MPA/GPA #3%© (RTX DASL)  HESR{ERBEEER

CQ3-4 TeTvARTa 774V

CQ3-4 Evidence to Decision 7 — 7L

CQ3-4 ikt 3 & SCHkER

CQ3-4 77A+727 +7—71 (RCT)

CQ3-4 Y227 «- X4 7 A7 —71L (RCT)

CQ3-4 VR « NATAY~Y =757, 7L AF7my b (RCT)
CQ3-4 o F L » (SoF) 7—7 1 (RCT)

CQ3-4 77252 +7—71 (JERCT)

CQ3-4 V22 - N4 F7Z2F—71 (JERCT)

CQ3-4 VAR - NAT AP~V =757, 7%LAF7my b FERCT)

CO3-4 #FoF L (SoF) 7—71 (JERCT)
X 7r7var7uy b (RCT) : 58y 9 tFLUT D7z 0 Fpl¢ 3
CQ3-6 T¥TvARTa 774N
CQ3-6 Evidence to Decision 7 — 7L
CQ3-6 kMR =l & SCHkER
CQ3-6 7T7A 727 b 7—71 (RCT)
CQ3-6 Y227 « N4 7 A7 —71L (RCT)
CQ3-6 VA + NATAY~Y =757, 7L AF7my b (RCT)
CQO3-6 #EFDF L ®» (SoF) 7—71 (RCT)
X 7r7vanr7uy b (RCT) : 58y 9 tFLUT D7z 0 Fpl¢ 3
CQ3-7 Tv¥TvARTu 774V
CQ3-7 Evidence to Decision 7 — 7L
CQ3-7 kMR =l & SCHkER
CQ3-7 77A 727 b 7—7n (RCT)
CQ3-7 V227 «- X4 7 A7 —7 1L (RCT)




CQ3-7T YR - NATARY=V =L 57, 7L AF7my} (RCT)
CQ3-7 #FoF L ®» (SoF) 7—71 (RCT)

X7 7vanr7my b (RCT) : B0t 9 LT D 7 o3
CQ3-8 T&vTvARTB 774N
CQ3-8 Evidence to Decision 7 — 7L
CQ3-8 CHikMsR =l & SCHkER
CQ3-8 77A+727 +b7—71 (RCT)
CQ3-8 Y227 « N4 7 A7 —7 1 (RCT)
CQ3-8 VAR « NATAY~Y =757, 7L AF7ry b (RCT)
CQO3-8 #iF D F L ®» (SoF) 7—7 1 (RCT)

X7 7vanr7my b (RCT) : G0t 9 LT D 7 o3

FORWERK - JFE S @Rl e B it SAt R B BORT e AT % B3 AW b - NVEMEREARDRIE L A T~vT 4 v 271 a—F— L

RERE MW, HE, EHST 23220, b, GRONRLZHM E8 CD-ROM S5, BT 28541, HANC &L B & BRE ~ T S v,
O—fAtFiEAN  BHARY v =F%4, 2023, Printed in Japan



C03-4 TEFTRTAI7274I)

€003-4 RCT*
Qual ity assessment | No. of patients Effect
. . . Quality Importance
No. of Study Risk of Inconsistenc : . Other Relative Absolute
studies  design bias y ‘ Indirectness  Imprecision considerations AZA POCY (95% CI) (95% CI)
randomised not . . .3 0/T1 1/73 RR 0.34 9 fewer per 1000 12 0@)
1 trials | serious | MOt serious | not serious |very serious none ©.0% | ("4% | ©0.01 to 8.27) | (From 14 fewer to 100 more) LOW CRITICAL
B
randomised S . . .3 11/71 1 10/73 RR 1.13 18 more per 1000 10 00)
1 trials serious' | not serious | not serious |very serious none A5 5% | A3 7% | 0.51 to 2.50) | (From 67 fewer to 205 more) | VERY LOW'? CRITICAL
BEESHERR
randomised S . . .3 8/T1 1/173 RR 1.18 17 more per 1000 10 00)
1 trials serious?| not serious | not serious |very serious none A1.3% | @ 6% | 0.45 to 3.07) | (From 53 fewer to 198 more) | VERY LOW:-3 CRITICAL
RKEPEL L
randomised - . . .3 2/11 2/173 RR 1.03 1 more per 1000 10 00)
1 trials serious*| not serious | not serious |very serious none @ 8% | @ 7% | ©.15 to 7.10) | (From 23 fewer to 167 more) | VERY LOW-* CRITICAL

MD : mean difference, RR: relative risk

*  BRAShEZEODT—2DFATETHINTELEN 21277 FH AKX, RITEH L TULVERL.
BRIESN TN, BVASHIEIZNSATRAYURIHY.

BRIESATUOAEL. REESHHEDERITEARE.
DRECEOEERBISHELANELHETEONSOBEKRRHEEZF- 8.
BRI TUOVEL. REBFEOERITHRE.

1.
2.
3.
4.

€C03-4 FERCT*

Qual ity assessment No. of patients Effect |
. . Quality | Importance
s?fid?Zs dSetsuidgyn R'bsikas‘)f‘ Inconsistency Indirectness Imprecision Other considerations AZA POCY Fégé%té‘]'? ’Egg%lg}t? ‘
2 FEM
h allfplagsible rtla(sjidugl 11/44 | 20/84 RR 1.05 12 1000 OO0
cohort S . . ., |confounding would reduce . more per ®
1 |studies| Serious’| not serious | not serious |very serious®\fpo  qenonstrated effect | (25.0%) |(23.8%) | (0.55 to 1.99) | (From 107 fewer to 236 more) |VERY Low-2| CRITICAL
dose response gradient
4 /MR
h allfplagsible rtla(sjidugl 22/44 | 29/84 RR 1.45 155 1000 OO0
cohort S . . . 3 |confounding would reduce . more per ®
1 |studies| Serious’| not serious | not serious | serious’ |fpo qenonstrated effect | (50.0%) |(34.5%) | (0.95 to 2.20) | (from 17 fewer to 414 more) |VERY Low-e| CRITICAL
dose response gradient

MD : mean difference, RR: relative risk

*  BRAShEZEOOT—2FATETHINTELEN 21277 FH AKX, RITEH L TULVRL.
1. BRICET 2RBERDBEFT SN TULVEL.

2. NRHEEEOEERMEIHEEGIELEILETONSDOBKRREEEZ /- 0.

3. MEHTEEDOEEREIIHLLEDORKRREZE- 0.



CQ3-4 Evidence to Decision T— L

&
PROBLEM

CRITERIA

ZTOMEIFEBEIELZASVNTTMN?
Is there a problem priority?

FYEELHEECRIMEOHHHERL, & YEBEIRGA
=<5

$i5E
JUDGEMENTS

Oz

OBZ5 < LNE

ORHERE

OB 5 < 1EL

[ J=qA

O—8FIZIZE 240

JYH—FIETUR
RESEARCH EVIDENCE

HEORMELDIETURAEL

BINEIE
ADDITIONAL CONSIDERATIONS
AZA (2L 2BRIIBEMEFEROBEREIELT
EETHD

ZDBERDOFIIEEE

BENEFITS & HARMS OF THE OPTIONS

OERAL
CHOIETUVRDERNIZIEEE HEDEE) TN |@FEEIZTEN
TIh? O Ly
What is the overall certainty of this evidence? O ZEE
O@ L
OFFEEREOSHENKEN

FELETOMHLIZCENEITOMEZE K MZDLT,
BERGAEEELHY EFTH?

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

OFHERECLZHREAKE VOV ATREMS

O K ELRHERMACLHRMEA L LVATRENS
ORELGREREOSHEEN T
OEZELNTLNSME S MTH

FRINDIEFLVLHREIKREWVNTTHI?
Are the desirable anticipated effects large?

Oz
O-SALZ
OFH
Of=3AlZLy
Ol

O—#EIZIZFEZ L

FEREINDIEFLLGLHRINENTT M ?

Are the undesirable anticipated effects small?

Oz
Of=3A0 %
OFH

Q- AlxLy
Ol&Ly

O—#IZIFEZ UL

EFEFLOWVIREIEBFELLAVVMERIY I RENTIM?
Are the desirable effects large relative to
undesirable effects?

Ownirz
Of=8A L&
OFHA

Q- SAlFL
Ol

O—#IZIFEZ KL

IETFURDEFRMIERENE
SIEFVRTATIFAILD
“Quality” #3

FHINDIEFLLVHE - £FL
CBULHROXES

SIEFURATAT7A4ILD
“Effect” #3MR

L

VI 8857 >7—MRAZE (1] - (9)
(A3 p36 & 5) S|

ABOAR— FARICE T HEBRT— 2 &
HRERBEERENC HEEH A [DAETOIF
— FARDBRRE] SR

KD aHR— FFEICHITZEHEDHEEE

VII FI22WT MN2.1 ERELBRLEFEORTRR
(p39) SR

CY DRMERICIXES REMOMELES. Y D
BEREE Y R EMIZDOWLTIE VII (22T
3.2.3 EHERE IRV 1 p4)SE

EFLOHRFIKRELGND, Y ORBEFERAED
B S EREY R DEmA L, AZA 2%
BRI R OBREERL:.

VI BF7 24— MRAZE [4] (p38 B 1) SR




DEESNDIEREDLGENTTIMN?

Are the resources required small?

O %
Of=3RALZ
OF#

Of=-3 Al
[ JE4A

HEORMELDIETURAEL

ELLDEFN LR S ICERATRE

E§ O—HEIZIZE 2 4L
e oLz GEmER) AZA DFEHPOIR FEESR, ERERICETS
gﬁ § Ot=3ALNZ OR MEHBAEREESEMG® L8 [POCY & AZA OREE (BEBUEYRY) #EET S
Ll ~ = g —_ [ = - 7> ~ -
B | o0 2 R EEROFZ FIMLEEENEY) = OTH{! BEHF [ETLVTr—RIZBITBE &, AZA & BLADEEBIFRETLIEHENES
R TINE N TE 2 @ -AlF RE] =38 3.
. ' . OlFiy (3) BMMEAE1 &
Is the incremental cost small relative to the net @GC+AZA100mg7E|
benefits? O—BIZFEA B (4) BEHEDIR b
Dtz T 2 AR AR
QBZEE X T 2 AMAR
(Ot hn HHOBMELDZIETURLGL |AMADOABORLEIEDT=H
- @ 7= At GEMEFR)
BEEE~AOEZEIIAITLLIN? \ . .
U E What would be the impact on health inequities? O;FE{E.J, o ?Eé%{_’fﬁﬁﬁﬁﬁﬁfi@ FERN F
Ifl\:l S Ot= AL [ETLy—RIZBHAEERE]
N . YR 9 I EEEERZRA
" lemszemoTREOCTOYS AREYEESE [0 ey
O—BIZFEZ W 1828
OWLNZ RHOBHELRZIETURALGL |EEMETHAEMETHYERENTL
E Of=RALNZ
£ 2 (204 T aVFFERRT—IRLE—IZRFARL OEFAKL
;g nETH? [ JEYA
X 85 |Is the option acceptable to key stakeholders?
g O— (2 IZE 2 L
OWLNZ RHOBHELZZIETURALL |EEMETEHAEMETHYERENTL
OT:/SiAJL\L\i
s OFHR
—_ T:/M;AJ[ L\
ﬁg TDF T 3 VERELNARETT A ? 9@& :
m 5 Is the option feasible to implement?
B i O—IZIEEZHL




C03-4 CERRFR & XHBGER

@PubMed BFE

#7 Add Search #5 AND #6 68 12:18:42

#6 Add Search cyclophosphamide 62732 12:18:12

#5 Add Search #1 AND #2 AND #3 AND #4 79 12:17:44

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7665228 12:17:24

#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 12:16:50

#2 Add Search azathioprine 19806 12:16:15

#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 12:15:01

®%H : 2015/1/12

OEFHERER
#1 ((MEX-HUIFP B B HUARSE/TH or ANCA BREME #%/AL) or ME R-HFP BRI EHUAREE/TH or BAMEBEMZRMEX/TH or FEAIKIE LS RME X IERNZFMEE/TH or FEAKMEZRM
ERMEASFIEE/TH or SRME RKIERASFIEE/TH or FEIRESRMERMEASFEE/TH or (BRB/AL and (IEHX/TH or MEX/AL)) or (pauci/AL and immune/AL) or RERIAE X-ZEHET
%/TH or ARIKAEERIAAE/TH or ((ZHEMRA-FEEME/TH or ZHEIMRKA-FEETME/AL) or (ZREMRA-FEEME/TH or FEEMEZFHEIARK/AL) or (ZRENMNRK-FEEM/TH or FEEIMEZ FKIES
AR#/AL) or (ZHBIRX-FEETE/TH or #EETMESHAREBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LY T b—FTR-25M/TH or 2BH% T ) 77 b—FTR/AL
or Goodpasture JEI&EE/AL or 'y K/INRF ¥ —JEIZEE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (B XR-HEFPERMAAEHLARE/TH or ANCA BE:EME #/AL) or ME X-HiFPERHIRREHARIE/TH or BEMBRMSRMEKX/TH or IFELBRMZHME X ERZFIEAE/TH or FEEEKMES R
ERMASFELE/TH or SFRMERMENZFIERE/TH or IFEHRMEZRMERMEASFIELE/TH or (BRB/AL and (IME#/TH or mMEHX/AL)) or (pauci/AL and immune/AL) or REIRAE K-S2RHELT
%/TH or IARBRAREEEGUARE/TH or ((ZHEIPRA-FEETIE/TH or ZHBIMRA-FEEIME/AL) or (ZREMRA-FEEME/TH or HBEMEZFHBARA/AL) or (ZRENRK-FEEME/TH or FEEMHZHES
BR2¢/AL) or (ZHEBIARK-FEETME/TH or #EETMESIAREBE2¢/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T )73 b—TRX-£5%/TH or €5 T 77 F—FTX/AL
or Goodpasture fEIREE/AL or &y K/INRF v —fEREE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
# RD=AZTF7F+IR or RD=5 & LALLLEEAER or RD=#5 > & LALLLESEAER or RD=LLESEAZE or a7k— RHRE3E/TH or fEMIXIERERZE/TH) and (CK=k b and (CK=RZA (19~44) or CK=rh#
(45~64) or CK== & (65~) or CK==#5%& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=IRZE#HX) and (LA=EHZA:E) 72,640
#5 #3 and #4 23
#6 ((Azathioprine/TH or Azathioprine/AL) or (Azathioprine/TH or Z7HF A4 7 1) > /AL)) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or A< 2 AKX T 7 = K/AL) 632
#7 #5 and #6 0

®%EH : 2015/1/17



@CENTRAL &=

#

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

#2

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

#3

#lor #2 197

#4

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

#3 and #4 110

#6

azathioprine:ti, ab, kw (Word variations have been searched) 1997

#7

#5 and #6 26

Publication Year from 1994 to 2015, in Trials
®%B :2015/1/17



& SCHGER

Publled 1 i> 43 L 1= B b E LI CETNTAL /1 43 L 7= ﬁ%ﬁf@ﬁiﬁﬁ%
X% (n=68) X% (n=0) XS (n=26) WAL= XREE =
LHB TR LI=X
B (n=5)
BEXHBRAEOHE (n=72) (BT
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CQ3-4 7IRXESU FFT—7I) (RCT)
&Jayne D, et al. N Engl J Med 2003;349:36-44.

HEBRTHA 2

FHEREE

HAANEE
(EUWAS R 5872 £ 3 S IFEEH)

PROVEZE

TAFE

B

BfE, ARG EDER

I RTRER T ™) A L
& aTHif e 2

SMEDOFE (FHRE)

ZINEDEMEREBAR

BREEENES GEHHNID)

BRE CrixE) BE

RCT

FR 11 A E

18~T75 i%. #MICEW SN 1554 (GPA MPA, RLV (CHCC1992). BH LU/ F£IMthDEEMBHFE. ANCASHE (RHEDHE, BBFNLEHTHY)

1 ELIAIZ cytotoxic drug FF, thDBESREKESH, HBe fiRMAE, HOV, HIV E&Z, sCr>5. Tmg/dL, &, HER

SUFLLEBEBRBA (POCY 2mg/kg/ B+PSLImg/ke/ H THAsA, PSL (X 12:BETIZ 0. 25mg/ke/ BIZiHE. 60 &Ll (3 POCY25mg/ BIiEE. WBC<4000 THLL).
B#FHE GMAET, 3~6H0A) %, AZA (2mg/kg/B) F =L POCY (1.5mg/kg/B) +PSL 10mg/H. 12 M A LIEIL AZA 1.5mg/kg/H+PSL 7. 5mg/H.
18 A A & T1EHH.

18 ™A

- ERRRIERE
BVAS THIRAE - BILG L. HHRER 1 IUT.

- BARIERE
—Major : EEMARICEHT S 24 HEDSE, LA EZ—DHABIELIETHRICHE.
—Minor : a4 Z DM 3 HAABILH D WITHRICHIR.

B, ERAHMHERE EERRPERE XHABTL£ . 18H1A
£HQOL, FEFRERRES (W) FET—42%4< THEEERLL] ORHEOH
RTE, AEBIORCEATHLG-OFMRELAERHIFREZHITRORTIE 1446 1 floH (EERUOEHETET 141X POCY B, 121 A).

F1 58 m (20~77)

GPA 95 A (619%)
MPA 60 A (39%)

146 (94%)

19 GFR49. 2 mL/min (95%CI: 43.7~54.6) ; T> b 1) —FF




Ce3-4 YRY - NALF7XFT—TIL (RCT)
HEARDEH FHER Risk of Bias ZMith
= . . : . Zftk S
Fobhn | EEs - | Bk | aAmE | aAm | PAE | gmm | SEE O aygg (aye | JBEL | T2EEL meen |TILEL Nq7z | TARRIXD
g 30 | G ek ! AR | BB | AR | F2HT ST T s s amE | NEES T g e L (high D& =
B | ®mEF | RCTY)|  (MED) | 2SR ook | SEOR | ope Fik o |ORRV|TEELS | SRS (T s FE Eg@gﬁg;t- )
BRIENSh T
Jayne, GC+POCY vs. 71 73 el L
T 9003 RCT GC+AZA (AZA) 0 (POCY) 1 | ow | ow low low | ow low | ow ﬁgg%fg%ﬂg%
NELDT low
BRIENASh T
e Jayne, GC+POCY vs. 71 73 . . Ej%_ .
B 2003 RCT GC+AZA S (AZA) 11 (POCY) 10 low low high high low low low %Hgﬁ%%@l)g;%};u
ZZIFHDT high.
PR NG LT [ —]
EMALE| Jayne, GC+POCY vs. | 71 73 . | N
EVE 2003 RCT GC+AZAQIS (AZA) 8 (POCY) 7 low | ow high high low | ow low ;’Egg%ﬁfgk?
FRAY)RIHY.
ESRF D& AR EH
D Jayne, GC+POCY vs. 1 73 ] . = = b=
KEMETZE| “003 RCT QCHAZA (AZA) 2 (POCY) 2 low low high high low low low ﬁfgfii)?%ﬁ*f(‘
oHY.
BEQOL | Jayne, GC+POCY vs. | T X | LE o e
(SF=36) 2003 RCT GC+AZAVS azn) | (EEL) (P(7)8Y) (F=L) low low high low low low low %(é\,gi%(:ﬁf\ﬁ@
AR HY.
b N1 B G EAY FRIEA S TL
wmm | Jayne, GC+POCY vs. A - 13 - 3 3 NAY = #
H@(%\?DBIE)E 2003 RCT GC+AZAVS azny | EBL) | poyy | (EEL) low low high high low low low %Fi\%i%%‘\géigﬁﬂ
#Z(T5DT high.




Ca3-4 YR NAFARYTY)—¢,552, 24X MFOy +RCT)
#C003-4:Risk of Bias & 3ET= (18 ™ A)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Incomplete outcome data (attrition bias)

Blinding of padicipants and personnel {performance bias)

Fandom sequence generation (selection hias)

Allocation cancealment (selection hias)

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

@ | Selective reporting (reporting bias)

o Selective reporting (reporting bias)

P Other bias

[ni]

= : j : j :

= 0% 26% a0% %  100%
Jayne 2003 . . . . B Low risk of bias [ Junclear risk of bias Bl High risk of bias

®C03-4: 74 LRFTAY ¢ T (18HAH)

GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, ,95% Cl . Fixed,  95% CI
Jayne 2003 1] 71 1 73 100.0% 0.34 [0.01,8.27) .
Total (95% Cl) 71 73 100.0% 0.34[0.01,8.27] s —
Total events 1] 1
Heterogeneity: Mat applicahle e 0 10 100

Test for averall effect: 2= 0.66 (F = 0.51)
GC+AZA DA AFETAS DALY GC+POCY DA M A D 7R LN



€C03-4:Risk of Bias® H®% (18 HA)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

. Fandom sequence generation (selection hias)

. Allacation concealment (selection bias)

. Blinding of padicipants and personnel {performance hias)
. Blinding af outcome assessment (detection bias)

. Incomplete outcome data (attrition hias)

. Selective repaoring (reporting bias)

4]
s
. Other bias
ul]
= f ] f f i
o 0% 25% a0% 8%  100%
Jayne 2003 . .an tisk of hias DUnclearrisk of hias .High tisk of bias
&C03-4: 24+ LR Oy ¢ B#% (18HMA)
GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% Cl Fixed, 95% Cl
Jayne 2003 11 71 10 73 100.0% 1.13[0.581, 2.50]
Total {95% CI) 71 73 100.0% 1.13 [0.51, 2.50]
Total events 11 10
Heterogeneity: Mot applicable 'III.III1 IIIT1 1. 1'|:| 'IIIIIII'

Test for overall effect: £= 030 (F = 0.76)

GC+AZA D ASEBRA D45 LY GC+POCY M A DB DALY




€C03-4:Risk of Bias Xl EEAGHERIE (18 v A)

Random segquence generation (selection bias) _

Allocation concealment (selection bias) _

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

Selective reporting (reporting bias) _

. Fandom sequence generation (selection hias)

. Allocation concealment (selection hias)

. Elinding of padicipants and personnel {performance bias)
. Elinding of outcome assessment (detection bias)

. Incamplete outcame data (attrition bias)

. Selective reporting (reporing bias)

Liy]
=
e = [
= Other bias
= : ; : ; |
2 0% 25% A0% 7A%  100%
Jayne 2003 @ B Lo risk of bias [Junclear risk of bias Bl Hioh risk of bias
OC3-4: 7+ LR SOy EESOHERT (18 HA)
GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Evenis Total Weight _ Fixed, Q&% C| _ Fixed, Q&% |
Jayne 2003 8 71 T 73 100.0% 1.18[0.45, 3.07]
Total (95% Cl) 71 73 100.0% 1.18 [0.45, 3.07]
Total events = I
Heterageneity: Mat applicable | I ) I I
Testfor overall effect Z=033(P=0.74) 0.01 QD'JI 1 10 100
GC+AZA DA M GC+POCY DA M

EEGHERBTRMEN ERAMERBERNMEND



€C03-4:Risk of Bias® FREBELE (1851 A)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Incomplete outcome data (attrition bias)

FRandom sequence generation {selection bias)
Blinding of outcome assessment (detection hias)

Selective reponting {reparting bias)

. Blinding of padicipants and personnel (performance hias)

@ | Allocation concealment (selection bias)
@ | Incomplete outcome data (attrition bias)

= Selective reporting (reporting bias)
= .
= Other bias
= : : : : |
o 0% 28% a0% A% 100%
Jayne 2003 . . . . B Low risk of hias [ ]unclearrisk of hias B High risk of bias
&003-4: 74+ LR FTAY b KEBESRE (18HA)
GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, 95% Cl _ Fixed, 95% Cl
Jayne 2003 2 71 2 3 100.0% 1.03[0.15, F.10]
Total (95% CI) T 73 100.0% 1.03 [0.15, 7.10]
Total events 2 2
Heterogeneity: Mot applicahle I I T f i
Test for overall effect: =003 (F=0.98) 0.01 0.1 ! 10 100
GC+AZA DA M GC+POCY A A

REPBEFEMN DI KEEF 2N DN




C03-4 #WRDFELH (SoF) T—TIL (RCT)

CQ3-4 : ANCABSEME X DERMIFAERTI, JIILaaiFaq4 F+EASHOKRR 77 FEAETILaaLFa4 F+HEALHPARKRYY DE
L ohFERAMN?

Setting:
Intervention: AZA
Compar ison: POCY

Anticipated absolute effects® (95h CI) Relative effect No. of participants Quality of the evidence
Outcomes 95% CI) (studies) (GRADE) Comments
Risk with POCY Risk with AZA (955 Stuales
Study population
_— RR 0. 34 144 O]
14 per 1000 5 per 1000 (0.01 to 8.27) (1 RCT) LOW®
(0 to 114)
Study population
= RR 1.13 144 OO0
137 per 1000 145 per 1000 (0.51 to 2.50) (1 RCT) VERY LOW"®
(70 to 342)
Study population 000
e RR 1.18 144 ©
A )
EREHHERR 9 per 1000 113 per 1000 (0.45 to 3.07) (1 RS) VERY LOW?-
(43 to 294)
Study population 000
RR 1.03 144 ©
AMEAE 27 ber 1000 28 per 1000 (0.15 to 7.10) (1 ReM) VERY LOW®:4
(4 to 194)

*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

1. BRIEINTUWGEWN=O, BASHIEIZNATRYRIHY.

2. BERlEShTULRL. FEESHEOERNTEAE.

3. MREEBOEERMEALLGHREBLLGTETONSDERREIEELZ 1= 1=
4. BRIESATOLEGL. REBFEOEEN TR




C3-4 7TRX LS9 T—TL (FERCT)
#Slot MC, et al. Arthritis Rheum 2004;51:269-273.

HBRTHA a7h— MEFZE

EHEHE F5UED 18—

B ANESE _sp _ 5

(EUVAS SR B4 5875 & 4, S L IL 58 1990 £ ~2000 (22 Hr S - AAV128 & (GPA, MPA, EGPA, RLV (CHCC). #{5| ANCA &%

BRohEE (LEHARIR D A 2BIAHR)
BEMEAREELE LT, POCY 2mg/kg/H+PSL 1mg/kg/H (&KX 60mg/B) TRitR, 4~6:E#%, PSL(L30mg/HET2EILIC 10mg/BT DRE. TDRE,

NAFE 2~4 B LI bmg FORE. 90~96 F(XERFBARKIC POCY 25mg/3 MA THEL, ik, 19 FLMEE AZA 2mg/kg/BICER, Ll 25mg/3 A TRE
L, #ik.

HRHAM Ti95.34F (1.0~11.5 F)
- AR ;

S 5 BVAS 0 T&% > T, IE® CRP{&
7 1k =
BR, BRGEOES R

ARICEIAMERDFEBMEDIAL L HICMERICK PBRABIERDEFRE, MEEHIERENHE

BRGNP PN

& ST B HA B QEHE4EH).

AZA-group: FE¥J48 % (SD==18)
POCY only-group: 357 &% (SD£13)

ShEOFE (FHRE)

24K - 128 1
SmnEDOEREKERNR PR3-ANCA [Z14& 93 A (73%)
MPO-ANCA 514 35 A (27%)

AZA-group: 37 (84%)
BREBEDIE GiEbdbNIL) POCY-group: 62 (74%)
24K :77.3 (%)

s (Cr 2 &) BE RELL




C03-4 YRY - NA4F7RT—T I (FERCT)
Risk of Bias for Non-randomized Studies
AR PO FHHER Z D
(RoBANS)
. ik 3 T AEE pofiicki - T NAL e | TORAL [N TAODOFAD
TIobhL|EES - NABE T AEE pofiickicd SmMED| R KRED = LN :
; (ak—+F - ¥ AN+ | L ARk : = : S aliE=0) mE (highd & &
NDIELE MEE W ?) (FEIZ) 2 fE 2L 5% 2 fEIE1 eI =R T HIE B2t T RAL AT R B £ 58
a - BRICET A EEL
. Slot, _ BREEDANA~DYYEZ 76 (%) 76 (%) ; : i 08 o Hr T b =
2 E=EMH 2004 ak—k Vs, CY i 44 11” 84 20° | ow high low high low | ow %ﬁ%%%b\frﬁn#éh
a - BRICET A EEL
/ Slot, _ BREEZEDANA~DYYEZ 51 (%) 65 (%) . . LSt et S AN
4 EEM 2004 ak—k Vs, CY ks 44 22” 84 29° low high low high low low %ﬁcﬁ\i{t%%b\frﬁﬁéh




CA3-4 YRY - NATFRYTY—¢4552, 74X FOy b (FERCT)
€C03-4:Risk of BiasE HE# (24 H»A8)

w
L14]
o
=
=
LR
2 k] ow
LT
T =2
£ &5 2 . -
E £z Selection of paricipants
= o
© % :_—"-:* E Cnnfnundinguariablea
= o § % 5 ?1__' Measurement of exposure
iy = = il =
= = & = E = Blinding of outcome assessment (detection bias)
E — = (] It =
g 2 2 £ 5 B Incomplete outcome data (attrition bias)
4= e} = o
2 % E 5 E E g Selective reporting (reporting bias)
£ 33 28z = Other bi
o =] m = = o — er bias
et = b - 5 @ I
T 2 2 = 2 T = : : : : |
m 2 = @m = o 0% 25% 5% 7a%  100%
stzond | | @ |9 O OO @ B Low risk of hias [ Junclear risk of bias B High risk of bias

&C03-4: 74 LR TRV BE (24HAH)

GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total VWeight . Fixed,  95% (] _ Fixed,  95% Cl
Slot 2004 11 44 20 g4 100.0% 1.05[0.85,1.84]
Total (95% CI) 44 84 100.0% 1.05 [0.55, 1.99]
Total events 11 20

0.01 0.1 110 100

GC+AZA DA A GC+POCY M A%
2 FBRBMHBDEN 2 FEMNDE

Heterogeneaity: Mot applicable
Testfar overall effect: =015 (F = 0.8

—



€C03-4:Risk of Bias & H®#% (48 HAH)

Selection of paricipants

Confounding variables

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition hias)

w
L
Z
|
=
& £
2 o @ = Measurement of exposure
= 2 2 @
% = % ; Blinding of outcome assessment (detection bias)
5 T o T Incomplete outcome data (attrition bias)
2 = 3 2
o £ = R Selective reporting (reporing bias)
S E @ 2 £
5 2 Z g 7 Other bias
o = b T o
T o o T = I i | i {
mooD = mo O 0% 26% a0% A% 100%
Slot 2004 . . . . . . . I Low risk of bias [ unciear rigk of bias B Hianh risk of hias
&C03-4: 74+ LR IOy ¢ B#% 48HNA)
GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, 95% CI . Fixed, Q5% Cl
Slot 2004 22 44 24 g4 100.0% 1.44[0.949, 2.20] l
Total (95% Cl) 44 84 100.0% 1.45 [0.95, 2.20] g
Total events 22 29
Heterageneity; Mot applicable I I I I
Testfor averall effect £=1.74 (F=0.08) 0.01 0.1 10 1DF|
GC+AZA DA M GC+POCY A M

4 EFBRADLIEN 4 EFMADE



C03-4 #ERODFELEH (SoF) T—TIL (JERCT)

CO3-4 : ANCABS:EMBEXRDERHIFAETIE, JLaa)Fa4 F+0O290KR 77 FESILaaFaA F+T7HFAFT) oD ELLNRER
n?

Setting:
Intervention: AZA
Comparison: POCY

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

e (95% CI) (studies) (GRADE) BeTienis
Risk with POCY Risk with AZA
Study population
2 EEM RR 1.05 128 1000
" 238 per 1000 250 per 1000 (0.55 to 1.99) (1 observational study) VERY LOW'2
(131 to 474)
Study population
4 B RR 1.45 128 o000
500 per 1000 (0.95 to 2.20) (1 observational study) VERY LOW'3
345 per 1000 (328 to 759)

*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

1. BRICET IRBEHDREF S TR
2. NRHEFEEOEERMITEI AR AL LEONS DBERRIBINEZ F 1= 1=
3. MRHEEOEERMIIEILEDRRRFEBEEZE=-< =0




C03-6 TEFRFATZF7AI*

Qual ity assessment No. of patients Effect
. . Quality Importance
No. of Study Risk of . . D Other Relative Absolute
studies design bias Lcej=itencyl Rldinesiuzss [mprecisian considerations LIS L (95% CI) (95% CI)
. 0 fewer per 1000
randomised not . . A 1/63 0/63 RR 3.00 700
1 trials ser ious not serious not serious |[very serious none (1. 6%) 0. 0% 0.12 to 72.27) (from ge;::l;ar to 0 LOW CRITICAL
B
. 33 fewer per 1000
randomised A . . A 21/63 23/63 RR 0.91 000
1 trials | Serious not serious not serious |very serious none @3.3% | @6.5% | 0.57 to 1.47) (from 157mofreev;er to 172 VERY LOW"2 CRITICAL
EESHHERT
. 95 more per 1000
randomised I . . R 11/63 5/63 RR 2.20 o000
1 trials | Serious not serious not serious serious none arsw | aow | ©.81 to 5 97) (from 15m2(:g;ar to 394 LOW- 4 CRITICAL
. 63 more per 1000
randomised _ . . A 5/63 1/63 RR 5.00 000
1 trials serious not serious not serious |[very serious none (7. 9%) (1. 6%) (0.60 to 41.59) (from 6m1;erv;e)r to 644 VERY LOW'" CRITICAL
£ Q0L
1 ra:;j?::zed serious? | not serious not serious serious® none 637 63’ not estimable 68‘%9 CRITICAL

Cl: confidence interval, RR: risk ratio

*  BEAIAEIOOT—A0FETETHBINTELEN 21277 bHAIL, RICESHL TULVEL.
MBRHEEEDEHERMBIEHEALHNELBELEEONAH DERKRRFFEEZ - <=5,
BRIESNTWEWESD, 7O RALDEMI/ANATRIRIHY.

BRI TGN, EESHEOERNBETEZO, XA TRUYRIHY.
MBRHEEEDEERMEIEHESLEDORKREEEZ /- 0.

BRI TWEL. EEREEOEENABTLERNSD, RAITIXVRIHY.

AR M- U TILBAREEREOEEE R/ - SRV,

SF-36 DHEITMBER TENLEH > L DEEE.

No o~



CQ3-6 Evidence to Decision +— )L
2

I
PROBLEM

CRITERIA

ZOMBIIBEIRMEASNTTMN?

Is there a problem priority?

FYEELGHECREAMOHHMEE, SYEBELIE
(TR A

$i5E
JUDGEMENTS

Oz

Or k=X 4AIAY4
OFFEE

O 75 < [F
[ JEqA

O—8FIZIZE 240

JH—FIETUR
RESEARCH EVIDENGE

HEBORMELDIETURAEL

BINEIE
ADDITIONAL CONSIDERATIONS

MTX 2 & BIARISEAEMFARD AZA DK
BERELLTEETHD.

ZDERDOFELE

BENEFITS & HARMS OF THE OPTIONS

FELTOMHLICENTEITOMEZE K MZD
WT, EXGREERELNHYETM?

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

COIEFUROSEMRIEREN RIEORE) & (2008
Sy e @JEFE (TR LY
EnTemne O
What is the overall certainty of this
evidence? O &K
' O@ L
OFFEREOCSHENKRE L

OFEEMOLSHMENKE O ETaEY

O K ELFHERMCS ML LVATRENS
ORELGREREOSHEEN T
OEZE LTSN E > MTH

undesirable effects?

[ IRYAY-4
Of=3A0 %
N:
FEESNHLE LVBRERENTT A ? S
Are the desirable anticipated effects large? -
OlxLy
O—#IZFEZ AL
Oz
O-SALWZ
FHEINZLFLLBVHRITNENTTM? OFH
Are the undesirable anticipated effects Of=3AlZLr
smal |? OlFiy
O—#IZFEZARWL
[ JAYAV-4
2ELUHRELELCHLBBEY bRELT [ SEIANNA
Z:Z\‘;?he desirable effects large relative to Of=5A/ &L
¢ Olxy

O—HRIZIZFEZ L

IETUVRDOEKMZIEENE
—SIEFYRTAT7AILD “Quality” 258

FRINDZEFLLVHE - EFLLBVHED
RES
SIEFVRTAT P40 “Effect” 2SR

CQ3-1, CQ3-2 & F+k
VI 8F7 45— FHRE [1] - 6) (FX
p36 & 5) S8

ABOIAR— FRARICE T HAEERT —4
(FHERERBEERHGE HEEH A [HA
EToOak— MRROBREE] S8

AKIDaAR— FRAEICE T EHEDSE
ElL VII FIz2oWWT 2.1 EELGBYEE
DHEBRRI (p39) SR

VI BE7 47— FRE (4]
(p38 B 11) 1R




Oz
OT:/SiAJL\L\i

HEBORMELDIETURAEL

CQ1-5 & EHRDHHEAE
LRNERREbLhEA BEAE, E&

O—8FIZIZE 240

o ~ 3| Ao QE‘?‘, SN bl [
BEE SNBEEED AT ? gi?A@u Eﬁt BHRICL>TEEWELTEL
. ,7 720N .
Are the resources required smal|? OlE L WRAREEENO LEEHD [AAY
— VI FEEMEFRIAFHREMAER]
L O—®IZIFE AL
=)
%g Oz (BMM=EIE) MEERIZ& Y MTX 0 2.5mg &, 2mg G2 DiELY
=S Of=53A Nz R MIHBEEHEEENE ABEH FIETPHYIRMIELD. NXIZKY BHHE
L OFBA Lr—RIZBTEEHRE] 228 BMOEEEME. 2R FERBEDNAS VR
oA X MEIEKRDFIR (FIBMSEFSIVLVEE | ORSAKND (3) BfEifEFAE1 £ I, —#IZIFE R AL
V) ICEERTIMNENTT M ? OlE (DGC+AZA 100mg/H
Is the incremental cost small relative to the @ GC+MTX15mg/ B - - MTX2.5 D& K % {F B
net benefits? O—HEZIFE R ALY (PSL BB [FDR#)
(4) EHHEDNDIR K
Dtz T 2 AR AR
QBZEExT 2 AMAR
(Ot hn HHOBMELSZIETVRLL BHOR NEEKDOFEDBEGRMA—EIZ
BEEE~NDZEIIATLLOIN? Of=SAtEm HREREEEHNOG £EEH F ETIVS—X |EZAEL=O.
1 = [What would be the impact on health inequities? (O7<BA ICBITSERE] OEERERELNEREER
C =] Of=-SAED SZHREIAICL EREMRZEOECEIREE
S § BEKREZEROIHECTOTS LKLY EBESN OFL ” ~
%
@—HEIZIXE AL
OLvz REORMELDZIET VAL CO1-5 E#k. RIEEASN TIEH I MNERI
= Of=SANZ FIEETH A S
52|20 TL 3 VEEBHRT RS TR A (@ SARL
R8lhohEdme Oy
&;(% Is the option acceptable to key stakeholders? T T,

OLvz REORMELDIET VAL AAV TILRIRINE S TULVEL O —H3H
= Of=SALZ ICIXHRTEY, FARBROEELEM
B2 \ent T 3 L ERANTRTT A ? T EIRESNLHL LG
® % Is the option feasible to implement? =
# = Ol

L




C03-6 CHRIRFR & XHGER

@PubMed BFE

#7 Add Search #5 AND #6 35 12:29:30

#6 Add Search methotrexate 43885 12:28:18

#5 Add Search #1 AND #2 AND #3 AND #4 79 12:17:44

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7665228 12:17:24

#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 12:16:50

#2 Add Search azathioprine 19806 12:16:15

#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 12:15:01

®%H : 2015/1/12

OEFHERER

#1 ((MEX-HUIFP B B HUARSE/TH or ANCA BREME #%/AL) or ME R-HFP BRI EHUAREE/TH or BAMEBEMZRMEX/TH or FEAIKIE LS RME X IERNZFMEE/TH or FEAKMEZRM
ERMEASFIEE/TH or SRME RKIERASFIEE/TH or FEIRESRMERMEASFEE/TH or (BRB/AL and (IEHX/TH or MEX/AL)) or (pauci/AL and immune/AL) or RERIAE X-ZEHET
%/TH or ARIKAEERIAAE/TH or ((ZHEMRA-FEEME/TH or ZHEIMRKA-FEETME/AL) or (ZREMRA-FEEME/TH or FEEMEZFHEIARK/AL) or (ZRENMNRK-FEEM/TH or FEEIMEZ FKIES
AR#/AL) or (ZHBIRX-FEETE/TH or #EETMESHAREBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LY T b—FTR-25M/TH or 2BH% T ) 77 b—FTR/AL
or Goodpasture JEI&EE/AL or 'y K/INRF ¥ —JEIZEE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559

#2 (B XR-HEFPERMAAEHLARE/TH or ANCA BE:EME #/AL) or ME X-HiFPERHIRREHARIE/TH or BEMBRMSRMEKX/TH or IFELBRMZHME X ERZFIEAE/TH or FEEEKMES R
ERMASFELE/TH or SFRMERMENZFIERE/TH or IFEHRMEZRMERMEASFIELE/TH or (BRB/AL and (IME#/TH or mMEHX/AL)) or (pauci/AL and immune/AL) or REIRAE K-S2RHELT
%/TH or IARBRAREEEGUARE/TH or ((ZHEIPRA-FEETIE/TH or ZHBIMRA-FEEIME/AL) or (ZREMRA-FEEME/TH or HBEMEZFHBARA/AL) or (ZRENRK-FEEME/TH or FEEMHZHES
BR2¢/AL) or (ZHEBIARK-FEETME/TH or #EETMESIAREBE2¢/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T )73 b—TRX-£5%/TH or €5 T 77 F—FTX/AL
or Goodpasture fEIREE/AL or &y K/INRF v —fEREE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808

#3 #1 or #2 12,367

# RD=AZTF7F+IR or RD=5 & LALLLEEAER or RD=#5 > & LALLLESEAER or RD=LLESEAZE or a7k— RHRE3E/TH or fEMIXIERERZE/TH) and (CK=k b and (CK=RZA (19~44) or CK=rh#
(45~64) or CK== & (65~) or CK==#5%& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=IRZE#HX) and (LA=EHZA:E) 72,640

#5 #3 and #4 23

#6  ((Azathioprine/TH or Azathioprine/AL) or (Azathioprine/TH or ZHF#4 1) > /AL)) and ((Methotrexate/TH or Methotrexate/AL) or (Methotrexate/TH or * k kL F4H— k/AL)) 301
#7 #5 and #6 0

¥%EA : 2015/1/17



@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

azathioprine:ti, ab, kw (Word variations have been searched) 1997

#5

methotrexate:ti, ab, kw (Word variations have been searched) 5427

#6

#3 and #4 and #5 10

Publication Year from 1994 to 2015, in Trials

¥%&H : 2015/1/17



& SCHGER

PubMed #5457 L 1= EhiEs LHE L1 CETNTAL %455 L 1= , E’;ﬂ“ﬁ“i@i?ggﬁ(ﬁ‘_ﬁ)
XHkEL (n=35) HREL (n=0) ERE (n=10) PL] = 3 n=
SEBE TR LIZX
fkE (n=3)
EEEBRN R D CEREL (n=36) (BB 6)

v

R ) =25 L=k
(n=36)

4

WG % 514 L f= 2 3R T8k
(n=11)

> BR4Y L 1= 3THk 3K
(n=25)
BRoh L =2 3R
> (n=10)

\

B S ICHAANT-THEHK
(n=1)

<BR4VER >

4

ARLEERHRTEAL (n=7)
- I/CHEEEFH ST (n=3)

EMHEICMA -EHR
(n=1)




C03-4 7TAESY +T—TIL (RCT)
@Pagnoux C, et al. N Engl J Med 2008;359:2790-2809.

HEBRTHTA 2

HAANEE
(EUWAS B ERR £ 3 HITEEH)

PROVEZE
TAFE

B

B, BRGEDER

M FTRE TR 7 0 b A L
& ETHm B A

SMEOF (FHRE)

ZINEDEMEREBNR

BREEENES GHHNID)

BRE CrixE) BE

TS VREBEURNILF—

18 WAL, #FRZW5] 126 & (GPA, MPA (ACR F7=[ CHCC1992). GPA XEREMNHHA, D<K &b 2 @a - MBESTH 13 1 BRES &2 HERN
HBHHLD. MPAIXFFS —D LIk, Ff=, MERDMBMATRE FE7=(3 ANCA it

IVCY jafBtaai 1 AR EDRT O FERE, tmOEHKEE, #£ HIV, HBY, HOV L, HEREDEER, 1R E#EOLGLRME

EREE A (IVCY, mPSL /8JLR, prednisone 1mg/kg/ B TRALR) %, prednisone (XE&ICHEL, 24 MBTHiE. EfEE, AZA £=IX MTXIZEF. AZA
1% 2mg/kg/ B CRBASA. MTX (X 0.3mg/kg/:BTEASE L T 25mg/:@E CHEE. #HEFERE 120 A%, AAFEIENX X3 MATHIE.

12m™AM

- EARRIERE
BVAS 20 =
- BRHIERE
BVAS 1TTHRH UL EDHER

TEMEER - AEER (120 A)
BIRGHEIER - EEATER, BB L 121A)

AZA-group: F¥56.3 5% (21.6~79.2)
MTX-group: FE1559.8 &% (25.2~78.6)

AZA-group: GPA48 A (76%) MPA1S A (24%)
MTX-group: GPA48 A (76%) MPA15 A (24%)

AZA-group: 47 (75%)
MTX-group: 48 (79%)

AZA-group: FEtgCr 1.52mg/dL (SD:1.15) ; E{TRF
MTX-group: Eg Cr 1.4mg/dL (SD:0.61) ; Z|{FrF




Ca3-6 R4 - L FRF—TIL (RCT)
MERNEDEFH FHHER Risk of Bias Z D
7oran BEE- | x| aamx | AR AAF mmme | FER myws mves | JERL TANN smen |TEPA ORI R I TERIS LT
OHA | ®WEE | RO WEID) | Ty mpis | EPE | pgp | FE ) ORSY) e | Tgie |77 MNPA| 07z | EmsiEs W 54
Pagnoux, MTX vs. 63 63
SET= 2008 RCT AZA MTX) 1 (AZA) 0 | ow | ow | ow | ow | ow | ow | ow
BERIEESNTES
o Pagnoux, MTX vs. 63 63 - , 3, BHROIHEICS
B 2008 RCT AZA MTX) 21 (AZA) 23 | ow |ow high high |ow | ow |ow %E’é’—b_'ri’_éﬁlﬁﬁ‘l’_{;b“
HBT1= high
% JEEHR T physician
BEEAHE| Pagnou, MTX vs. 63 63 . . et 9
%niﬁ 5008 RCT AZA MY 11 (AZA) 5 | ow | ow high high | ow | ow | ow g)izgl%ﬁ(- &b
g JEE T physician
EERKEYE| Pagnoux, MTX vs. 63 63 . . gl e [ — .
oo 5008 RCT AZA T 5 (AZA) 1 | ow low high high low | ow low g)izglifﬁ(- F5=8%
(no (no ENEMhof=EDER
f(@éﬁ S | Pagnowx, | gor | MTKNS | B30 | significant| (o5 | significant| low low high low B high low BOHTHY, F=
difference) difference) EHREITHZRS




Ca3-6 YR NAFARYT)—¢,552, 724xLXMFOY + (RCT)
€003-6:Risk of Bias Bl %= (12, AH)

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)

Incomplete outcome data (attrition bias)

.n Fandom sequence deneration (selection hias)

. Allocation concealment (selection hias)

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

. Selective reporting (reporting hias)

E Selective reporting (reporting bias)
Kl
o Other bias
E I ] ] ] ]
i 0% 25% 0% A% 100%
ggggoux . . .an risk of bias |:|Unclearri5k of hias .High tigk of hias
€C03-6: 74+ LR +FAY F T (12H1A)
MTX AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight . Fixed, 95% C| . Fixed, 95% (I
Fagnoux 2008 1 63 1] B3 100.0% 200012, F2.27] .

Total {95% Cl) 63 63 100.0% 3.00 [0.12, 72.27] e —

Total events 1 1]
Heterogeneity: Mot applicahle
Testfar overall effect: Z=0.68 (P =0.490)

.01 0.1 10 100
MTX 5 MFET= A1 L AZA D F AFET= ALY




€C03-6:Risk of Bias® H® (125 A)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of paticipants and personnel (performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Fandom sequence generation {selection hias)
Blinding of outcome assessment (detection bias)
[hcomplete outcame data (attrition hias)

Selective reporting (repoding hias)

. Blinding of padicipants and persannel (perfarmance hias)

@ | Alocation concealment (selection bias)

.E Selective reporting (reporting bias)
i
o Other bias
"E_' 1 ] ] ] ]
= 0% 28% 50% 78%  100%
P
zgggoux . . . . . .an tisk of hias DUncIearriak of bias .High risk of bias
€C03-6: 74+ LR Oy b B# (12H,A)
MTX AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total WWeight _ Fixed, ,95% CI _ Fixed, 95% Cl
Fagnoux 2008 21 A3 23 B3 100.0% 081 [047,1.47]
Total {95% Cl) 63 63 100.0% 0.91 [0.57, 1.47]
Total events 1 23
Heterogeneity: Mot applicable =|:| o III='I 7 1=III 1IIIIII=

Testfor overall effect £= 037 (P=0.71)
MTX DA DB DALY AZA DFEDBBRHD A



#C03-6:Risk of Bias Xl EEAGHERIE (125 A)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Incomplete outcome data (attrition bias)

Fandom sequence generation (selection hias)
Incomplete outcome data (attrition bias)
Selective reparting (reparting hias)

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

@ | Alocation concealment (selection bias)

_E Selective reporting (reporting bias)
)
I Other bias
-IE—' 1 ] 1 ] ]
o 0% 25% 50% 7A%  100%
Lowe risk of hias LInclear risk of bias High risk of hias
| @ Q00
€CQ3-6: 7+ LR SOy EESOHERER (12HA8)
MTX AFA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total WWeight _ Fixed, ,95% Cl _ Fixed, 95% Cl
Pagnowx 2008 11 63 5 B3 100.0% 2.20 [0.81, 5.97] +——
Total (95% Cl) 63 63 100.0% 2.20[0.81, 5.97] <l
Total events 11 a
Heterogeneity; Mot applicahle I | I I
Testfor averall effect Z=1.95 (P =012 0.01 0.1 10 . 100
MTX DA H AZA DFEH

ERAMERBEMEL EESHERBNMEN



€C03-6:Risk of Bias ¥l ERBRERE (121A)

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)

Blinding of outcome assessment (detection hias)

Incomplete outcome data (attrition bias)

. Blinding of participants and persannel (performance hias)

. Fandom sequence generation (selection hias)
@ | Allocation concealment (selection bias)
@ | Selective reporting (reporting bias)

E Selective reporting (reporting bias)
=
o Other bias
"E—' 1 ] 1 ] ]
= 0% 75% 50% 7% 100%
P
28(g)goux . . . .an risk of bias DUncIearriak of bias .High risk of bias
€C03-6: 7+ LR +TAY + ERBPEERBE (12HA)
MTX AFA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, ,95% C| . Fixed, ,95% Cl
Fagnoux 2008 a 63 1 63 100.0% .00 [0.60,41.89] .
Total (95% CI) 63 63 100.0% 5.00 [0.60, 41.59] —
Total events a 1
Heterageneity: Mot applicable I | I |
Testfor overall effect F=1 49 (P =014} 0.01 \ 01 19 100
MTX DA A AZA DA M

ERRPERFSMEL EERPERFNMEN



C03-6 #RDELH (SoF) T—TIL (RCT)

CQ3-6 : ANCA BS:EMERDERMFAETIE, JiaalFadqa F+7HFAT)oeTaalFad F+A R ML Y—FDELLRERAM?

Setting:
Intervention: MTX
Comparison: AZA

Outcomes

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Quality of the evidence

\ Comments
Study population
p— RR 3.00 126 O]
0 per 1000 0 per 1,000 (0.12 to 72.27) (1 RCT) Low'
(0 to 0)
Study population
iR RR 0.91 126 000
£ 365 per 1000 332 per 1,000 (0.57 to 1.24) (1 RCT) VERY LOW'2
(208 to 537)
Study population
A, RR 2.20 126 L1 O@)
ERatHERE 79 per 1000 175 per 1,000 (0.81 to 5.97) (1 RCT) Lowe-4
(64 to 474)
Study population
s RR 5.00 126 eO00O
BRBMERR 16 ver 1000 79 per 1,000 (0.60 to 41.50) (1 RCT) VERY LOW'5
(10 to 660)
Study population _ 126 Y00
£ QoL - — not estimable (1 RCT) LOW? 6

*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

1. DREEECFEERMESELLAELBLLTEORSDERRRMFEEE E=- <=0,

Nookwd

BRIEESATWGEWESD, 77 MHLDFHEICNATRIRIHY.
BRIEShTOGL. EREGHENERIAE TR D
MRHEEEOEERBEIIHL L EORKRRREEZ =< 1=
BRIEShTOGL. ERERREOERIAE TR D
ARY M- YO TLEDREEREDEEEZFH - SR =®H
SF-36 MWEETMBRTENGA S T- L DEH

NATRVRIHY.

INATRYRIHY



>

Ce3-7 TEF>ARIAT7FAIL*

Qual ity assessment No. of patients Effect
No. of Study Risk of Inconsistenc Indirectne Imorecision Other ME AZA Relative Absolute Quality Importance
studies design bias y ss P considerations (95% CI) (95% CI)
. RR 1.05 1 more per 1000
1 randgmlsed ngt not serious |not serious|very serious' none 1/16 1/80 (0.07 to (from 12 fewer to 194 EBGBCEC) CRITICAL
trials serious (1. 3%) (1. 3% LOW
16.53) more)
B
. RR 1.47 176 more per 1000
1 randgmlsed serious’ | not serious |not serious| serious® none 42/16 30/80 (1.04 to (from 15 more to 409 EBEB(?ED CRITICAL
trials (65.3%) | (37.5%) LOW?
2.09) more)
EERAHHRERR
. RR 0.65 57 fewer per 1000
1 randgmlsed serious* | not serious |not serious |very serious' none 8/16 13/80 (0.28 to (from 76 more to 117 GBC)CDC?4 CRITICAL
trials (10.5%) | (16.3%) VERY LOW"
1.47) fewer)
EEREERT
. RR 0.39 61 fewer per 1000
1 randgmlsed serious® | not serious |not serious |very serious' none 3/16 8/80 0.11 to (from 43 more to 89 GBCDCDC?E CRITICAL
trials (3.9% | (10.0%) 1 43) Fewer) VERY LOW"

CI: confidence interval, RR: risk ratio

*  FASA 0O T—2LFATETMNTELEL 227V FhAK, RICEH L TLAEWL
MBRHEEEDEHERMBIEHEALHNELBELEEONAHDEEKRRFFEBEZ E- <=5,
BRIESN TN, BVASHIEIZNATRAYURIHY.
MBREEEDEERMEIEHESLEDORKREEEZ /- 0.

BRI TG, EESHEOERITHRE.

BRI TV, EEREEOEENTHE.

RN



CQ3-7 Evidence to Decision T—7JJL

=8
PROBLEM

CRITERIA

ZTOMEIBEIRMEABVNTYTN?

Is there a problem priority?

FYEBELGHECRIROHHMERL, & YEBEIR
(TR AN

HE
JUDGEMENTS

Oz
OBF5LNE
@ZRiES
OBF o< IFW

[ JEqA

O—#IZIFE 2 AL

JH—FIETUR
RESEARCH EVIDENCE

HHOBMELDIIETVRGL

BINEIR

ADDITIONAL CONSIDERATIONS

MVF [ & BaMITERHEEEERD AN ORER
EZELTEETHS.

ZDBEDFZEEE

BENEFITS & HARMS OF THE OPTIONS

COIETUROLHNLEIERE (HIEOEE)
ERTTH?

What is the overall certainty of this evidence?

Oz L
@EEIZ{ELY
OfE LY

O %E
O

ENEITOADREER T MALIZMEZE < AIC
DT, EXLGFHEEENHY FIH?

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

OFEEMEPCZHEENKEL
OFHERME LS HEMEANKE O TREN
OKELTFHEEREOZHMENTUNATRENE
OXELGIEREOCSHEN T
OfifEZEBLTWVSMNE S AT

FHREINDIEZFLVVHMREKENTIMN?
Are the desirable anticipated effects large?

[ IAYAY
Of=3Anz
OFH
Of=3AlxLr
@F{A

O—#IZIFE 2 HL

FHREINDILEFLLHEVHRIZ/NSWNTIM?

Are the undesirable anticipated effects small?

Oz
Of=sAZ
OZBEA

@ =S AlLLY
@F{A

O—HEIZIZE 24

ZFLOVIREEFLLBVLIREYELKRENTT
mn?

Are the desirable effects large relative to
undesirable effects?

Oz
@/-SALLZ
OT B
Of=RA XL
OlFLy

O—HEIZIZE 2 4L

IETURDOEARMTEREN
SIEFVRTAITIFPLILD
“Quality” =&

FTRINDIEFLVHE - EFL
CBELVHROKES

SIEFVRTATIFAILD
“Effect” %3

CQ3-1, CQ3-2, CA3-3 & F*k.
VI Z&E7 45— MAZE (1] - (5)
(&3 p36 B 5) S8

RO IR— MRARICE T HERT — 7 (TR
EREEERG #EEH A [DAETOIR
— FHROBRRE] SR

KO aR— FREICEITESHEDHEET
VII F(zDW\T MN2.1 EELBREEORRAR
1 (p39) M

ZFLOHRERECGEL. EELLBLHR
X BELLMEL
VI BE7 24— MRE (4] (p38 @ISR




Oz
@-SALNZ

HEBORMELDIETURAL

FEOETHAHZ LT AZA, WF BEICEE AR
A, MF ZEMBEN TS EMIES CIFAL.

O—#IZIFE 2 AL

B SR s A [\ By (OFEA HERIEREEEHEG
LRLSMOAREDE LTI Ore Sl HBEH C [AARRESBERNRIGME
re the resources required small? Ol -
HEEHD [BXY T FEEIEREINAR
" O—BI=FERBL REFIEH] S
=]
%g Onnz (GEMER) WF (Z3 R AN EEDOD, SHEARSHE
e X5 Of=3A LWz JR MIHEREFRBEEERG® HiE fEE. LAL, GHHEXEEIhEETHZLLE
w2 OF B EHFIETALY—RIZBHBE FTEHL.
eSO R MIEKDOFE (FIENSEZESIL5E Of=3AlE BRE] #38
U) ISHERTINSNTTM? OlFLy (3) EfftfaE1 &
Is the incremental cost small relative to the (DGC+AZA 100mg/H
net benefits? @ —EIZIXE X ALy ®GC+MMF 2, 000mg/ B
(4) BHHENIRX b
DAtz T 2 AR AR
QBZEExT 2 AMAR
@i RHOBNELIIETUREL |[EREBEMBNLEWVGEE, BREEENEL DA
EREEADZEFIATLLIN? @ /= SALE HRIFFREEEHOC HEEH FlEedEdY.
4 2= [What would be the impact on health inequities? [O7RBA [ETVTr—RICBHTSERE]
H‘ é Of=-AAED NEEERELETEAEEERZR
JO|pgEREsEo I REL IOV AZLYEEESN O FIICLIEREHMRZEOECDA
% j8%8
O—#EIZIFEZ AL
OLivz REORNMELDIIETFURGEL W IXRKRERNTHS
> @/-SALLZ
S 2le0t 7y s v EEBEAT SRS —BIA S0
R MohFEIH?
§['p'( % Is the option acceptable to key stakeholders? O— Iz IZE 250
2
OLZ RHOBHELBZLZIETUVALGL |RIRERANTEEE. BEESILAESELAHYE
= Or=RA L Z HREN L L=, RERICERLTND
8 2|20t T3 VERBATRETT 2 OTiER st - BRSNS
E‘g% Is the option feasible to implement? 85;?:/Uiib\ VI &7 27— bRE (5] (38 1B
K




C03-7 AR & XHBGER

@PubMed BFE

#7 Add Search #5 AND #6 26 12:37:35

#6 Add Search (mycophenolate mofetil) 8470 12:36:52

#5 Add Search #1 AND #2 AND #3 AND #4 79 12:17:44

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7665228 12:17:24

#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 12:16:50

#2 Add Search azathioprine 19806 12:16:15

#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 12:15:01

®%H : 2015/1/12

QOEFFHEBRERER
#1 (B R-F IR B AREE/TH or ANCA BE:EME 26/AL) or MEXR-HIFHERMARERIARE/TH or BRMIRMZHME %/TH or IFELEKMELHKME XMERSFIERE/TH or FEABRKMES RN
ERMEASFIEE/TH or SRME RKIERASFIEE/TH or FEIRESRMERMEASFEE/TH or (BRB/AL and (IEHX/TH or MEX/AL)) or (pauci/AL and immune/AL) or RERIAE X-ZEHET
%/TH or ARBREEREERMAIE/TH or ((ZHEIARA-FEETE/TH or ZSRENRKR-FEEIE/AL) or (ZSHRBIARK-FEEHE/TH or FEEMHELSHBIIRK/AL) or (ZSHBIIRK-FEETE/TH or #EEIMHEZRMES
AR2/AL) or (BFREARK-FEETTE/TH or #EETEEIAREIFE %/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LY T3 k—FRA-251t/TH or £BH¥T YT F—TR/AL
or Goodpasture JEI&EE/AL or 'y K/INRF ¥ —JEIZEE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (% R-FPERHIR EHARE/TH or ANCA BEEME #%/AL) or MEX-iFhEkMMETARE/TH or BAMBMLREMER/TH or IFEIRKELRMEREAFIEAE/TH or FERERMZ KM
ERMRZFERE/TH or ZROEXMRIFEE/TH or FERERMZRME XMENZFIELE/TH or (BRB/AL and (IWEH/TH or ME2%/AL)) or (pauci/AL and immune/AL) or SRERIAE #-ZRHEST
4/TH or ARBKAEEREERERMAIE/TH or (ZHBARAX-FEEIME/TH or ZREMRK-FEEHE/AL) or (ZRERK-FEEHIE/TH or FHBEIELSHKBIRK/AL) or (ZHREBIARK-FEEIE/TH or #EEIMHZRMED
BR%/AL) or (ZHEMARK-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 F—T X/AL
or Goodpasture fEIREE/AL or &y K/INRF v —fEREE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 RD=AZF7F IR or RD=5 V& L{LLLEEAER or RD=#3 > 4 LALLLEERER or RD=LLESHAZE or a7Rk— MERZE/TH or SEMIXIERRRZE/TH) and (CK=E k and (CK=mkA (19~44) or CK=ep%
(45~64) or CK=E#r& (65~) or CK=E#3¥& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZ:%3X) and (LA=BZA&:E) 72,640
#5 #3 and #4 23
#6 ((Azathioprine/TH or Azathioprine/AL) or (Azathioprine/TH or ZHFA J1) > /AL)) and (("Mycophenolate Mofetil”/TH and “Mycophenolic Acid”/TH) and (“Mycophenolate
Mofetil”/TH or S a7/ —ILEEE T = FIL/AL)) 90
#7 #5 and #6 0

®%EH : 2015/1/17



@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

azathioprine:ti, ab, kw (Word variations have been searched) 1997

#5

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

#6

#3 and #4 and #5 6

Publication Year from 1994 to 2015, in Trials

¥%H : 2015/1/17



& SCHGER

PubMed £ 47 L 7= EhEhDHELE CETNTAL #1455 L 1= , E’;ﬂ“ﬁ“i@i?ggﬁ(ﬁ‘_ﬁ)
XHRE (n=26) XERE (n=0) REkEE (n=6) B = XM n=
EFE TR LEX
B (n=4)
EEXHBRIMEDXERE (n=26) (EEXH 2)

v

R ) =25 L=k
(n=26)

4

WG % 514 L f= 2 3R T8k
(n=5)

> BR4Y L 1= 3THk 3K
(n=21)
BRoh L =2 3R
> (n=4)

\

B S ICHAANT-THEHK
(n=1)

<BR4VER >

4

ARLEERHRTEAL (n=3)
- I/CHBEEEFH ST (n=1)

EMHEICMA -EHR
(n=1)




C03-7 7FA LS9 FT—TIL (RCT)
#Hiemstra TF, et al. JAMA 2010;304:2381-2388.

HERTHA
FHEREE

HAANEE
(EUWAS BRI E72 £ 3 S IFEEH)

PRo‘ELZE
TAFE

B

B, BRGEDER

S AT AR 7R 77 2 b L & Rl A

SMEOFE (FHRE)

ZnEDEMBEREBEAR

BREEENES GEHHNID)

BRE CrixE) BE

RCT

FRd 11 S E

18~75 i%. #FiRZ2WHI1 126 & (GPA, MPA (CHCC1992). ANCA B&i4.

Cytotoxic drug EFEFE, O BECHRELSE, HBY, HCV, HIV, FEitt~a anNs T 7L =

BfFEA (POCY/IVCY, PSL 1mg/ke/H THA%A, PE > mPSL/VULRETE.) &, PSLIZFRAICEEL, 24 hATHIE. EfEE,

Blft. AZA % 2mg/keg/ B THASA. MMF (3 2, 000mg/ B THItA. AZA F7=(L MMF (3 42 A A THLE.

AZA F1=1F WF 1

48 AR (&K 51 1 A)

- BREYIEEE
BVAS A% 0 /=
- BRFIEEE
Major FEBF|/EEFTDOHIR
-Minor EEEDQ/PDSHEREOBRFITFRLE

TEMMER - B B A)
BIREHHIEE - HEER, I, eGFR, EHRK

AZA-group: F#355.1 %% (SD 15.2)
MMF-group: Ft554.2 5% (SD 12.8)

AZA-group: GPA 55 A (68.7%) MPA 25 A (31.3%)
MMF-group: GPA 45 A (59.2%) MPA 31 A (40.8%)
£{K : GPA 100 A (64%) MPA56 A (36%)

FET L

AZA-group: IOR Cr 2.9 mg/dL (1.1~3.5) ; EfEH
MMF-group: IQR Cr 2.7 mg/dL (1.2~3.6) ; EHZHEF




Ca3-7 YRY - nNAFAT—TI)L (RCT)
MERNEDEFH FHER Risk of Bias Z Dt
Toral| e | R | AAEE | BAR L ARy | JRE | <oy | BIHTI BT e | wmEo | TREE | Be | Emaser  Ginoss
= : e 514 9iE 15113k - = NDERIE =114 NA TR | EEERER) EH%EE)
Hiemstra, MMF vs. 76 80
T 2010 RCT AZA (M) 1 (AZA) 1 | ow | ow | ow | ow | ow | ow | ow
‘E#ﬁ‘ft;h’cffa‘%
o Hiemstra, MMF vs. 76 80 - - Y, BROFTHEIZ5
B 2010 RCT AZA (M) 42 (AZA) 30 |ow | ow high high |ow | ow |ow %E’é’—b_'ri’_%)ﬁlﬁﬁ‘l’_{;b“
H5
- - JEEHR T physician
BEAPHE| Hiemstra, MMF vs. 76 80 . . T %
FVE 2010 RCT AZA (MMF) 8 (AZA) 13 | ow | ow high high | ow | ow | ow g)i:gliﬂﬁ(_otét&b
g - JEE T physician
EEERLSAE | Hiemstra, MMF vs. 76 80 . . e .
oo 2010 RCT AZA (MNF) 3 (AZA) 8 | ow | ow high high | ow | ow | ow g)izglifﬁkéiét&’)
- BREtINTELT
vor | femstra | per | MIF Ys. (M7M6F) @) : ;?zom @) low low high high low low low DEET 2 &
5z 508N H D




CA3-7 VR NAFARYTY)—¢,552, 724X MFOy + (RCT)
€003-7:Risk of Bias Bl 1= (48 ™ AH)

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)

[ncomplete outcome data (attrition hias)

. Fandom sequence generation {selection hias)

. Allacation concealment (selection bias)

. Blinding of padicipants and persannel (petfarmance hias)
. Blinding of outcome assessment (detection bias)

. Selective reporing (reporing hias)

E Selective reporting (reporting bias)

]

o Other bias

=

] I J f J i

0% 25% a0% A% 100%

Hiemstra
2010 . . .an risk of bias DUncIearriak of biaz .High rizk of hias

®C03-7: 74 LR FTAY ¢ T (48HAH)

MMF AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total WWeight . Fixed,  95% CI ., Fixed, 95% C]
Hiemstra 2010 1 Th 1 a0 100.0% 1.05[0.07, 16.53]
Total (95% CI) T 80 100.0% 1.05 [0.07, 16.53]
Total events 1 1

.01 0.1 1 10 100
MVF )75 ASTET= AV 75 L AZA D5 ASTET= AR 12 L

Heterogeneity: Mot applicable
Test for overall effect: £=0.04 (P = 0.97)



€C03-7:Risk of Bias & H®#% (48 HA)

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)

Incomplete outcaome data (attrition bias)
Selective reporing {reporing hias)

. Fandom segquence generation (selection hias)
. Blinding of paticipants and personnel {performance hias)
. Blinding of outcome assessment (detection biazs)

@ | Mlocation concealment (selection bias)

E Selective reporting (reporting bias)
=
= Other bias
-l:—l I ] ] ] ]
D I T T T 1
0% 25% 50% A% 100%
Hiemstra
2010 . . . .anrisknfhiaa DUncIearrisknfhias .Highriaknfhias

®C03-7: 74 LR TRV + BB (48HAH)

MIF ATRA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight . __ . _Fixed, 95% ] _ Fixed, 95%C|
Hiermstra 2010 42 Th 30 g0 100.0% 1.47[1.04, 2.09]
Total (95% CI1) il 80 100.0% 1.47 [1.04, 2.09] *
Total events 42 30

0.01 0.1 1 10 100
MVF 0> 75 AR B RS A 22 LA AZA D F DS EIRAS A 12 LN

Heterageneity: Mot applicahle
Testfor overall effect Z=219{(FP=003



&C03-7:Risk of Bias Bl EEAGHERIE (48 hhA)

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)

Blinding of outcome assessment (detection hias)

Incomplete outcome data (attrition bias)

. Blinding of participants and persannel (performance hias)

. Fandom sequence generation (selection hias)
@ | Allocation concealment (selection bias)
@ | Selective reporting (reporting bias)

E Selective reporting (reporting bias)
=
T Other bias
E 1 ] 1 ] ]
= 0% 28% 50% 78%  100%
Hiemstra
2010 . . . .an risk of hias DUncIearriak of bias .High tisk of bias
OCQ3-7: 7+ LR FFAY +F EEAOHERT (48 HA)
MMF AFA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight . __ __Fixed,  95% C| _ Fixed, , 95% C|
Hiemstra 2010 42 TE 30 a0 100.0% 1.47 [1.04, 2.09]
Total (95% CI) il 80 100.0% 1.47 [1.04, 2.09] L
Total events 42 a0
Heterageneity: Mot applicahle ! I 1 I |
Testfor overall effect: £= 219 (P =0.03) 0.01 . 0.1 ! 10 . 1o
MVE @A A AZA DA M

ERAMERBEMEL EESHERBNMEN



&C03-7:Risk of Bias Bl EEREEHRIT (48 hhA)

Fandom segquence generation {selection hias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting {reporing 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 (atfrition bias) _
Selective reporting (reporting bias) _

otnervias [ NN

0% 25%,

50% 7a%  100%

Hiemstra
2010

. Blinding of participants and personnel (pedormance hias)

@ | Alocation concealment (selection bias)

@ | Other bias

.Luw tisk of hias

DUncIearrisk of hias

B Hioh risk of hias

®CB-7: 7+ LR TRy b ERBRERERE 8HA)
MMF AZA

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Evenis Total Weight . Fixed, 95% (| ., Fixed, 95% (|
Hiemstra 2010 3 TE g8 a0 100.0% 039011, 1.43] —

Total (95% CI) i 80 100.0% 0.39 [0.11, 1.43] -

Total events 3 d

Heterogeneity: Mot applicahle
Test for overall effect £ =1.41 (P =0.16)

0.0
MMF ) A AY

ERERPERBESMEL

0.1

10 100

AZA DA M
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C03-7 #WRDFELH (SoF) T—TIL (RCT)

CQ3-7 : ANCA B EME XN ERMIAETIX, JILaalFaa F+7HFFATYESTLIALFAA R+ /—ILBEIIFILOELLN
EAM?

Setting:
Intervention: MMF
Comparison: AZA

Anticipated absolute effects* (95% CI)

Outcomes Relative effect No. of participants Quality of the evidence Comments
Study population
— RR 1.05 156 100,
13 per 1000 14 per 1,000 (0.07 to 16.53) (1 RCT) LOwW'
(1 to 207)
Study population
iR RR 1.47 156 OO
A 375 per 1000 551 per 1,000 (1.04 to 2.09) (1 RCT) LOW2 3
(390 to 784)
Study population
s RR 0.65 156 &O00O
BRAHHERSE 163 per 1000 106 per 1,000 (0.28 to 1.47) (1 RCT) VERY LOW"4
(46 to 239)
Study population
e e s RR 0.39 156 000
BRBMERR 100 39 per 1,000 (0.11 to 1.43) (1 RCT) VERY LOW'S
per 1000 (11 to 143)

*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 |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

SRHEEENEERMIEHLLHBELALLEONA DK RAEEZ £ <o,
BERIEEN TV =8, BVASHIEIZNATFR YR HY
SREEEDEERMIEIHELAGEEDRRARMBEEZ £
FRitIhTOEN. EESHEOERLTHRE

BERIEESN TG, EERPEOEENTIRE

R~



Ce3-8 TEFRIAOTIFAIL*

Qual ity assessment No. of patients Effect
No. of Study Risk of Inconsistenc Indirectness  Imprecision Other CsA POCY Relative Absolute Quality Importance
studies  design bias y P considerations (95% CI) (95% CI)
. RR 1.25 125 more per 1000
randomised C . . - 10/16 8/16 1000
1 trials | S€rious not serious | not serious |very serious none ©2.5% | (50.0%) «zfzgito (from 16ikii¥er to 660 VERY LOW"2 CRITICAL

Cl: confidence interval, RR: risk ratio

* A EIODOT—2DFATETHENTELEN 27 ALK, RITEREHL TLVAL.
1. BRIEOAFENFHATHY, »D, BERBEOFRIEIZURY.

2. HREEEOEERMIELLFFLBLLETONFOBRKRBEEZF- <



CQ3-8 Evidence to Decision T—7JJL

e $5E JH—FIEFUR BINEIE
CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
OLvz HHOBIEASZIETUALL (AR TIECANFERINTVIEELNHS.
ZTOBEREEIBENSVTTN? OBZF5LM\Vi
Hﬁﬁ Is there a problem priority? OF R
%g [ Foh =Ry
FILYEELRECLCRALOHSMBIX, & YEEIEOIEL
RN EL B
O—BIZFEZ W
- s = = ia OMZEH L IETFURDEERMIERENE L
tw{thxwéWW&hﬁﬁ(ﬁhwhg)ﬁ.xﬁtﬁ“ L IEFURTOTFALD
EnTIR? O L “Quality” &R
What is the overall certainty of this A y »
evidence? O L FESNHLELLME - 2HL
ORI OB A S L (BUAROXES 003-1~C03-4 & FIHE
t cERE & - N RIEDY SIEFYRTOT7AL0 — NS R
R T OMIER IS | OF BRI SN KE VAR | “Effoct” 2B VI BE7 L r— FEE (1] - )
Is there important uncertainty ab-out how OKEGEAHERIEL SHALA L VAT At (A3 p36 B 5 SH) S
. OXELGTEREOCSHMEN T
5 much people value the main outcomes? OBEEB DT EME S MTRBA
= Oz AR R— MK H AT — 5 SRR
w> - JALNZ HE®
= 3 OFH HEEHA [DAETOaR— MAEDARERE] 8
VEFEEINZLELOHREREVTTA? OF S A lE L
E% Are the desirable anticipated effects large? O
Sg
b O—BIZIFE 2 AL
o oLz CsA DEIET 57 M h AHEBESLTOAEL,
= Of=RAWNZ
L PESNDZLELCBVHRRNESVTIH? | OFH ABOIR— FARISH TR AHEOHEER
& | Are the undesirable anticipated effects Of=3AlF VII FIZDOWT N1 ERGBREORTERIRT] (039) S
smal |? OlELy .
CY DEERRE Y R 7 EmIzdhTiE
O—®IZIFEZH L VII (22T 13.2.3 BEESRU X7 (p40) SHE.
Ounivz VI BEF7 49— MRAE [4] (p38 B 11) S
PE LOHRERLEELCALSREY bxEnT |QERANNA
[ FN:
Im Of= SAlEL
Are the desirable effects large relative to ()[iif

undesirable effects?
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(72)
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oz
&3 oLz GRmES) MEAESE YL, TR A E YRS,
] - e | OFz5ALLR ORX MEIHRERBEEEHG #* |EFEBDOH (2015 F 6 ARA)
) ﬁ?ﬁﬁigﬁiﬁﬂgﬁﬂﬁﬂb%§a“tﬁ OF 8 BEEH FIETLT7—RIZEITSH [CSA RA—F)L50mg 483.00 . 100mg/B & LT
Is th; incremental cost s.mall relative to O SARL ERR] & | MATHIS . 6208 TH 1T B
the net benefits? OlZiy (4) EBHENIR K POCY Ivh #4vEE50 36.1F. 100mg/B&LT,
' Dtz T 2 AR ARE 1m™MA 2166 . 6 AT 1.3 5H
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C03-8 XA & XHGER

@PubMed BFE

#7 Add Search #5 AND #6 9 12:47:02

#6 Add Search cyclosporin 49730 12:44:05

#5 Add Search #1 AND #2 AND #3 AND #4 339 12:42:44

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7665228 12:42:25

#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 12:42:02

#2 Add Search cyclophosphamide 62732 12:41:22

#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 12:40:46

®%H : 2015/1/12

OEFHERER
#1 ((MEX-HUIFP B B HUARSE/TH or ANCA BREME #%/AL) or ME R-HFP BRI EHUAREE/TH or BAMEBEMZRMEX/TH or FEAIKIE LS RME X IERNZFMEE/TH or FEAKMEZRM
ERMEASFIEE/TH or SRME RKIERASFIEE/TH or FEIRESRMERMEASFEE/TH or (BRB/AL and (IEHX/TH or MEX/AL)) or (pauci/AL and immune/AL) or RERIAE X-ZEHET
%/TH or ARIKAEERIAAE/TH or ((ZHEMRA-FEEME/TH or ZHEIMRKA-FEETME/AL) or (ZREMRA-FEEME/TH or FEEMEZFHEIARK/AL) or (ZRENMNRK-FEEM/TH or FEEIMEZ FKIES
AR#/AL) or (ZHBIRX-FEETE/TH or #EETMESHAREBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LY T b—FTR-25M/TH or 2BH% T ) 77 b—FTR/AL
or Goodpasture JEI&EE/AL or 'y K/INRF ¥ —JEIZEE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (B XR-HEFPERMAAEHLARE/TH or ANCA BE:EME #/AL) or ME X-HiFPERHIRREHARIE/TH or BEMBRMSRMEKX/TH or IFELBRMZHME X ERZFIEAE/TH or FEEEKMES R
ERMASFELE/TH or SFRMERMENZFIERE/TH or IFEHRMEZRMERMEASFIELE/TH or (BRB/AL and (IME#/TH or mMEHX/AL)) or (pauci/AL and immune/AL) or REIRAE K-S2RHELT
%/TH or IARBRAREEEGUARE/TH or ((ZHEIPRA-FEETIE/TH or ZHBIMRA-FEEIME/AL) or (ZREMRA-FEEME/TH or HBEMEZFHBARA/AL) or (ZRENRK-FEEME/TH or FEEMHZHES
BR2¢/AL) or (ZHEBIARK-FEETME/TH or #EETMESIAREBE2¢/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T )73 b—TRX-£5%/TH or €5 T 77 F—FTX/AL
or Goodpasture fEIREE/AL or &y K/INRF v —fEREE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
# RD=AZTF7F+IR or RD=5 & LALLLEEAER or RD=#5 > & LALLLESEAER or RD=LLESEAZE or a7k— RHRE3E/TH or fEMIXIERERZE/TH) and (CK=k b 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=[RZi®/X) and (LA=AXKZE) 72,640
#5 #3 and #4 23
#6  ((Cyclophosphamide/TH or Cyclophosphamide/AL) or M0 2 O/RX 277 3 K/AL) and ((Ciclosporin/TH or Ciclosporin/AL) or (Ciclosporin/TH or 4 O RXAKR1) > /AL)) 913
#7 #5 and #6 0

®%EH : 2015/1/17



@CENTRAL &=

#

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

#2

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

#3

#lor #2 197

#4

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

#3 and #4 110

#6

cyclosporinx:ti, ab, kw (Word variations have been searched) 5084

#7

#5 and #6 2

Publication Year from 1994 to 2015, in Trials

¥%H : 2015/1/15
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XE# (n=9) XE# (n=0) XERE (n=2) B =X n=
EFE TR LEX
B (n=0)
EEXHBRNMEDOXERE (n=10) (BEXHE 1)
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Ce3-8 77X KLU FFT—7J (RCT)
@Szpirt WM, et al. Nephrol Dial Transplant 2011;26:206-213.

HEBRTHTA 2
FLREE

HAANEE
(EWAS BRI #E72 £ 3 S IFEEH)

PROVEZE
TAFE
BN

B, BRLGEDER

SHHEIRER 7 ™ kA L & FR TR

SMEOF (FHRE)

ZnEDEMBEREBEAR
BREEENES GHHNID)
BRE (Cr i) BE

18~T75 m%. #TARESHT GPA32 & (BRERME'R, #B#EFTR, C-ANCA/PR3-ANCA 5D RIE= D TEH)

Cytotoxic drug FFAE, MO BECHRELRSE, HBY, HOV, HIV, FEME< ANy T 7TRSE &

TAZEA (POCY 1.5mg/kg/H, PSL80mg/H THAMS, PERFTIXPEMEITHY.) #&, 3 MATRIC CsA ZEFH f=(% POCY ##tI=&lF. PSLIXFRAICHEL, 9
MATHIE. CsA(F 5mg/kg/HT 9 M AREHEEE (B4E 357 150~200umol/L). POCY (FRIAE T 12 A A F THEKL.

12mAM

- BRHELE
BRI S DI Cr 8> 15%
- BpELE

-EPMRBICKJERERVFEL, M2, UTOERFDISL, DG EL=ZDI20HBIBE ;
1) ANCAED 2 fELLEDER, 2) M1iE Cr D 20%LL Eigm, 3) EERDIEM, 4) FRiLFE/IFCRPDEF

T, B (REETE), BB #&/I/RV L

&k 5T % (21~T71)

24K : GPA32 A (100%)

22/32 (69%) T Cr L5

£k F¥Cr 240 umol/L (70~930) ; El{teF




C03-8 YR%H N4 F7AXT—TIL (RCT)
MEABEDF FhHER Risk of Bias ZFDih
- : : AR HIBE | N HEE - |7IMAL| s |[FYORHL]| ZOMALTR| AAFAOIAALE
TYRhL|EER - | AE | AAAE | AR | AR | gme | INE aygu 5y giHo 3 FTEeH : :
omE | #sE | R | @R |Smpm | 00 sapin| TOUN | Tmn | wen | 77EREE | HEAD oy BE | Gt S
%%ﬁwgﬁgﬁwgﬁg
; Szpirt, GC+CsA vs. 16 16 o - - TH. ' THEBT,
B 2011 | RCT | “Gacepocy | (csA) 10 (pocy) 8 low R g ey Jail lw] BROSM-HEEE 2 5
TN A G B




Ce3-8 YRV -NAFRYI)—¢,557, 74X TFAY + (RCOT)
€C03-8:Risk of Bias B H#¥ (121 AH)

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)

Allocation concealment {selection hias)
Incomplete outcome data (attrition hias)

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

. Fandaom sequence generation {selection hias)

. Selective reparting (reporting hias)

_E Selective reporting (reporting bias)
]
o Other bias
E I ] ] ] ]
b 0% 25% 50% 78%  100%
Szpirt 2011 ? . . .an risk of bias DUncIearriak of bias .High risk of bias
€C003-8: 74+ LR Oy b B# (12H,A)
CsA pocy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight . Fixed,  95% Cl . Fixed, 9&5% CI
Szpirt 2011 10 16 ] 16 100.0% 1.25[0.67, 2.32]
Total (95% Cl) 16 16 100.0% 1.25[0.67, 2.32]
Total events 10 8
Heterogeneity: Mot applicahle 'III.EI17 l;lf'l | | 771- 1'III 1IIIIII'

Testfor averall effect: Z=0.71 (P = 0.48)
CsA DAMNERA DTN POCY DA BFRA DTN



C03-8 #RDELH (SoF) T—TIL (RCT)

CQ3-8: ANCA BBE I & % D ERMIFAE T, FILaaLFa4F+AL 90K 77IRES L)L FaARF+HEQS2ARR)Y QELLBFERAMN ?

Setting:
Intervention: CsA
Compar ison: POCY

Anticipated absolute effects® (95% CI) Relative effect No. of participants Quality of the evidence
Risk with POCY Risk with CsA i B (studies) (BRADE)

Comments

Study population
RR 1.25 32 000

= 625
per 1000 (0.67 to 2.32) (1RCT) VERY LOW"2
500 per 1000 (335 to 1110)

*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

1. BRIEODAENTHATHY, Mo, BEREOERIEIZURY.
2. MREFEOFERBIFHIGHELALLTEDONSOBKRMEREZE- 0.
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