHMTRIE LB

o EHIEE ODMEREE MOERE, FIRmMEE, FHERRE B

FHERIREE T ) kA L
& ST B A

OO NSO =

SMEOEE (L) Ty [BERE] Pulse # 56.5[15.3] Daily oral 8 58.2[13.7]

GC+IVCY B : SAERBASAES 76 ], SABETIE 6961 (7 BIAEHMETAE)
SIE O EREAEENR GC+POCY B : SAERBRAAHS 73 I, EMEETIL 6541 (7 FIARMBERE 55 | fIANEPA THo- OB BEFEFAOEBEEARTIVTIE
B

mEFY L7F=> (mg/dl, E[1B#FE])  Pulse B 2.55[1.45] Daily oral # 2.51[1.36]
HESE GFR (mL/%/1.73m?, Ey [IBARE]) Pulse 8 238[27] Daily oral # 35[21]

BRE (Cripl) BE




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

HBRTHA | RCT (#&2 [GPA or MPAITRERIE)

FRERE [

@aAn e GPA : ACR1990 criteria+ (cANCA FE1=(XEIZFIEERIE)
= e . - MPA : (Pauciimmune GN FE7=ILIERZFIEMEH/NIME 2¢) +ANCA
1 * R s
(EUVAS IR 75 £ b B [ER2 ) Renal involvement in GPA or MPA : EHR+MmFR

PRV EHE 18 meskim, SR, HIVRRZE, EMES 1| FLUERIALMEFI L7 F=2>200umol/L, T Y —RIIC10 AU EMREREEL

GC+IVCY 8 (n=22)
4 JERAFET IVCY (0. 75g/m?) TEMEEER 12 A A T THEE, 6 HhAEMHHERE S ANCA A 64 fERFETHNIEPIE. ANCA A% 64 ELLEDIHZEIL, 64 5K
WEBEZM2MABERE MR SANIEDIE. 12hATERICEL B ITAIEDLE
GC+POCY & (n=25)
NTABE #[E IVCY %2 10 BB M5 CY ##F0:EA 2mg/kg/ B TEMEER 12 A E TG LR4HDABEIZ25% T DEfEFLL. FPEkEICk Y R=RE.
&KX 1 E%5£(E 3ng/ke/B
AT AA FAEIL mELEH mPSL 0.5¢ # 3 AR (Dayl-3), LEJL K=vAay Img/keg/B% 11 BE. LEREE.
AEBR 6 MABICIX12.5mg/BE TRIE.
(BENBEX) 1mg/BF 2T HALIZO0mg/BICHDETHE. ZDR, dmg/BT DEILR—XTR=E. 15mg/BXREMN 5 2.5mg/HT DEE.

EZHAR Ty (AZ#E{RZE) Pulse CYCEE 43 (12) » A, Daily oral CYCE 37 (19) MR

BfE : BVASS1 BRIFEMEDHKITME Cre D EFAG <, FRMBRAZAHE
B BRGEDER BB  AELLVRBOETELEZEFS AL GERBFHEOMS, BEHEOREL
B ARBILEET ARBEINICIIHBRREF-IBIEEREHY

SR COFEA7I FAL

L CYRETDRTH, TV RRAY FETOIREH, AEMIB2ER 3ERORT

ERHE (BEfE) 120 AURICERICE > =

EESHHERI : Toxic event—free survival (EfERSEE, BMEKED, /MREADENZONER) OK-NEER 12H0ALR) 55 0OHFE
RPELRL  2F1% 3&E#

BEERPERE . 2HMICH T 555

B & QOL (SF-36) : SF{f7: L

. BB BRABLZ<OBREH

D/DT o AL

FHERTRETR T 0 b A L
& FTH{BF A

R I

1. CYIREE: 1HhAHLYDCYKREE ZERESEDOTHE ZERE

2. TJLEREZVUEEE:3 6, 9, 2MhADOFHE, EEFE

3. FEBMAITORERIBE, CY ARKTHEOMF Cre fE

4. GREFREFSEFE, BRI GIE

5. WBC<3000, Lymph<400, PLT<80,000 #—E Tt FE L1=fEHIZE

6. ER, MEHZ3RLI-EHK

7. FSH: &¥Ew@il, 3MA, 6 MA
SMEOEE CFHLEE) T8
SNEDEREEANR Pulse # GPA 11451, MPA 11451  Daily oral # GPA 1145, MPA 14 5]
BEREEEDIEE GEHEHNIE) BHAEEIET Pulse # 23451, Daily oral # 20 4|

GC+IVCY & 10 X Mni&:EHT, 12 BlIEIESEHH BB DOMmE Cre Mean 3. 71, SD 1. 66 (mg/dL)
BmE (Cr 2 &) 1BE 5% Cre>1.0 mg/dL 10 45l

GC+POCY B 11 BT MiREMN, 14 BlIFIEFEME]  FFEHHIDME Cre Mean 2.89, SD 1.63(mg/dL) 5% Cre>1.0mg/dL 12 )




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

HBRTHA
FLREE

HAANEE (EWAS JmEDFELED
HIFEEHE)

PRoVESE

TAFE

B

R BRGEDER

FHERTRER 7 0 b A L
& ST R A

PER 1EUR, BEFEETO CPADS B TEET N THEEYT

o I5FmUE

o LZHIGA(EELLHERZMHVENT £/ M DEIE/DDORPNMH D) F-EEELHBEZTOEROBBROIR I DHHE—[HEES
ZHY % GPA

o AMFTR (REMAFEMMERFIIAFEMRELMERESAFEERE & BRREERREETR)

EEAGL

2EHI~DMEEE - mPSL /LR (15mg/kg/B 3 BRE) #%, IVCY 0.7g/mZE 1 mETL K=Y Img/ke/BRAA.

GC+IVCY B (n=27) : #)HA:AE#% 3ARMET IVCY (0.7 g/m) TEMINER 12 M A ETHE, LRI BRRETINE-SERIRTINA, 6-BRRETRE
Fth%k 2 FBFTRE. FHERHOBTHEICLYBERES. BRI EREEE1 g/m

GC+POCY & (n=23) : #MIEAREDMIE IVCY % 10 HEN 5 CY Z#0:EA 2mg/kg/ B TEMEER 12N A ETHE. U4 AEZIZ25% T DEEF L.
FohEkEIc & Y AERAE. X1 EHREE1E3 mg/ke/H

ATARA FBEE mELLTLEZVY 1ng/ke/B% 6:8M[, URERIZHNIE, 2.5mg/BF D10 BT LIZHHAREENEEIZLIETHE. M
HEOFE % 3 ARBEER, 20mg/BETRLR—XTHEZ. 20mg/BXRFMN S 10mg/BETIE Ing/BF D14 BT LICEHE, 10mg/BRETIE 1mg/BT
D1IANAZEICHE.

I (FZ#E(RZE) Pulse CYCEE 30.6 (16.7) A A, Daily oral CYCE 24.9 (18.8) A

B 25RELIREL, W ICEHF-TRBFLEEROHBEN G, FLEE (BREELZL), MOIV M —KICBEEEZET S0 TEBERELE
DOFRAREFIHEMERIZHD &

BAER  [BRHEGHERNRE, XEEAICHYREEEEIREERICHI L.

BERAK AL SKEFHUOFENFEONGL, FEBERELLHEE R, SR

BR W ICEPERLEEEEMROHBRE-TBR

SR TOFEAT7I FAL

1. %1 :6MH,H, Long term (6 ™A LI§E~Final), Final

2. fERSRE (EfE) - 6 »A, Long term, Final

3. EEAMERDT: EE - FEEORICET IEEHLL
(7) —DLLE®D” side effect” %3k L 1-fEHIZK
() CY IZEAE L1=" side effect” 41 N> h#k: HIMMMERER %, transient aplasia, AR, MER, dysmelopoiesis
() AF704 FIZBEELT" side effect” 4R M #ERKE &KNE, BiRE#S BHEE
(T) BEL A VICEELT” side effect” A4 A MU BdiE, BREE, BIRELE

4. KHPEFL:6HA

5. EERLERDE . FE - FEEORIICET HiE L < AH
(7) BEIERA R M
(1) MEMEREEEA AN M MEMME, BE H7—T7I/)VEMIME, BRS¢
("9) YAIIWARBREEA R MY BRAEBS E1=1% CMV B 5E, Papovavirus multifocal leukoencephalitis
(T) BAIRBEEEAANY M 2 —FRF R, BEHAVSHE

6. S£FQ0L (SF-36) : FTffi%s L

7. B : Long term (6 MALIF~Final)




SMEOEE (FHRE)
ZInE DERERBAR

BREBEDEE GE&HHNID)

BRE (Cr i) BE

ZOMDT I rhL

1.
2.
3.

CYREE : 2HMORBERSEDTELRERE

TULRZVUEEE  DHR5E | FROBRSEEOTHELFRERE
R LWIh b £ HM

(7)GPA BHE : fffatimm, BX 2, ZRHFFE

() BREEME : 2 —FRAF ALK, #MEMEMA, Papovavirus multifocal leukoencephalitis, ERMfEMES 3 V4

(7) Z0fth - B3, fxHm

Ty [BERE] Pulse 54 [13] Daily oral 8 53 [15]

2145 GPA

GC+IVCY B 22/27 (81.5%)  GC+POCY B 15/23 (65.29%)

iy [RERE] GC+IVCY 8 252.4 [283.9]  GC+POCY # 182.5 [152]

®EXR~RS ¢




1-18 6Q1-2 Y R%Y = /N4 7 RFT—TJL(RCT)

IEASEIOLETE TR Risk of Bias ZDith
Pulse | Pulse Daily |Daily oral . Z Dtk INA TR
ToRhA | EEE- | AE | AAFE |OCE| OCE | oral | ocE |mus|mysy | SRR TEEAN G ween | TUEPR ) 7z DAL b -
DiELHE #|EE | (RCTY) (MBS | SEH (AU R CCE | AADE | | ORSW PSS SF ) OB FokaL | Do | (REEBRGL - (highd &= "
| R | REGIK | EIK = = EAERAR) HEZEH)
de Groot K AT R4 R
B 2009, ATIZ IVCY (#2
6 mA) Fermer L RCT 0 Pulse &) 76 3 13 1 Low Low Low Low Low Low Low
2012) & POCY
ZF04 KN
®r- |Guillevin L Loty WO () BEABERLERE
6 mA) 1997 RCT |#&E#, RXFO| 27 4 23 6 Unclear| Unclear Low Low Low Low High I=HEREAHBELE
1 FEERATIZ HERP L.
IVCY & POCY
de Groot K AT 04 R
B 2009, AATIZ IVCY (#2
A ) ey RCT O Pulse 4 &) 76 5 73 9 Low Low Low Low Low Low Low
2012) & POCY
AT AA KX
- |Guillevin L Vo, I |8 EEGEFRLBRE
a4 &) 1997 RCT |#&k5#%, RXF0O| 27 4 23 1 Unclear| Unclear Low Low Low Low High IcHEREMNHELR
14 FGRATIC HEER P IE.
IVCY & POCY
Per protocol THEHT &
2504 KX T, REERFRE
. h _ e POCY :3 f5I3ET:,
LA Haubitz M JLR#%, RTA . : TORE - 158 Y filE
a &) 1998 RCT 4 REETI= 22 0 25 3 Unclear| Unclear Low Low High Low High DRfi L. AREEE }O?IIIB;)’SE to
IVCY & POCY EERCHELENE P
BA L RHAER P IE.
de Groot K AT 04 Féf
T 2009, ATIZ IVCY (#8 18HMRADT—4
2 %) o] RCT O Pulse &) 76 5 13 9 Low Low Low Low Low Low Low £imm
2012) & POCY
7.l = I G VA
L (Guillevinl e FHLEIER L BRE
O &) 1997 RCT |#&E51&, X7AO| 27 6 23 10 Unclear| Unclear Low Low Low Low High ICHEEREHLHEBELE
14 FEEATIZ HERPE.
IVCY & POCY
Per protocol TfEHT &
2504 K% nNTWd. REBEERFRFE
B Haubitz M JLAR%, RT0O . : TORR%E - T8 Y g
© ) 1998 RCT £ FEETIZ 22 0 25 4 Unclear| Unclear Low Low High Low High DRES L. AREEE
IVCY & POCY ERRICHEERELF
BA L RHER P LE.




de Groot K AT 04 Féf
T 2009, ATIZ IVCY (#2 BHILABRIRE
(BAREREERS) | (Harper L RCT 0 Pulse ) 76 13 73 13 Low Low Low Low Low Low Low DRI
2012) & POCY
AT RAA RN EHERREAM:
T Guillevin L JLZ, 1VCY1 [q] EELGEMEREERE (IVCYE 30.6x
(BAREREE) 1997 RCT |#&E5f&, X7A| 27 9 23 10 Unclear| Unclear Low Low Low Low High ICHEEREHLFIEALE |16.7HH, Daily
AR 1 FHRATIC HER L. oral CYE 24.9
IVCY & POCY +18.8 A
Per protocol TS
AT AA RN NTW3. ZRBRFRE|FH (SD) BHEH
LA Haubitz M JLR#%, A70 . . TOR%E - FTH5 8 Y HlE| R - IVCY 43 (12)
(B ieERES) 1998 RCT £ FBRTIZ 22 3 25 4 Unclear| Unclear Low Low High Low High DR L. RS | A, POCY 37 (19)
IVCY & POCY EBRICHERLENY DA
BA L RHAEER P L.
de Groot K AT A4 FBF RNEE - T 7IRHENS ,
R _ R AT HEBISkI T
ERRE 2009, FITIZ IVOY (58 , : BiEShTLEL. 7Y et
(B e 1L RCT 0 Pulse 48 76 61 73 58 Low Low High High Low Low Low b AEEE A SR ;F:}b,uﬁﬁﬁtu
2012) & POCY ENTLAL. ‘
FNEE - T TIREELNT
AF0O4 K BRIEShTWWEWN. 79
. . . JLA, IVCY1 @] kA LEHEE SNSRI
Eég{f)% G”"1'geg"7'” L Rt |wE# zx7o| 27 24 23 18 |unclear| Unclear | High High Low Low High ShTUEL. BEELE
" 1 REATIC EREBREICEER
IVCY & POCY EH 8 L B H A ER
1E.
SNRE - 7T IREENT
BIEShTWELWL. 7 o
bh LEHEEAERIL | ol o0
ZFA4 K< EhTULAEL. Per e A J
fEIRTE | Haubitz M LR, ARTH . . : . protoco| TEREFTENT i .
(B 1998 RCT £ FEETIZ 22 22 25 21 Unclear| Unclear High High High Low High WD, REEESETO g(%ﬂiu]iz?])?agw_g
IVCY & POCY BE - TR U BIEDR| e
ol camREm s | C BRHATO
RICHEBLENHBL (T
BHER L.
de Groot K 2704 K NERE - 7T TIREELNT
EEAHE 2009, ATIZ IVCY (#2 n " BRIESHTULEL. 7
e e 1L RCT 0 Pulse ) 76 19 73 31 Low Low High High Low Low Low b AEEEAE R
2012) & POCY SN TLVELN.




HNERE - T 7 iRIEENE
BiEENTLVEL. 72
b LEHEE N ERIE

ENTLEL. EEAH

A [ T3 GARBER || i
EEAHE (Guillevin L AT e S AN IS
A RCT |#&E1&, X7A| 27 21 23 23 Unclear| Unclear High High High High High > - 16.7 A A, Daily
FIR 1997 . _ 3. #H16HD 12 2D FH PCP
14 RBEATIC A oral CY®t 24.9
IVGY & POGY F0HY, WINOBD 15 8 mA
TR SEREATREA. [T
EELGREREBRE
ICHEELGENHIBALE
HEER P IE.
NEE - T TREELNT
BiEShTUWiL. 79
kH LFFHEEAERIE
PE-PAIT iﬁ;gl\&fbﬁ:ﬁﬁ?ﬂr Table 1 &
EEAGHE | Haubitz M JLR#%, AT0 . . : . . o~ e o | TOXiC—Tree
e 1998 RCT 4 R 22 7 25 19 Unclear| Unclear High High High High High ;‘f’. Efd)iﬁﬁd);ﬁ survival curve A
IVGY & POCY BUL AHMBEEAR .
BEETETHREED
HOEN. AREEEEE
FRICHEELREHNHIA
L R A BR .
de Groot K ATFaA K
2009, AATIZ IVCY (#2 . XNEE - T TREELT
REPELRE (Harper L RCT O Pulse 48 76 10 73 8 Low Low High Low Low Low Low b = h TR,
2012) & POCY
ZFA4 E/R HNEE - 7 7IRHENT | BN
Guillevin L JLA, IVCY1 [m] BiEShTULAL. EE|IVCY B 30.6t
KEPETL 1997 RCT |#&Et#, RXFO| 27 6 23 1 Unclear| Unclear High Low Low Low High HEVEREBREICH [16.7 M H, Daily
1 FBRATIS BERENFIBA LR |oral CYE 24.9
[VCY & POCY E&chk. +18.8 A
NEE - T TIREELT
2704 R BIE SN TUVRLY. Per |TF2g (SD) 122 4R
- Haubitz M LR, A70O : . : protocol TSN T |fE: IVCY 43 (12)
KEPET L 1998 RCT A PRI 22 8 25 6 Unclear| Unclear High Low High Low High W3 ARESEAZES |mH, POCY 37 (19)
IVCY & POCY ICEERENHBALE A
HEER P AE.
de Groot K 2704 FHf NEE - T TIREELT
SEREE 2009, FATIZ IVCY (& : . BIEENTULEL. 79
%1 Fermer L RCT 0 Pulse &) 76 7 13 10 Low Low High High Low Low Low ko LS AR
2012) & POCY SN TV,




ARE - 7T IRBENE
BlEEShTUOAEL. 79
b h LEHEELNERIE

ZaAa—FVAFR
fifi ¢ (& IVCY 3 51

iznm&ﬁ@ ShTLaL. BEORE| (11.1%), POCY 7
BERPGE (Guillevin L e - . . . . EHLBARETALY. FHD|HF (30.4%) T
38 1997 RCT ?f}iﬁﬁir:ﬂ 27 11 23 16 Unclear| Unclear High High Low High High 12 207 PP FHds Y |EIE28ART: 1VOY B¢
IVCY & POCY ZNSARNFAOEN (306167 A,
EH. EELEIER & E|Daily oral CY £
HE|CHBHENHIE (|24.9+18.8 MA.
L R HABR L.
NEE - T TIREELNT
BRIEShTWEWN. 7
b Sl = I O VAN b H LFHEENTIRIE [Table 1 &
EERLIE | Haubitz M JLR#%, AT 0O . . . : SNTULVELY. Per Toxic—free
%1 1998 RCT £ FBETIZ 22 3 25 10 Unclear| Unclear High High High Low High protocol TRHFENT |survival curve A
IVCY & POCY W5. BEBEEESER|LFTE
ICHEELEMNHEALER
HEER P AE.
de Groot K AT0AA R NERE - T TIREELNT
B 2009, ATIZ IVCY (#2 . ] BRIESA TV, 7O |2EMBITEREER
(18 mA) | tarper L| 7 |oputsesmn) | Y U3 o4 4 Low | Low High High Low Low Low FHLEEELN TR |EREGK
2012) & POCY SN TV,
FNEE - T TIREELNT
BiEShTULVEL. 7o |IVCY BIEAXH
=0 AFAaA R kA LEHEFEAERIE (121X 9 A LAIC
* | Haubitz M LR#E, 270 . . . , SRTUAL. Per |22 fISHIERE
E;LZ;%E;#) 1998 RCT £ FEETIZ 22 8 21 6 Unclear| Unclear High High High Low High protocol TR &N T |58, Table 3 ©
BB s IVCY & POCY W5 AEBREFEEER (1L IVCY (h=20) &
ICEELGEMNHEALERE |E#
HEER P L.
de Groot K ATFaA K NERE - T TREELNE
B 2009, FATIZ IVCY (2 : . BiEShTUWEL. 77| 2EfBITERE
(BeEEs) | tarper L| O [mpusesm | O | 30 o 15 Low | Low High Hign Low Low Low M LAEEES SR REELN
2012) & POCY SN TULVEELY.
SRE - 7 7IREE N F|sustained
XTFAA KN BRIEESNTULVELY. 7ro|remission 248
B Guillevin L JLZ, 1VCY1 [ F O LEHEELNERIE |L. FHSREAM:
(E%ﬁ‘ﬁﬂ#) 1997 RCT |#&E#%, XF0O| 23 12 17 3 Unclear| Unclear High High Low Low High SnTLEL. EELEIIVCY #  30.6+
AR 1 FHATIC EREBRERICEREL [16.7 M8, Daily
IVCY & POCY EH B L B HAEAER S |oral CYEE 24.9
1E. +18.8 A

®ER~RD &




1-19 CQ1-2 YRY - A FRYIN—ETS
#C01-2: Risk of Bias ® ZET=

2 (RCT)

. 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)

®  ©®  ® |othernias

@® | @ | @ | 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%

.Luw tisk of hias DUncIearrisk of bias

Bl Hioh risk of bias




&€CQ1-2: Risk of Bias B fEkahE

(B

de Groot K 2009, Harper L 2012
Guillevin L 1997

Hauhitz bt 1993

w . Random sequence generation (selection bias)

- . Allocation concealment (selection hias)

® | ® | ® | Giinding of participants and personnel {performance hias)

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

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

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

® ©® | ® | otherbias

Fandom sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
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€CQ1-2: Risk of Bias & FHEBEFZL
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€CQ1-2: Risk of Bias @ EEREFERIR

e Groot k2009, Harper L 2012
Guillevin L 19497
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€C01-2: Risk of Bias & H#

. Random sequence generation {selection hias)

de Groot K 2009, Harper L 2012

@ | Allocation concealment (selection bias)
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1-20 CQ1-2 Z# LR +FOw k(RCT)

€C01-2: I+ LR FTAY I REE
e (6 hA)
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 K 2009, Harper L2012 (1) 3 T T T3 428% 0.41 [0.11,1.53] =
Guillevin L1997 (2 4 27 B 23 aT2% 0.57 [0.18,1.77] L
Total (95% CI} 103 96 100.0% 0.49 [0.21, 1.17] —ee
Total events T 13
Heterogeneity: Tau®=0.00; ChiF=013, df=1 (P=071); F= 0% "1 0z 0's 3 z 0

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

(1) B TS AR DI AT
(2) B TS ARG oD fRIRT

GC+IVCY DA MFETELMEL

GC+POCY M A M FELEERAMELY

GC+IWVCY 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 b 2009, Harper L 2012 (1) 5 TE 9 T3 490% 0.53[0.19,1.52] i
Guillevin L1997 () 4 27 7 23 44 6% 0.49[0.16, 1.46] L
Hauhitz b 1998 {3) 0 22 3 25 6.3% 016 [0.01, 2.96] 4
Total (95% Cl) 125 121 100.0% 0.47 [0.23,0.99] —eosil——
Total events 9 149

ity == : == = = CR= I } } f } |
Heterogeneity: Tau== 000, ChiF=0.99, df= 2 (P=074), F=0% 01 o= o5 2 : 10

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

Footnotes

(1) EREY| 37 S FERRASEFE RIS
(2) BN 37 FERAAS BT RIS
(3) B Ji s Rhs e ERIET.

GC+IVCY MAMFETEERAVEL

GC+POCY DA MFET=FAMELY



Testfor overall effect: Z= 064 (F=0.92)

Footnotes

GC+IVCY M AMFETERAEL

GC+CY 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 Groaot K 2008, Harper L 2012 (1) il ThH g T3 3T 6% 0530019, 1.582] L
Guillevin L 1997 (2) 4] 27 10 23 AT 4% 0.51[0.22,1.19] L
Haubitz W 1998 (3 0 22 4 25 5.0% 043001, 2.21] 4
Total (95% CI) 125 121 100.0% 0.48 [0.26, 0.92] —alli—
Total events 11 23
Heterogeneity: Tau®= 0.00; Chi*= 0894, df= 2 (P=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 DA D FETEAELY GC+POCY M A M FET-ZFRAME LY
Footnotes
(1) B 3is RS i DRI
(2) BEY dis R RRhsigDE (S
(3) BEY Lis RS esaE (RE.
RRBRE
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 {2 9 27 10 23 43T% 0.77 [0.38,1.58] —
Haubitz b1 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% 1 0= o 7 : o

GC+POCY M A MFET-FAVE L

(1) ERESEARS (SRSl [F93{il ¥ 4.35F [2.95-5.44]. Harper LADERITTERAZ U2 EGPANR (180 ALIFICZIES, POCYREY E &%

(2)ERZEARE (FHa-REERED
(3) EREEEARR (FOHAREERED

: IWVCYEE 30 6+16. 75 A, POCYE$ 24 9+18 8+ H
: IWCYE: 432124 A, POCYEE 2492188+ B



€C01-2: 7+ LR +Fay b ERKE ER)

fE RN E (BR)
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) B Th F4 T3 A61% 1.01 [0.89,1.13] ——
Guillewin L 1997 (2) 24 27 18 23 161% 1.14[0.88, 1.46] =
Haubitz M 1888 (3) 22 22 21 28 27.8% 1.18([0.98,1.42] =
Total (95% CI) 125 121 100.0% 1.07 [0.96, 1.19] il
Total events 113 103
Heterogeneity: Tau®=0.00; ChiF= 237, df=2 (P=0.31); F=15% i i ! i
Testfor overall effect: Z=1.30(F =019 07 . D'E? 1.2 . 13 .
GC+POCY M AL EREMNR LD GC+IVCY AL BERENR L

Footnotes

(M9 AE T EEREETESEE,

(2) 60 A EAET ES L. TAT JPartial remission® &3,

(B2 AE T ERRERT ERES. WCYRTIIF03. 6/ A (29 AR . POCYRETIIFH4 10 A (1,512 ARy THEESDE.

€C01-2: 24 LR +TAY I+ EESOHHERE
EESOHERT] Hawbitz SOME 11 4R k& LTEN

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% Cl
de Groot K 2009, Harper L 2012 (1) 149 Th ) T3 3N T% 055 037, 0.94] —
Guillewin L 1997 (2 21 27 23 23 44.4% 078063 0.497] ——
Hauhitz b 18993 (3 T 22 149 28 40% 042022 080 Ll
Total {95% CI) 125 121 100.0% 0.62 [0.40, 0.96] el
Total events 47 T3
Heterageneity; Tau®=0.10; Chi®= §.46, df= 2 (P = 0.04); I*= 69% IIJ 5 DIS é 55
Test for overall effect: £= 214 (P=0.03} N N . .
GC+IVCY AN EEESBHEMN DT GC+POCY AN EEESHHEMN DT LY

Footnotes

(118 AR EERETR SO~ 2 F TR

(2)/EEREEETER SO ~ L FE TR, RESHARE CPOoBHERED ¢ IVCYEE 3062167+ A, POCYRY 24 91188+ H.

(3 EfiEEs ARESEFE L EERSE. O L FETESRR. (R (CFHAEERE  VCYBE 43212+ H POCYR$ 24 04188+ A.



€C01-2: 4L R +TOy b EESHERR

EESUHERSE (Haubitz & DFHEZEEMN)

GC+Ivey 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 ) 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.2 Elfﬁ ﬁ 5'

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

Footnotes
(118 AR EESTERO-( ~ 0 F TR

GC+IVCY AN EEESBHHEMNDIZ LY

(2)sREERT BRI~ TR, IR CFHR%ER=Ey @ WCYEF 206+16.74 A, POCYEE 2492188+ R.

€C01-2: 4L R +FAY ¢ XKEBEFL

GC+POCY AN EEESHHEMN DT LY

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% Cl) 125 121 100.0% 1.51 [0.83, 2.74] e

Total events 24 14

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

Test for overall effect: Z=1.35(F=018) 0.1 0.2 0.5 : g 10
GC+IVCY DIFES A GC+POCY DIF 5 A
KB EADE KEBER 2D

Footnotes

(1) SREEEARD (TP Mol Mgt 435 [2.95-5.44].

(2) $REAR (FH9HBHEREY ¢ VCYEE 3062167y B, POCYE$ 2404188+ B
() EREEHARE] (CFHaLARHERED : IVCYE 432120 H POCYE 249+188+5 R



€C01-2: 4L R +TOy b EERPERR

ERREERE  (Haubitz 5OWHZE 1EHI 14N> k& LTHE
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% Cl
de Groot K 2009, Harper L 2012 {13 T Th 10 T3 M.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 M 1998 (3 3 22 10 28 13.58% 0.34 [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% "1 03 0% 1 : 10

Test for averall effect: £=2.66 (F = 0.003)

GC+IVCY DIF S A

GC+POCY MDIF 5 A

Footnotes BERLEENDL BERLEENDT
(1) 18 AR EEERED -~ FE
(2) EREEET R RO, IREER (FHHEERE) ¢ IVCYE 3062167+ B, POCY3$ 2494188+ A.
(3 EERESED- 2 M. AR CFOaZEERED @ IVCYEE 43x1240 A, POCYEE 24 9+188+5 H
€C01-2: J4 LR +TOy b EERLERR
EEBMERE  (Haubitz 5 DR ZER)
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 K 2008, Harper L 2012 {1) T 7B 10 T3 O281% 067 [0.27,1.67] =
Guillevin L1997 (2) 11 27 16 23 748% 0.59 [0.25, 0.99] ——
Total (95% CI) 103 96 100.0% 0.61 [0.38, 0.96] ——
Total events 18 26
Heterogeneity: Tau?= 0.00; Chi*= 0.07, df=1 (P = 0.79%; F= 0% IIZI 2 IIIIE é 55
Testfor overall effect £= 214 {F=0.03 ' '
GC+IVCY DIF S5 A GC+POCY DIFE 5 A
BERFENDEL BEBREENDLL

Footnotes

(1) 169 ARG EBERRE D ~ L 3

(2) BRUFEFRSOMA ~ 2 L. IR CFHaAR¥ERE « IVCYRE 206216.7+ H, POCYE 24921885 A.



€C01-2: Jx LR FTOv b B (18HA, REHER

HEA (18 nA)
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] —reall——

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=0.1F) 01 02 0.5 z 5 10
GC+IVCY IS5 A GC+POCY DX 5 A

(1) B 3o BE T EERER R T

(2) B LT EAR P R R R

ERBEN
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 L 2012 {1) a0 67 14 B4 B3T7% 1.91 [1.14, 3.20] —l—

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] -

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 DIE S5 A GC+POCY DIFE 5 A%

antnnteg ﬁ%?ﬁ‘\/}\fdﬂ:\ ﬁ%?ﬁf'}‘ﬁb\

(MBI AETORFERFSEN. REE (PRE WUl MW 435 [2.95-5.44].
(2) B IR PO AT HERET. fREEARE CFHeREEEEY ¢ IVCYEF 30621675 H, POCYEE 249188+ H.
(3) B IR PO AT HEMET. fREEAR CFH-REERE) ¢ IVCYEF 4321245 H, POCYEF 2494188+ H.

®ER~RH &



1-21 CQ1-2 #ERDELH (SoF) T—TJL (RCT)

CQ1-2:ANCABSEME R DEREAAREIZILFA(R+EOLHYOKRRIFIREINFaAAR+ETIL /ORI I7PIROELLNERAMN ?

Patient or population: ANCA-associated vasculitis

Intervention: IVCY
Comparison: POCY

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Quality of the evidence

Risk with GC+POCY | Risk with GC+IVCY (95% CI) (studies) (GRADE)
Study population
RR 0. 49 199 @)
R (65 A) 135 per 1000 66 per 1000 0.21 to 1.17) (2RCTs) MODERATE ’
(28 to 158)
Study population
RR 0. 47 246 SO
T (%) 157 per 1000 74 per 1000 (0.23 to 0.99) (3RCTs) MODERATE 7
(36 to 155)
Study population
RR 0. 48 246 o000
BT Q%) 190 per 1000 91 per 1000 (0.26 to 0.92) (3RCTs) MODERATE 7
(49 to 175)
Study population
- RR 0. 86 246 100,
L (RICERER) 192 per 1000 o
223 per 1000 (120 to 306) (0.54 to 1.37) (3RCTs) LOW
Study population
. RR 1.07 246 o0
ERKE (B 911 per 1000 1%
851 per 1000 (817 to 1000) (0.96 to 1.19) (3RCTs) LOW
EESOHERE Study population
(Haubitz & DM 1wl 603 per 1000 374 per 1000 .40 £ 0,96 e VERY LON 72
14~ k&L TR (241 to 579) : :
Study population
P |
S DK ERSY) 563 per 1000 276 to 579) (0.49 to 1.03) (2RCTs) VERY LOW
Study population
RR 1.51 246 o0
*%%*é 187 per 1000 10,11
124 per 1000 (103 to 340) (0.83 to 2.74) (3RCTs) LOW
EERRFERE Study population
(Haubitz & DERZE 1 AEH 298 per 1000 167 per 1000 0 s 86) (3F2(g$s) VERY 8%941517
14 k&L TR (110 to 256) : :
B RRERE Study population RR 0. 61 199 OO0
(Haubitz 5 DT ERR) 271 per 1000 165 per 1000 (0.38 to 0.96) (2RCTs) VERY LOW '2457
Study population
RR 1.89 174 000
ﬁ% 18 b\ﬁ 222 per 1000 1511
118 per 1000 02 to 540) (0.78 to 4.59) (2RCTs) VERY LOW
Study population
o RR 1.86 214 000
B BRERH 235 per 1000 438 per 1000 (1.23 to 2. 80) (3RCTs) VERY LOW 51

(289 to 659)

*The risk in the intervention group (and

the intervention (and 95% CI).

its 95% confidence interval) is

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

based on the assumed risk in the comparison group and the relative effect of
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