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3-1 CE3-1 TEF>RFTAI774)L
4 (0Q3-1 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 OO
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% | 3. 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:-? 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% | ©0.15 to 7.10) | (from 23 fewer to 167 more) | VERY LOW-* CRITICAL

MD : mean difference, RR: relative risk
*  FAIAEEOOT—2LAFEATETRITTELL 2127 FALAIK, RIZEEH L TULAEL.

1. BRIEIATLENES, BASHIEIZNSTFRAYRIHY.
2. BRlEIhTLEL. FEEAHEDEERNTERE.
3. MERHEEDNEERMBITIHELLFELBLEEONADERKRFHEEZ £,
4, FERIESATULEL. REBFRLOEELTIHRE.
¢ 003-1 ZFERCT*
Qual ity assessment No. of patients Effect |
y : Quality | Importance
s?fid?Zs dSetsuidgyn R'bsikas‘)f ‘ Inconsistency Indirectness Imprecision Other considerations AZA POCY Fégé%té‘]'? ’Egg%lg}t? ‘
2 FEHH
h allfplagsible rtle(sjidugl 11/44 | 20/84 RR 1.05 12 1000 000
cohort . . . . confounding would reduce . more per ®
1 |studies|serious' | not serious | not serious |very serious’ i demonstrated effect | (25.0%) | (23.8%) | (0.55 to 1.99) | (from 107 fewer to 236 more) |VERY Loir2| CRITICAL
dose response gradient
4
h allfplagsible rtle(sjidugl 22/44 | 29/84 RR 1.45 155 1000 000
cohort . . . . confounding would reduce . more per ®
1 |studies|serious' | not serious | not serious | serious’ |ihe qemonstrated effect | (50.0%) | (34 5%) | (0.95 to 2.20) | (from 17 fewer to 414 more) |VERY Loi¢| CRITICAL
dose response gradient

MD : mean difference, RR: relative risk

*  BRAShEEOOT—2MATETHINTELEN 21277 Fh AKX, RITEH L TULVRL.

1. BRICET 2RBEBDBET I TULVEL.

2. PRHEEEOEERMITHEEGIELEIELETONSDOBKRREEEZ /- 0.

3. MERMTENEEREIIHLLEDOMKRMRELZEL RO, _
®ER~NRS®
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Are the resources required small?
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3-3 0Q3-1 CERRFER & SCHER

@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 ((MEXR-EFP BRI B HUARSE/TH or ANCA BBEIME #%/AL) or MER-HUIFHERMIIEHAREE/TH or BEMIRMZRMEX/TH or IFEBKME L RME X IERNZFEE/TH or FEAIKMEZRM
BERMNZFIEE/TH or ERMEXMERISFIEAE/TH or IFERERME LR ME X MERAZFIEAE/TH or (BRB/AL and (& %/TH or ME % /AL)) or (pauci/AL and immune/AL) or RERAT K-TERHEST
% /TH or ARBREEREERMAAE/TH or ((ZHEIARA-FEETME/TH or ZSRENRKR-FEEIE/AL) or (ZSHEINRK-FEEME/TH or FHEEIMELZHBIRK/AL) or (ZSHBIRK-HFEET/TH or FEEIHEZFHM4E
AR /AL) or (ZRENRKX-FEEME/TH or #EEIESIAREIBE 2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T U F< t—TRA-25M%/TH or 25T )T F—T X /AL
or Goodpasture fEIEEE/AL or vy KINRF ¥ —fEREE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (M R-EFPERMAAE HUARDE/TH or ANCA BE:EME #%/AL) or ME X-HiFh BB HABIE/TH or BEMIRMSRMEKX/TH or IFEERMEZHKME K ERZFIEAE/TH or FEEEKME S FK M
ERMASFIELE/TH or 2HRMEXRMERNZFIERE/TH or FERMEZRMERMEASFIELE/TH or (BRRB/AL and (IE#/TH or mME#/AL)) or (pauci/AL and immune/AL) or REIRAE K-2RHELT
%/TH or IARBRAEKEIUAAE/TH or ((ZHREARK-FEETTE/TH or LHEEIRK-FEETME/AL) or (ZSHBIMRAX-FEEHSE/TH or FEEIMHEZEKBARK/AL) or (ZRERA-FEESE/TH or FEEMHZ RS
BR2¢/AL) or (ZREIPRX-FEEME/TH or FEETMEENAREBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T V)73 hr—TRX-251/TH or £H5MT) 77 b—FTX/AL
or Goodpasture fE{REE/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=AZFF' IR or RD=5 & LALLLEEAER or RD=#F > & LLLLEEAER or RD=LLEXEAZE or a7k— RHEZE/TH or FEIXTERERZ/TH) and (CK=& b and (CK=RZA (19~44) or CK=rh4
(45~64) or CK=E=#57& (65~) or CK==#3#& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZE:%X) and (LA=BAKZE) 72,640
#5 #3 and #4 23
#6 ((Azathioprine/TH or Azathioprine/AL) or (Azathioprine/TH or ZHF# 71 > /AL)) and ((Cyclophosphamide/TH or Cyclophosphamide/AL) or ##MO< - AKX T 7 I K/AL) 632
#7 #5 and #6 0

®m&EAB : 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
|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

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
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3-4 CQ3-1 7TR 5% FF7—7JL (RCT)
&Jayne D, et al. N Engl J Med 2003;349:36-44.

HEBRTHA 2

FHEREE

HAANEE
(EUVAS R 5R73 & ¢ HILFEH)

PROVEZE

TAFE

B

BfE, ARG EDER

I RTRER T ™) A L
& aTHif e 2

SMEDOFE (FHRE)

ZINEDEMEREBAR

BREEEOHS EHHLD
BRE (O #E) BE

RCT

ER 11 S E

18~T75 i%. MM Sf= 1554 (GPA MPA, RLV (CHCC1992). BH LU/ F£-IMtbDEEMIBIHRE. ANCAISE (BEDHE, HBFMNLEEFTHY)

1 ELIAIC cytotoxic drug [, DB REKESH, HBe iRMEE, HOV, HIV EE&ZE, sCr>5.Tmg/dL, &, TR

SUFLLEBEBRBA (POCY 2mg/kg/B+PSLImg/ke/ B TRA%A, PSL (X 12:BFE TIZ 0. 25mg/ke/BICiHE. 60 &Ll E (3 POCY25mg/BiEE. WBC<4000 THLL).
B#FEHE GMNAET, 3~6H0A) %, AZA (2mg/kg/B) FF=(LPOCY (1.5mg/kg/H) +PSL 10mg/H. 12 A LLU&IL AZA 1.5mg/kg/B +PSL 7. 5mg/H.
18 M A F TEH.

18 M AR
- ERRRIERE

BVAS THIRME - BALG L. HHHRERE 1 3UT.
- BARIERE

—Major : EEMAHRICEAT 524 HED S5, P EL—DNBAFELEHRICHE.
—Minor : D7a< &3 DM 3 BEMNBILSH D LIETHFRICHE.

B, ERAHMHERE EERRPERE XHABTL£ . 18H1A
£EQOL, Fe#pgERES (W) FET—42%< TEEELL] OR#EOH
RTE, AEBIORCEATHALG-OFMAELAERHIFREZHITRORTIE 1446 1 floHds (EERULEHETET 151X POCY B, 12/, A).

58 & (20~77)

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

146 (94%)

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

®ER~RD &




3-5 CQ3-1 YR = A F7RXT—TIL (RCT)

HEARDEH FHER Risk of Bias Z0ith
Z 0k N S
FYrhL|EEL - | FE | aAsE | wam | TAE | gmm | FEE | a g0 myee | RS L (T2EIL meey |TUEPL Sy | TARIAY
omE | wmew | ROTH| (HED) | edpim) OLb |esbil) (Sub | A |omxn | 77EES) HEE SoiL FE (BB hmecs
J GC+POCY 71 73 N Emﬁg%nﬁm
ayne, + VS. LA DHIE
= 9003 RCT GC+AZA (AZA) 0 (POCY) 1 | ow | ow | ow | ow | ow low | ow E%_-*ﬁ{t(:%;% X
FLMDT low
J GC+POCY 71 73 ?ﬁﬁgﬁﬁggﬂ
ok ayne, i VS. : : F N2, F
B 2003 RCT GC+AZA (AZA) 11 (POCY) 10 low low high high low low low %'ﬁf‘g%@%g}]
ZI+5DT high.
EEAHE| J GC+POCY 71 73 %%$§%%?E
fE | Jayne, + VS. . . =13 — .,
%Eiﬁ 2003 RCT GC+AZA (AZA) 8 (POCY) 1 | ow | ow high high | ow | ow | ow ?E'E’rﬁl:é:%/}’f
FTAYR L.
J GC+POCY Al 73 %RFPE%;?Z;;E
= ayne, + vs. ; ; D=, FHERIZ
RKYEEL =2 9003 RCT GC+AZA (AZA) 2 (POCY) 2 | ow | ow high high | ow [ ow | ow 7}%’}"77‘%7‘
L .
B QoL J GC+POCY " 13 F*ﬁ;’tgéﬁég
=1 ayne, + VS. . . . EUVE8S, 1)
(SF=36) 2003 RCT GC+AZA azn) | EBL) | pooyy | EEFL) low low high | ow low low low 5 E',Eﬂﬂ]ﬁ%/‘j*f >
AR .
NPT RN ‘é‘j’rﬁﬂ:h“éh’(b\”
o | Jayne, GC+POCY vs. A . 73 . 3 3 U=, VDI D
WEBEE | “003 | BT | Tecza | wzw | BERL | pooyy | EEL) | Tow fow | hign | high fow fow oW EEEEE O
(VDI) #%2(+ADT high.

®ER~NRSH &




36 CA3-1 YRY - NAFRYIY—¢552, 7+ LA RFOy F(RCT)
€003-1:Risk of Bias Bl 3Et= (18 ™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)

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

®C03-1: 74 LR FTAY ¢ T (18HAH)

GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, ,95% (] . 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 M FETA DALY GC+POCY DA AT ML



€C03-1: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
&C03-1: 724+ LARFFOy ¢ 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 D5 ASEIAAS A 71 L GC+POCY M ADBERA DALY




€C03-1:Risk of Bias Bl 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
OCQ3-1: 7+ LR FFAY +F EESOHERER (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 F'JI 1 10 100
GC+AZA DA H GC+POCY A M

ERAMHERBFERNMEN ERGHHERBERMEL



€C03-1:Risk of Bias & FRETELE (1851 A)

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

Selective reponting {reparting 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)

. Blinding of padicipants and personnel (performance hias)

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

= Selective reporting (reporting bias)
= .
= Other bias
= : : : : |
o 0% 25% 50% A% 100%
Jayne 2003 . . . . B Low risk of hias [ ]unclearrisk of hias B High risk of bias
¢CQ3-1: 7+ LR 7Y b KEBFEFL (18H1A)
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 T3 100.0% 1.03[015 7.10]
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 HY GC+POCY A A
KEBELREN DALY KEBBELRENDAL

®ER~NRDH @



3-7 CQ3-1 #ERDFELH (SoF) T—T )L (RCT)

CQ3-1 : ANCABSEME X DERMIFAETI, JIILaaiFaq4 F+EASHORR 77 FEAETILaa)LFa4 F+HEALHPARKRYY OE
L ohFERAMN?

Setting:
Intervention: AZA
Compar ison: POCY

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

Outcomes : Comments
Risk with POCY Risk with AZA £ G (studies) (GRADE)
Study population
_— RR 0. 34 144 o0
14 per 1000 5 per 1000 (0.01 to 8.27) (1 RCT) LOW?
(0 to 114)
Study population
Bk RR 1.13 144 000
137 per 1000 145 per 1000 (0.51 to 2.50) (1 RCT) VERY LOW'"?
(70 to 342)
Study population 000
RR 1.18 144 ®
A |
EREHHERS 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 ®
KB 2 28 per 1000 0.15 to 7.10) (1 RCT) VERY LOW**
21 per 1000 (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. BBlEhTOiEn=e, BVASHIEIZNATRIVRIHY

2. BERlEShTULRL. FEESHEOERNTEAE.

3. MREEBOEERMEALLGHREBLLGTETONSDERREIEELZ 1= 1=
4. BRIESATOLEL. REBFEOERNTHEE.

®EXR~RSH ¢



3-8 C@3-1 7TARFFY bT—TJL (FERCT)
#Slot MC, et al. Arthritis Rheum 2004;51:269-273.

HERTYA Y ak— MR

EHRIEE 528012 5—

HH AnHE skt :

(EUVAS 5143 5877 & 4, S (L5080 1990 £ ~2000 S (ZFZ M S f= AAV128 & (GPA, MPA, EGPA, RLV (CHCC). Z5I ANCA 514

st 2 (LEAIRIHR O AV £BIAHR)
BEfRBAREEE LT, POCY 2mg/keg/H+PSL Tmg/kg/B (F&K 60mg/H) THiA, 4~6:8%, PSLIX30mg/HET2EILIZ 10mg/HY DHE. TDHE,

NTAFTE 2~4 B EIZ5mg $OME. 90~96 FIFEAEZAKIC POCY 20omg/3 MATHEL, Uk, 19 FLBEIL AZA 2mg/keg/BITEE, LI 25mg/3 WA THE
L, mik.

BN TH5.34F (1.0~11.54)
BRHERE

" 1 BVAS 0 T&%->T, EHECRP{E
7 1k ==
BR, BREEORS R

ARICEIPMERDFEBMEDFAL L HICMERICK DBMABIERDEFRE, MEEHITRENHE

BRGNP PN

& ST B HA BR QEBE4ERH).

AZA-group: FE¥g48 % (SDx18)
POCY only-group: Fi357 % (SD+13)

ShEOFE (FHRE)

24k - 128 451
SmnEDOEREKERNR PR3-ANCA 51 93 A (73%)
MPO-ANCA [51% 35 A (27%)

AZA-group: 37 (84%)
BREBEDIE GiEbdbNIL) POCY-group: 62 (74%)
2K :71.3 (%)

: (Crp &) BE RETL

®ER~RD &
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Risk of Bias for Non-randomized Studies
MEARNEDFH FHHER Z D
(RoBANS)

7o nL EEE - | (TE AT aam | AR | spmm | TR amee xm | gmo | T7IEIS | mmen | TLSA M EXOSS T

@*ﬁﬁ i& [=] ﬂi E}f%‘{, ’7 ) (ﬁgﬁ‘h) éﬁﬁ“& ﬁwuﬁ éﬁﬁ“& ﬁwuﬁ Jg*R aﬂ‘“%& ;E\IIE E*ﬁ1b 7 rj }‘ jJ -l—\ /“4 71 IEEE é%ﬂﬁ)
, - BRICEET 5EEL

o Slot, _ BEREDO ANA~DYYEZ 76 (%) 76 (%) ‘ : in 42 o S A =
2 EEMR 2004 afk— bk Vs, CY fiss 44 1 84 20 | ow high low high low | ow %ﬁ%%ﬂfﬁ%ﬁﬁéh
, - BRICEET 5EEL

o Slot, _ BEREDO ANA~DYYEZ 51 (%) 65 (%) ; . Pl g O
4 /R 2004 afk—+k vs. CY fie 44 99 84 29 | ow high low high | ow | ow %T&;%ﬁb\#ﬁﬁéh

®ER~RD &




3-10_003-1 YRY - "AFRYRY—&,T 57, 74X FFAy k (FERCT)

€C03-1:Risk of Bias &l HM# (24 »AH)

W
L14]
o
=
=2
T
g G
= o
£ 5 7
z = = Selection of participants
-
A = Confounding variables
= @ § @ 5 2 Measurement of exposure
L1+ —_ Q =
= ® %' E g o Blinding of outcome assessment (detection bias)
E — = (] It =
g 2 2 £ 5 B Incomplete outcome data (attition bias)
= O L] e
- = E 5 = = @ Selective reporting (reporting bias)
s 5 £ = 3§ £ 3
T 2 7 = E£E £ 3= Other bias
o = = O
o = i = [ o =
T 5 2 = 2 3 = : | | | |
m 2 = @m = o 0% 245% A% 7A%  100%
stzod | @D | Q|9 OO S O B Low risk of hias [ Junclear risk of bias B High risk of bias
&C03-1: 74ROy ¢ B# 24HnA)
GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total VWeight Fixed, , 95% Cl Fixed, 95% Cl
Slot 2004 11 44 20 a4 100.0% 1.05 [0.55,1.94]
Total (95% CI) 44 84 100.0% 1.05 [0.55, 1.99]
Total events 11 20
Heterageneity: Mot applicable i i - i i
Testfor overall effect Z=015 (P = 0.88) 0.01 ~D'1 ! 10 1';”]
GC+AZA DA M GC+POCY M AY
2 EFBMMDIE 2 EBRBADIE




€C03-1:Risk of Bias & H®#% (48 HA)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition hias)

Selection of padicipants
Confounding variahles

Blinding of outcome assessment (detection bias)

Selection of paricipants
Confounding variables

Measurement of exposure

Incomplete outcome data (attrition bias)
Selective reporting (reporing bias)
Other bias

0%

25%

78%  100%

@ | selective reporting (reporting bias)

@ | Measurernent of exposure

@ | other bias

Slot 2004

.Ll:lw tisk of hias

DUncIearrisk ofbias

B Hiah risk of hias

®C03-1: 74 LR TRV + BB (48HA)

GC+AZA GC+POCY Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% ClI Fixed, 95% C|
Slot 2004 21 44 29 g4 100.0% 1.45[0.949, 2.20] l
Total (95% Cl) 44 84  100.0% 1.45[0.85, 2.20] "-
Total events 22 29

Heterogeneity: Mot applicable
Testfor averall effect £=1.74 (F=0.08)

.01 0.1

GC+AZA DA
4 EFRBADE

10 100
GC+POCY A AY
4 EBBA DI

®ER~RSH &
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CQ3-1: ANCABSEMmME X DERMEIFAB T, JIILaaiFaq4 F+EASHYOKRRIZ7I RESIILaaLFa4A4 F+7HEFFT) oD ELLRER
nh?
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 EEPA 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 M RR 1.45 128 0 00)
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 SWEHMREA S TULVRL.
2. HRHEFEOEERBIIHI LA R EAILEONA DBERRIBINEZ F - 1=
3. MRHFEEOEERMIIHILEDRKRRNREBEEZE=-< =0

®EXR~RS ¢



3-12 €03-2 TEFAR7A7274 1"

Qual ity assessment No. of patients Effect
. . Quality Importance
No. of Study Risk of . . - Other Relative Absolute
studies el bias Inconsistency Indirectness Imprecision considerat ions RTX AZA (95% 1) (95% 1)
randomised not . . very 0/57 2/58 RR 0.20 28 fewer per 1000 12100
1 trials serious not serious | not serious serious' none (0.0% | (3.4%) (0.01 to 4.15) (from 34 fewer to109 more) Low! GRITIGAL
B
. 240 fewer per 1000
randomised not . . A 3/57 17/58 RR 0.18 Y1 1@)
1 trials ser ious not serious | not serious | serious none 6.3 | 2930 | (0.06 to 0.58) (from 27?exzy§r to 123 MODERATE? CRITICAL
BEESHHERT
. 9 more per 1000
randomised L . . very 25/57 | 25/58 RR 1.02 1000
1 trials |Serious not serious | not serious serious! none @3.9% | @3.1% | (0.67 to 1.54) (from 14iuiiger to 233 VERY LOW" CRITICAL
BERLERT
1 randomised serious*| not serious | not serious very none 11/57 8/58 RR 1.40 (fr505m n;'>04re1’<;\?err 1tooo?'306 ®000 CRITICAL
trials serious' (19.3%) | (13.8%) | (0.61 to 3.22) nore) VERY LOW"*

MD : mean difference, RR: relative risk

*  BEAIAEIOOT—A2A0FBETETHBITTEEN 21277 bHLAIL, RICESHL TULVAL.
MBRHEEEDEHERMEIEHEALRNELBLELEEONAH DEEKRRFFEBEZ <=5,

AR b U TIVBDSREEREOREE R/ - SRV,

BERIEESNTUWEL. EEAHHEDERENTIARE

BRiEIh TN, EEREFEOERISTHE

el o

®ERXR~RS ¢



3-13

CQ3-2 Evidence to Decision T— 7L

i HI5E JH—FIETUR BRI
CRITERIA JUDGEMENTS RESEARCH EVIDENGE ADDITIONAL CONSIDERATIONS
Oz HEBOBMELEZIETUREL RTX 2 & Z2AEITERMIFABROIRELERE - AL ORE
ZTOMEFEBEIBEZNAEVTTMN? OB L& ik - BABICHT S ERMIFAELLTEETHS.
= |Is there a problem priority? OFFERE
% o OB 5 < [FL
E|RVEELHBCRAMYOHIME |(@FL
%, KYEBEIEHLZIELES
O—#EIZIFEZ AL
_ ‘e = Oz L IETURADOEHRMGEREY Bl
[ M 473 S4H —_ “ . ]
) o SR (R @skaric iy —~IEFURIOTFALG “Qality’ &
What is the overall certainty of 8&;1# B
this evidence? OB L FEENBZLELOHE - ZEL B
- L s — - BOoKES ~
FELTO FALIZERE FOMIE O*f&%'ﬁ“bgﬁ'ﬁﬁ\igt‘ SIEFYRTOIT 74D “Effect” % 0Q3-1 & [k )
ZFBAMZONT, EXLGFEERE | OFHEERMEOSHEEAKRE OATRESE S|\ VI BE7 >4 —FRE [1] - (5) (A3 p36 E5 SE
NhYETM? O K EHLRIEERMEOSHMEMNL VAR
Is there important uncertainty i3
about how much people value the OXELGTEREOCSHMEN T L
2 |main outcomes? OMEEBELNTLS N E S MFEA
o
& 8;\3}3 . AIBOIK— FRARICE T BEBT—21E
it =VIIAAY-4 ) e e SE O3 R—
H.L "|:i_:J FRENDZEZFLVHRIEIXRENVT |OFH fﬁgg?giﬂ@ HFEHR A [HODAETOaFR— FHAED
o, |97 0= RAMEL # el
“é‘ : Are the desirable anticipated OlELy
= 2
% % effects large? o [ —
S =
e Oz RR A SRS RTX DAACK = (VA% O5UERERRAIGIE < I8 &
D smsnagsl cnopmans | om0 R =L
2 L\%T;ﬁ\'f* BUAR C.);Ifﬁsli/um,\ AFOIR— FARICH T EEEDHEEE VII FIZOWWT
Are the undesirable anticipated OlFLy 2.1 ERGRFEQRRRE (039) SH]

effects smal[?

O—HEIZIZE 2 4L

ZFLOWIREIEFLLBULIREK
U XREWTIM?

Are the desirable effects large
relative to undesirable effects?

Ounihvz
OT:,Si/uL\L\i
OFBA
Q@-SAlFLy
OlFLy

O—#IZIFE 2 HW




HWBEESNDERIDLGEVTTA?

Are the resources required small?

Oz
@1-SALVZ
OB
Otz AlELY
OlFLy

O—8FIZIZE 240

HEBORMELDIETURAL

CQ1-3, CQ1-4 LRk F& - ARPICKEIRT—FAD M
T, TRIX &klF, BRFICHABHENTESERERICE
WT, AAV DRFICH L THoLAIE - BERZFODEMDD
ET, FEOERANBEY EHIE SN DEBICDAITI M
ZFELW EShTHY, REFIRELIER & F ARG HERAS
H%b. RIXOARIR FEETS.

R EE RO

£BEY C [AABRPSMEFMRNEMER]

O—8FIZIZE 240

§ HEEHD BRI FEEAEFRAINMREMER]
B HEEN E [AAIPRBERMERRNEMER]
i £ B
" & . s . - -
= Oz GEMEH) RIX ICKYIEBHRREIIEL 4DH, 2R MMEIKIBIZEMT S
[ YV IIRIAY-4 QR MIHRERBERTEHG LEEHF
B aX MIEKDOFE (FIFEH S OFH [EFVT—RICEITERER] #3E
EE5|IWVERY) ITHERTHENT | OFE=RAulE (3) BfEifEFaEI1£
EN N Ol (DGC+AZA 100mg/ B
Is the incremental cost small @GC+RTX 1, 000mg/6 M A
relative to the net benefits? O—®IZIFEZ L (4) EHHENDIR +
DT 2 AR AR
QBEE AT 2 BRARKR
2, - = 4o Ot&Enn RHOBHERLZIETURIGL MERICK>TRIXTES - TELNWIEAHY, SHEESH
e o i (@5 REMERMERNO KERM F [E7Y (510U TURAICE YRGST EABAT L, BREREL
= inequities? OFEA —X(:ﬁ(#élﬁﬁ%.ﬂ DEREERE LT Uof:%ﬁlil@ﬁ%ﬁ)ﬁkéhﬁ QAT
H; g ' Q?‘:,S‘i/u;’@i’}‘ ﬁ%l’iiﬁ%%ﬁ%éﬂ:&él’iﬁ%%&%@é (CQ1-3, CQ1-4 ‘Gl?:ﬁﬁ%ﬁ?aﬁ@%’éﬁ(:%% L=.)
S e o s e 0SS L O Sk :#E%TJ&—FﬁEKH(w7m1mf%%mﬁmmw
FUBESINS O— SIS 2 A0
Ouivz REDORIMELDZIIETFUREL REEANLZVEFVZAL. L, BEREDELDR
>~ Of=SANZ ELHD
2 S[E0FTL A VEEELRT oL (@FEFAFL
L @ F-ICRFANONETH? OlE Ly
Loy = [Is the option acceptable to key
X 'E'é stakeholders? O—REIZIFE 240
<
OL % RHOBHERLZIETURRGL BEREFFABETCORNXFEFRIZE2ANHAICEVLVTHL—RE
= OfzRA LW THHEETHS .
8 IOEOATY I VIRBANARETI N ? OFHEE
[z & (Is the option feasible to Of=SAlELy
EFK% implement? [ JEqA
L

®ER~NRS &




3-14 C03-2 XEBRAR= & CHER

@PubMed BFE

#7 Add Search #5 AND #6 20 12:23:27

#6 Add Search rituximab 13411 12:22:09

#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 ((MEXR-EF B B HUARSE/TH or ANCA BBEIME #%/AL) or MER-HUIFHERMIIEHAREE/TH or BEMIRMZRMEX/TH or IFEABKME L RME R IERNZFEE/TH or FEAIKMZRM
BERMNZFIEE/TH or ERMEXMERISFIEAE/TH or IFERERME LR ME X MERAZFIEAE/TH or (BRB/AL and (& %/TH or ME % /AL)) or (pauci/AL and immune/AL) or RERAT K-TERHEST
% /TH or ARBREEREERMAAE/TH or ((ZHBIARA-FEETME/TH or ZSRENRK-FEEIE/AL) or (ZHEINRKR-FEEIME/TH or FHEEIMELZHBIRK/AL) or (ZSHBIRK-HKEETE/TH or FEEIESHM4E
BR2¢/AL) or (ZHEARL-FEETME/TH or #EETMESNARFEIBE % /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T F<Y b—FTRX-25%/TH or £HHT) T F—TX/AL
or Goodpasture fFE{REE/AL or &'y K/NRF v —fEREE/AL or (IgA/TH and & #/TH) or Henoch-Schoenlein/AL) 11,559

#2 (M R-EFPERMAAE HLARDE/TH or ANCA BE:EME #%/AL) or ME X-HiFh Bk B HARIE/TH or BEMEIRMSRMEKX/TH or IFEERMEZHME X ERZFIEAE/TH or FEEEKME S FK M
ERMASFELRE/TH or 2HRMEXRMENZFIEE/TH or FERMEZRMERMEASFIELE/TH or (BRRA/AL and (IE#/TH or mME#X/AL)) or (pauci/AL and immune/AL) or RERAE K-2RHEST
%/TH or ARBRAEKEIAAE/TH or ((ZREARK-FEETTE/TH or LHEEIRK-FEETME/AL) or (ZHBIMRAX-FEEHSE/TH or FEEIMHEZHKBIAR/AL) or (ZREBIRA-FEES/TH or FEEMHZ RS
BR2¢/AL) or (ZREPRX-FEETME/TH or FEETMEENAREBE2¢/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T V)73 hr—TRX-£51/TH or £HMT) T b—FTX/AL
or Goodpasture fE{REE/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=AZTFF YR or RD=5 & LILLLEERER or RD=#5 o & L{ELLLEREER or RD=LLEXMR or a7R— MEAZE/TH or fEFIXTERERZE/TH) and (CK=E k and (CK=Rt A (19~44) or CK=rp4E
(45~64) or CK==#57& (65~) or CK=Z=#3#& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZE:%X) and (LA=BAKZE) 72,640

#5 #3 and #4 23

#6 ((Azathioprine/TH or Azathioprine/AL) or (Azathioprine/TH or Z7HF#4 71 > /AL)) and ((Rituximab/TH or Rituximab/AL) or (Rituximab/TH or Y& < J/AL)) 137

#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

rituximab:ti, ab, kw (Word variations have been searched) 1110

#6

#3 and #4 and #5 14

Publication Year from 1994 to 2015, in Trials

¥%EA : 2015/1/17



& SCHGER

Publled /n &> 57 L 1= Eh s SHE LI CETNTAL 1 54552 L 1= agOED S
XEkE (n=20) XEkE (n=0) XHkEg (n=14) B T= R AN
LHETRINLIX
& (n=T7)
BEXABRAROHRE (1-22)  (BHEXHS)

v

R ) =25 L=k
(n=22)

4

WAL 2 514l L 7= & SRR
(n=5)

\

BHHEICHAANT-ATREH
(n=1)

4

ENHEICINA =R
(n=1)

BR4t L 1= 3CHk B
(n=17)

BRoh L =2 3R
(n=4)

<BR4VER >
ARLEERHRTEAL (n=1)
- I/CHBEEEFH ST (n=3)
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3-15 €@3-2 7TR +35% FT—TIL (RCT)
®Guillevin L, et al. N Engl J Med 2014;371:1771-1780.

HEBRTHTA 2

FLREE

HAANEE

(EUVAS mEL 7 5R73 & ¢ HIXFEH)
PROVEZE

TAFE

BN

B, BRLGEDER

S AT AR 7R 77 0 b 1 L & i A

SMEQEH (FHHEE)

ZnEDEMBEREBEAR

BREEENES GEHHNID)

BRE Crixl) BE

RN Y X O TERIIMOEMZHEEIC L 5REEZ T2

BEfFEA (PSL Img/kg/B & &isF| (POCY, IVCY) THitE (MPSL/VLREXUVMIEERME, IVIGOHALEL) . PSLIEIRAICHE. ERFIE (4~6
MA) 1%, RTX500mg (day 0, 14, 6-12-18 M™A) F1=IF AZAIZEIF. AZA 1 2mg/ke/ B THAtE. 12 MARITHMEL, TD#% 1.5mg/ke/BZ 6 1A, Im/ke/
BEBELANA. PSLIFEEZED, BRI LGCLEL 1I8AAIKERAETHE, LROBHBEITPIEIZ DOV TIIEAMDFIM.

28 ™A

- BREYIERE
BVAS ver3 A0 &=

- BRFIERE
—Major : BVAS>0 T, mD, DK LE—DDEERBEETOBILELCIFHE, £EHEBHNTERFEZOMEA.
—Minor : BVAS>0 T, AD, major [ZIFEEL LAEWA, AERBEQARAEREISILETHILOD.

FEFMEER : major B (28HA)
BIREHEIER : minor B, AEERXE, kT (28HAH)

F55m (SDx13)

GPA 87 A (76%)
MPA 23 A (20%)
RLV. 5 A (4%

81/115 (70%)

¥ GFR 63.9 mL/min/1.73m2 (SD+29.7) ; =T b —FBF
4 GFR 62.9 mL/min/1.73m2 (SD=+42.3) ; FIAREF

®EXR~RSH &



3-16 C03-2 YRX%Y - I4 7ATFT—TIL (RCT)

AR PO FHHER Risk of Bias ZDih
. N INATRD
*H = ! G - JE y 3 JE | 7 = et = N | 3 18
JEBI AL fiE 1511 3% NDERIE iRt INA TR EERE R B A5
Efrfﬁﬂ:b“ihf
. . W LD ETED
Guillevin, GC+AZA vs. 57 58 A Z
T 2014 RCT GCRTX (RTX) 0 (AZA) 2 | ow | ow | ow | ow | ow low low ;ﬂggiﬁt\;
T low
FRiENSIAT
i i WEWLA, T—
o Guillevin, GG+AZA vs. 57 58 ; = A s
B 2014 RCT QC+RTX (RTY) 3 (AZM) 17 | ow | ow high | ow | ow | ow | ow _’;‘é%iﬁkgéﬁ
IhTLS.
ﬁ%%éﬁ%@
ERAEE Guil levin, GC+AZA vs. | 57 58 . . ERATHRED
%:%E 2014 RCT GC+RTX (RTX) 25 (AZA) 25 | ow | ow high high | ow | ow | ow i?/\f??"}
Ao HY
;%@s’égd)i
R i i MAERHED =
EEERGAAE |Guil levin, GC+AZA vs. 57 58 . . ka8
FY 2014 RCT GC+RTX (RTX) 1 (AZA) 8 | ow |ow high high |ow |ow |ow %/\f?fbi
IHY.

®ER~NRS ¢




3-17 CQ3-2 YRY - "AFRYTY—¢,T57, 74X FAY F (ROT)

€003-2:Risk of Bias Bl 3= (28 ™ AH)

Guillevin
2014

. Blinding of padicipants and personnel {performance hiasg)

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

. Blinding of outcome assessment (detection hias)
. Incomplete outcome data (attrition hias)

. Selective reporting (reporing hias)

@ | Other bias

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

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

Selective reporting (reporting bias) _

otner oizs [

1 1 1 |
0% 25% 50% 7% 100%

.Luw risk of bias DUncIearrisk of bias .High risk of bias

€003-2: 74 LR FTAY ¢ T (2850 AH)

GC+RTX GC+AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, 95% C| _ Fixed, 95% Cl
Guillevin 2014 1] AT 2 53 100.0% 0.20[0.01, 4.18] * .
Total {9%5% CI) LT 58 100.0% 0.20 [0.01, 4.15] —— N —
Total events 1] 2
Heterogeneity: Kot applicable 'III.III1 IIIT1 1'III 1|IIIZI'

Test for overall effect: £=1.04 (F = 0.30)

GCHRTX DA DFETE M D7 GC+AZA DA M FETA DALY




€C03-2:Risk of Bias & H®% (28 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 participants and personnel {(performance hias)

. Fandom sequence generation (selection hias)
@ | Alocation concealment (selection bias)

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

@ | selective reporting (reporting bias)

o Selective reporting (reporting bias)
= Other bias
[ak]
= : | : | |
O 0% 25% 50% 7% 100%
g(l)JlilieVin ® B Lo risk of bias [ Junclear risk of bias Bl Hioh risk of bias
€003-2: 74LRFFOY ¢ B 28H,A)
GC+RTX GC+AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, 95% CI ~ Fixed, 95% CI
Guillevin 2014 3 &7 17 53 100.0% 0.18 [0.06, 0.58] ——
Total {95% CI) 57 52 100.0% 0.18 [0.06, 0.58] el
Tatal events 3 17
Heterageneity: Mot applicahble I I I I
g _ 0.01 0.1 10 100
Test for overall effect: £= 2.87 (P =0.004) SCRTX D GCHAZA D5 ¢

BIANDIELN BRANDE



€C003-2:Risk of Bias Bl EEAGHERIE (28 v A)

Guillevin
2014

. Fandom sequence generation (selection hias)

. Allocation concealment (selection hiasg)

. Blinding of padicipants and personnel (peformance hias)
. Blinding of outcome assessment (detection bias)

. Incomplete outcome data (attrition bias)

. Selective reporting (reporting bias)

@ | Other bias

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

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

Selective reporting (reporting bias) _

oner vizs [

1 1 1
0% 25% 50% 75%

|
100%

.an risk of bias DUncIearriak of bias .High risk of bias

€C03-2: 7+ LR MTOY b ERGHHERE 28HMA)

GC+RTX GC+AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, 95% C] Fixed, 95% I
Guillewin 2014 25 ar 25 88 100.0% 1.02 [0.67,1.54]
Total {95% CI) AT A8 100.0% 1.02 [0.67, 1.54]
Total events 25 25
Heterogeneity: Mot applicahle ! ! 1 I I
. _ 0.0 0.1 1 10 100
Test for overall effect: £=0.08 (P =0.93) GCARTX D5 A8 GCHAZA D5 A%

ERAHHERBESMEL ERAHHERBEMEL




€C003-2:Risk of Bias Bl EEREEHRIT (28 hhA)

Incomplete outcome data (attrition bias)

. Fandom sequence generation (selection hias)

. Allocation concealment (selection bias)

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

. Selective reparing (repoing bias)

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)

o
)
= Other bias
E 1 ] ] ] ]
S 1% 25% A0% Ta%  100%
%jlnfvm + + B Low risk of bias [ Junclear risk of bias Bl Hioh risk of bias
€C03-2: 7+ LR SOy EERPERDE (28 HA)
GC+RTX GC+AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight . Fixed, 95%Cl] . Fixed, 95% C]
Guillevin 2014 11 ar a a8 100.0% 1.40[0.61, 2.23)
Total (95% Cl) LT 58 100.0% 1.40 [0.61, 3.22]
Total events 11 a
Heterageneity: Mot applicable ! ! 1 ; I
o _ 0.01 0.1 1 10 100
Testfor overall effect Z=079(FP =043 GC+RTX DA S GC+AZA DA M
EEREERENMEL EEREERBTENMEN

®EXR~RS ¢




3-18 C03-2 HERDELH (SoF) F+—TJL (RCT)

CQ3-2: ANCABSE M E XD EMMIAETIE, FILaalFaAR+7YFATI)ET LIaLFaAR+)YXIITDELLRERMN?

Setting:
Intervention: RTX
Comparison: AZA

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants Quality of the evidence

out : C t
Risk with AZA Risk with RTX (95% CI) (studies) (GRADE) OMIEIES
Study population
_— y Pop ; 1000 RR 0.20 115 Y 00)
34 per 1000 (Opi; e (0.01 to 4.15) (1 RCT) LOW !
Study population
B RR 0.18 115 Yol @)
293 per 1000 i?fz; 1‘7’83 (0.06 to 0.58) (1 RCT) MODERATE ?
Study population
o RR 1.02 115 OO0
A )
EEAHHERE 431 per 1000 tgggpig ;gg? (0.67 to 1.54) (1 RCT) VERY LOW '3
Study population
e s RR 1.40 115 eO00
sty
ERBRIERR 138 per 1000 193 per 1000 0.61 to 3.22) (1 RCT) VERY LOW ¢

(84 to 444)

*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

bl i

SHERBEEOEERMITHELLTREEHLLTETONS DK RMEEE E-<H
AR M- U TIVEARBERREOREZH - ST,
BRI TR, EESHEDOERN TR
BERIESN TGN, EERLEDEELNTHE

®ER~RD &




3-19 CQ3-3 TEFRFAI77AIL*

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 . . Co 1/63 0/63 RR 3.00 o0
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 . . Co 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 o0
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 _ . . Co 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 63’ 63’ not estimable EBLEEV%GO CRITICAL

Cl: confidence interval, RR: risk ratio

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

BRI TLVEL. EESHEOERNBETEZO, "M TRUYRIHY.
MBRHEEEDEERMEIEHELLEDORKREEEZF- 0.

BRI TWEL. EEREEOEENABTLERN D, RAITIXVRIHY.

AR M- U TILBAREEREOEEE R/ - SRV,

SF-36 M ETMBR TEL T, >z L DELEL.

No o~

®EXR~RSH &



3-20 CQ3-3 Evidence to Decision T—JJL
2

e
PROBLEN

CRITERIA

ZOMBIFEBEIBEASVTT M ?
Is there a problem priority?

FYEELHECEIMOH HMEF, S YBEIE
(DR AT

$i5E
JUDGEMENTS

Oz
OBFo LA
OF X

O 75 < [F
@

O—8FIZIZE 240

JH—FIETUR
RESEARCH EVIDENGE

HEBORMELDIETURAEL

BINEIE
ADDITIONAL CONSIDERATIONS

MTX 12 & ZARIS BRI AED AZA DK
BEELELTEETHA.

ZTOREOFEEE

BENEFITS & HARMS OF THE OPTIONS

FERTICALIZENETOMEZEZE K MZD
WT, EXGTHEEEAHYFTH?

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

COTEFUROLHMLIERN REQRER) 1|20 L
Sy e @JEFE (TR LY
EnTImne O L
What is the overall certainty of this
evidence? OhFE
' O@ L
OFEEHEOSHENKEN

OFEEMEOLSHMENKE O ETHEY

O K ELRTHERMEOSHRMEN T ATREM
ORELGTRERMELCSHRMEN T
OfEZELNTLN SN E S M TH

undesirable effects?

[ JRYAV-S
OT:/SiAJL\L\_A;_

FHEENBLE LLUMBEAENTTA? S

Are the desirable anticipated effects large? OIS:L\
O—#IZIFE 2L
Oz
.T:/SiA.IL\L\;’_

FHEHEINBDIEFLLBEVLWHRIZ/NETNNTTM? OFH

Are the undesirable anticipated effects Of=3AlZLr

smal |? OlE
O—#IZFEZ AL
[ IRYAY-4

LELUHRELELCHLBBEY bRELT [ SEIAVNA

zf\;e desirable effects large relative to Of=5A L
Olxy

O—#IZIFEZ UL

IEFUROERMGIERENE
—SIEFYRTAT7AILD “Quality” 238

FHRENZEFLLVHR - EFLLLBVHERD
RES
—SIEFYRTAT7MAILD “Effect” #5E

CQ3-1, CQ3-2 & FItk
VI 8&7 45— FRE [1] - 6) (FX
p36 B 5) S8

ABDAR— FRARICE T HAERT— 4
(FHERERBEEENE AFEH A [HA
EToOak— MRROBREE] S8

AKIDaAR— FRAEICE T EHEDSE
Elx VII Elz2WhvT 2.1 EELBREE
DRBKR] (p39) 58

VI BE7 U 7—MRE (4]
(P38 B 11) S5




O Z
Of=FRALWZ

HEBORMELDIETURAEL

CQ1-5 & FIHRDFIMTEEE.
LRV EFEDNSA, BREAE, E&

O—#IZIFE 2 AL

PEL SNBEEEDENTTM? O’FEE *5{72; EZEMICE>TIHFEWNMENTIHL
Are the resources required small? @7 SA L gL . .
Ol Ly HERMEREEEHG HEEHD AXY
I FEEHMERRIAMREMER]
. O—IZITEZHL
=
= oLz GEMEIE) HEERIZ & Y MTX O 2. 5mg §8, 2mg SR
=5 Of=RAL Wz IR MEEREREEEHOE HEEH FIET PHYIRMIRLD. WX IS&YEBHE
i OFH Nor—RI=H B ERR] 58 EMOARRE. TRk EFEDNAT DR
o | AR MIEKROFE (FENSEESILNE 87‘:,Si/ulztl,\ (3) BMMEAE1E &, —#ICITER G
V) ICEERTIMNENTT M ? [E4A (DGC+AZA 100mg/H
Is the incremental cost small relative to the Q@ GC+MTX15mg/@ - - MTX2.5 D& F| % & A
net benefits? O —IZIFE ALY (PSL BiZ IZDRE#%)
(4) EHHEDNDIR K
Dt T 2 B AR
QBZEB T 2 BM AR
S - 8i§bl] RHOBHNERLZIETURRGL R b EEKRDFEDREFRA—HEIZ
~ADEEFMTLLIM? t= S AEIn HEERBEEHOG £EEH F TETAMT—R [ERLLOD.
1 = [What would be the impact on health inequities? (O7REA ICBTEERE] OEZERELEEREER
ﬂ; é o . O?‘_:zSi/u;’Jﬁ’}‘ SHREMICLIEREMRZEOECHEIBEE
S o |EEREZELIHELCTOIS LKLY EBESH O
%
@ —1IZIXFE ALY
8L\L\i HEORMELDIETURAL CQ1-5 FE#k. RIFBEANTIEHSHHERIT
= T=5ALNZ A[BETH A S
2|0+ T a v FEBRRT o RS —ICRIHA (O SAEN
R 2lhohETae Ol
ol 55 |Is the opti table to key stakeholders?
E[,(g s the option acceptable to key stakeholders = = % A0
Oz RHOBMELDZITETUREL AAV TILRIRINE S TULVEL=H— A1
o= Ot=AALVZ CIFHRTES, FRARROEELEM
B2 lend 7o 2 VHRBATRTTH 2 OTER EICRES N B LA
EIES o |Is the option feasible to implement? O7=SA L
b < Ol
L

®ER~RD @




3-21 (003-3 XERAR= & HER

@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 ((MEXR-EFP BRI B HUARSE/TH or ANCA BBEIME #%/AL) or MER-HUIFHERMIIEHAREE/TH or BEMIRMZRMEX/TH or IFEBKME L RME X IERNZFEE/TH or FEAIKMEZRM
BERMNZFIEE/TH or ERMEXMERISFIEAE/TH or IFERERME LR ME X MERAZFIEAE/TH or (BRB/AL and (& %/TH or ME % /AL)) or (pauci/AL and immune/AL) or RERAT K-TERHEST
% /TH or ARBREEREERMAAE/TH or ((ZHEIARA-FEETME/TH or ZSRENRKR-FEEIE/AL) or (ZSHEINRK-FEEME/TH or FHEEIMELZHBIRK/AL) or (ZSHBIRK-HFEET/TH or FEEIHEZFHM4E
AR /AL) or (ZRENRKX-FEEME/TH or #EEIESIAREIBE 2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T U F< t—TRA-25M%/TH or 25T )T F—T X /AL
or Goodpasture fEIEEE/AL or vy KINRF ¥ —fEREE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559

#2 (M R-EFPERMAAE HUARDE/TH or ANCA BE:EME #%/AL) or ME X-HiFh BB HABIE/TH or BEMIRMSRMEKX/TH or IFEERMEZHKME K ERZFIEAE/TH or FEEEKME S FK M
ERMASFIELE/TH or 2HRMEXRMERNZFIERE/TH or FERMEZRMERMEASFIELE/TH or (BRRB/AL and (IE#/TH or mME#/AL)) or (pauci/AL and immune/AL) or REIRAE K-2RHELT
%/TH or IARBRAEKEIUAAE/TH or ((ZHREARK-FEETTE/TH or LHEEIRK-FEETME/AL) or (ZSHBIMRAX-FEEHSE/TH or FEEIMHEZEKBARK/AL) or (ZRERA-FEESE/TH or FEEMHZ RS
BR2¢/AL) or (ZREIPRX-FEEME/TH or FEETMEENAREBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T V)73 hr—TRX-251/TH or £H5MT) 77 b—FTX/AL
or Goodpasture fE{REE/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=AZFF' IR or RD=5 & LALLLEEAER or RD=#F > & LLLLEEAER or RD=LLEXEAZE or a7k— RHEZE/TH or FEIXTERERZ/TH) and (CK=& b and (CK=RZA (19~44) or CK=rh4
(45~64) or CK=E=#57& (65~) or CK==#3#& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZE:%X) and (LA=BAKZE) 72,640

#5 #3 and #4 23

#6  ((Azathioprine/TH or Azathioprine/AL) or (Azathioprine/TH or 7HF# 1) > /AL)) and ((Methotrexate/TH or Methotrexate/AL) or (Methotrexate/TH or * k kL FH— 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

Publled /n &> 57 L 1= Eh s SHE LI CETNTAL 1 54552 L 1= agOED S
XEkE (n=35) XEkE (n=0) XEkE (n=10) B T= R AN
LHETRINLIX
& (n=3)
BEXABAROHRE (1=36) (XA O)

v

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

4

WAL 2 514l L 7= & SRR
(n=11)

\

BHHEICHAANT-ATREH
(n=1)

4

ENHEICINA =R
(n=1)

BR4t L 1= 3CHk B
(n=25)

BRoh L =2 3R
(n=10)

<BR4VER >
ABRLEERHRTEAL (n=7)
- I/CHBEEEFH ST (n=3)
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3-22 CQ3-3 Z7TR Y FT—TIL (RCT)
@Pagnoux C, et al. N Engl J Med 2008;359:2790-2809.

HEBRTHTA 2

HAANEE
(EUVAS SR B3 5B 75 & £ N IXFEHD)

PROVEZE
TAFE

B

B, BRGEDER

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

SMEOF (FHRE)

ZINEDEMEREBNR

BREEENES GHHNID)

BRE (Crixy) BE

TS VREBEURNILF—

18 ML L. #FRZWif 126 £ (GPA, MPA (ACR F7=13 CHCC1992). GPA [(XBREMNHSH, Da< &b 2 s - MMHEEST 13 1 BHES & 2HERN
HBHHLD. MPAIFFFS —DLIE. &=, MERDMBMATR FE7=(3 ANCA 514,

IVOY jafptaal | MALLLDRTO4 FERE, thoEHKEE, #£ HIV, HBY, HOV R, HEREDEER, 1k E#EOLGVRME

EREE A (IVCY, mPSL/XJLR, prednisone 1mg/kg/ B TRATR) %, prednisone [XIE&ICHEL, 24 "B Thit. BEREE, AZA £=IX NTX(ZEIF. AZA
1% 2mg/kg/ B THASA. MTX (X 0.3mg/kg/:B CTHAtE L T 25mg/:BE CTHEE. #HFERE12H1A%K, AAFLIEINX (X3MATHI.

12 ™A

- EARRIERE
BVAS %0 =
- BRHIERE
BVAS T IRELLEDHER

TEMEER - AEER (120 A)
BIRGHEIER - EEAEER, B WL (121 A)

AZA-group: TE956.3 5% (21.6~79.2)
MTX-group: Fi959.8 #% (25.2~78.6)

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

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

AZA-group: TEJCr 1.52mg/dL (SD:1.15) ; E{TrF
MTX-group: E#g Cr 1.4mg/dL (SD:0.61) ; E{TrF

®ER~NRDH



3-23 CQ3-3 YRH - N4 7AFT—TJL (RCT)
MERNEDEFH FHER Risk of Bias Z Dt
OHm | WEE | RO W@ED | T | wmm | EOE ] pmm | TR ORRY omee | wmte |T7MA Jd7z | Emsmw | msies)
Pagnoux, MTX vs. 63 63
T 2008 RCT AZA MTY) 1 (AZA) 0 | ow | ow | ow | ow | ow | ow | ow
BERIEESNTES
o Pagnoux, MTX vs. 63 63 - , 3, BHROIHEICS
A 2008 | FT | Thza | amp 2l (AZA) 23 low | low el 1 oW low N
HBT1= high
% JEEHR T physician
BEEAHE| Pagnou, MTX vs. 63 63 . . et 9
%niﬁ 5008 RCT AZA M 11 (AZA) 5 | ow | ow high high | ow | ow | ow g)i:gliﬂﬁ(_otét&b
g JEE T physician
EERKEYE| Pagnoux, MTX vs. 63 63 . . gl e [ — .
oo 5008 RCT AZA ) 5 (AZA) 1 | ow | ow high high | ow | ow | ow g)izglifﬁkéiét&’)
(no (no ENGEMo=EDER
%ﬁg% Pagnoux, | ot | MTRYs- | B3 | sienificant | (S5 | sienificant| lo low high low B high low BOHTHY, F=
difference) difference) EHREITHZRS

®ER~RD &




3-24 CQ3-3 WRY - NAFRYIY—¢E552, 24xLAXAMFOy + (RCT)
€003-3: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)

Fandom sequence deneration (selection hias)
Blinding of outcome assessment {detection hias)

Incomplete outcome data (attrition bias)

. Blinding of patticipants and personnel {performance hias)

. Allocation concealment (selection hias)
. Selective reporting (reporting hias)

E Selective reporting (reporting bias)
Kl
o Other bias
E I ] ] ] ]
i 0% 25% 0% A% 100%
2882"”" . . . . .an tisk of hias |:|Unclearri5k of bias .High sk ofbias
€C03-3: 7+ LR +FAY F BT (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 05 AFET= A3 42 LA AZA DO F MFET= A1 LY




€C03-3: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 risk of bias DUncIearriak of bias .High risk of bias
€C003-3: 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 DB DR DALY AZA DB DBIRDD 1T



#C03-3:Risk of Bias Bl EEAGHERIR (12 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
e | @ 00
€C03-3: 7+ LR SOy EEAOHERER (12HA8)
MTX AFA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total WWeight . Fixed, ,95% Cl . Fixed, 95% (I
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 D AN

ERGHHERBNMEN ERGHERBNMEN



€003-3:Risk of Bias ¥l ERBIERE (121A)

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

Blinding of outcome assessment (detection bias)

Blinding of outcome assessment (detection hias)

Incomplete outcome data (attrition bias)

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
zg(g)goux . . . .an risk of bias DUncIearriak of bias .High risk of bias
€003-3: 74 LR+TAY + ERBPERBE (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 1'2' 100
MTX DA A AZA DA H
BERLERBHNELD BERLERBHNED

®ER~RS ¢



3-25 C03-3 #HRDELH (SoF) T—TJL (RCT)

CQ3-3 : ANCA BS:EMERDERMFFAETIE, JiaalFadqa F+7HFAT)oeTaalFad F+A R ML= FDOELLRERAM?

Setting:
Intervention: MTX
Comparison: AZA

Outcomes

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Quality of the evidence

\ Comments
Study population
— RR 3.00 126 00
0 0 per 1,000 (0.12 to 72.27) (1 RCT) Low!
per 1000
(0 to 0)
Study population
B RR 0. 91 126 1000
N 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 ®a00O
ERatHERE 79 ver 1000 175 per 1,000 (0.81 to 5.97) (1 RCT) Lows-#
P (64 to 474)
Study population
s RR 5. 00 126 eO00O
BRBMERR 16 ver 1000 79 per 1,000 (0.60 to 41.59) (1 RCT) VERY LOW'*
(10 to 660)
Study population _ 126 Y100,
£ QoL - > not estimable (1 ReT) LOW2 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. ERESHENERIAE TR D
MRHEEEOEERBEIIHL L EOMRKRRREEZ =<0
BRIEShTOGL. ERERREOERIAE TR D
ARY M- YO TLEDREEREDEEEFH - SR =®H
SF-36 OHELEBHBTENGH S T-E DEEH.

NATRVRIHY.

INATRYRIHY

®EXR~RSH &



3-26 C03-4 TEFARTAT77A4NL*

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 EBGBC?C> 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 GBGB§?§> 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 GBCDCDC?4 CRITICAL
trials (10.5%) | (16.3%) VERY LOW"
1.47) fewer)
BERLERT
. 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?s 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,
BRIEESN TN, BVASHIEICNATRAYRIHY.
MBREEEDEERMEIEHESLREDORKREEEZ - 0.

BRI TLWELD. EESHEDERNTIAMK

BRI TWEL. EEREEDERITHME

R wNd

®ER~RD &



3-27

)]
PROBLEM

CQ3-4 Evidence to Decision +—7JJL
Hi HIE
CRITERIA JUDGEMENTS

OLLVZ

ZTOMEFEBEIBEZNAEVTTMN? Or kX4 AIAY4

Is there a problem priority? OF R
OBF 5 <L

FYUEELHBECREAHDHSMEIEX, JYEEXIE |@FL

(RN R A

O—8FIZIZE 240

JH—FIETUR
RESEARCH EVIDENCE

HEBORMELDIETURAEL

BINEIR

ADDITIONAL CONSIDERATIONS

WVF (2 & BaRITBERMFAERD AN OREBER
EZELTEETHS.

ZTDRBROFZEE

BENEFITS & HARMS OF THE OPTIONS

What is the overall certainty of this evidence?

Oz L
CHOIETURDEHMEEYE FEEDEE) X |@FEFEIZEN
Ehtcdamn? O L

O % E
O=Ly

ENFEITOADPEERTD FHLIZMEZE M
DT, EXGTREEELAHYETM?

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

OFEEMELSHEMENKE N
OFFEEM LS HRMEAKE LV ATRENS
QK E L FHERMCSHFMUEA LV ATREM
OXRELGTRERMELZHEN T
OfffEZELNTLNS M E S AT

FHREINDIEZFLVVHMREKENTIMN?
Are the desirable anticipated effects large?

[ JAYAY-4
Of=RAWNZ
OFH
O=AAlxLy
OlFLy

O—#IZIFEZ AL

FEREINBEFLLGVLHRIFNEVNTTA?

Are the undesirable anticipated effects small?

Ounivz
Of=3Az
OFH
@7-SAlEL
@F{A

O—#IZIFE 2 HL

ZFELWVIREEZEF LLBEWHIRIYELKRENTT
mn?

Are the desirable effects large relative to
undesirable effects?

Ouninvz

[ JVIIRIAY-4
OT B
Of=3AlxLr
OlZ Ly

O—#IZIFEZ AL

IEFUROERMGIERENE
S>IEFRTAaI7/4ILD
“Quality” %2

FRINDIEFLLVHR - 2FL
CBELVHROKES
S>IEFRTAaI7/4ILD
“Effect” %28

CQ3-1, CQ3-2, CQ3-3 & FI+E.
VI &&57 45— RZE (1] - (5)
(&3 p36 B 5) S8

ABDAKR— FARICE T HBET — 5 TR
ERBE R RO HEEH A [DHAETOaR
— FMARDERAEIR] SR

KD aR— FRAEIZH T D EHEDBEIL
VII F(2DW\T MN2.1 EELBREEOREAR
iRl (p39) SHR

ZFELOVHRERECGEL. EELLBLHR
X, oM
VI BF7 >4 — RAZE [4] (p38 B 1) SR




Oz
@-SALNZ

HEORMELDIETURAEL

BOXETHDHZ ET AZA, WF FEEICEILAGL
A, WF ZEVMENTWREMIES < [F4 L0

O—8FIZIZE 240

N - N OFH HERIEREEE RO
DELEINDZEREDENTIN? - =
Are the resources required small? 8{5;;,5:/‘1[&’\ ;fﬁﬂc IEARRESMERRAINNE
HEEHD [BEXY I FEEIERFERIAR
" O—BIZIFE R B REFER] S8
=
%g OLrz GEINER) WF [Ea X DA BEDD, SHHENRSE
= &5 Of=RAWNZ OR MMEIHEREFRBEEERG HE Bttt LHL, SHHEFES MBSO
= 2 OF# B FIETLT—RIZBHBE MTELL.
e #EAOX MIEKROFE (FEHNSEESILNE Of=AAlELr RE] =38
YU) [THRTINEWTTM? Olxy (3) BREMERAEIE
Is the incremental cost small relative to the (DGC+AZA 100mg/ B
net benefits? @—EIZIFE Z ALY BGC+MNMF 2, 000mg/ A
(4) EHHEDNDIR K
Dtz T 2 B AR
QBEEXT 2 BRAR
@ RHOBNELGZIIETURGEL |[EREEMBONGZWVEEIE, BEEENEL ST
BEERE~AOZEEFIATLLIN? @ /= S AEN HRIEREEEHO HEEH F|ReEHY.
w = [What would be the impact on health inequities? 87Fﬁﬁ [ETLT—RIZETIERE]
B S =S AFED NDEEERELETKREERZH
QT |rEREEROTRELTOISLGLYBESH O EHICLZEREDREOBEE
% j8%8
O—BIZFEZ W
OLivz RHEORMELZIETURGL W IXRIRERANTHS.
t .T:z?EAJL\L\i
ﬁ S|EOFTY I VBEBRBRAT IR —ICRITA 8:‘;5:&!&\
+ E hBhi?‘?fJ\? )
B o [s the option acceptable to key stakeholders? O— Iz X 2450
2
Oz RHOBNELDIIETURGEL |REEANTEEE. BEESNSIAEELSHYE
= Of=3 AL VE WmESMNE Lhizlv—7, ERICERALTWLS
1| OTiE= s - BB,
Ea Is the option feasible to implement? 8{;3/‘/@“ V| BET 27— HRE (5] (938 1ER
W &

®ER~RDH &




3-28 (C03-4 @A & CEER

@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

OEFHERER
#1 ((MEXR-EFP BRI B HUARSE/TH or ANCA BBEIME #%/AL) or MER-HUIFHERMIIEHAREE/TH or BEMIRMZRMEX/TH or IFEBKME L RME X IERNZFEE/TH or FEAIKMEZRM
BERMNZFIEE/TH or ERMEXMERISFIEAE/TH or IFERERME LR ME X MERAZFIEAE/TH or (BRB/AL and (& %/TH or ME % /AL)) or (pauci/AL and immune/AL) or RERAT K-TERHEST
% /TH or ARBREEREERMAAE/TH or ((ZHEIARA-FEETME/TH or ZSRENRKR-FEEIE/AL) or (ZSHEINRK-FEEME/TH or FHEEIMELZHBIRK/AL) or (ZSHBIRK-HFEET/TH or FEEIHEZFHM4E
AR /AL) or (ZRENRKX-FEEME/TH or #EEIESIAREIBE 2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T U F< t—TRA-25M%/TH or 25T )T F—T X /AL
or Goodpasture fEIEEE/AL or vy KINRF ¥ —fEREE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (M R-EFPERMAAE HUARDE/TH or ANCA BE:EME #%/AL) or ME X-HiFh BB HABIE/TH or BEMIRMSRMEKX/TH or IFEERMEZHKME K ERZFIEAE/TH or FEEEKME S FK M
ERMASFIELE/TH or 2HRMEXRMERNZFIERE/TH or FERMEZRMERMEASFIELE/TH or (BRRB/AL and (IE#/TH or mME#/AL)) or (pauci/AL and immune/AL) or REIRAE K-2RHELT
%/TH or IARBRAEKEIUAAE/TH or ((ZHREARK-FEETTE/TH or LHEEIRK-FEETME/AL) or (ZSHBIMRAX-FEEHSE/TH or FEEIMHEZEKBARK/AL) or (ZRERA-FEESE/TH or FEEMHZ RS
BR2¢/AL) or (ZREIPRX-FEEME/TH or FEETMEENAREBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T V)73 hr—TRX-251/TH or £H5MT) 77 b—FTX/AL
or Goodpasture fE{REE/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=AZFF' IR or RD=5 & LALLLEEAER or RD=#F > & LLLLEEAER or RD=LLEXEAZE or a7k— RHEZE/TH or FEIXTERERZ/TH) and (CK=& b and (CK=RZA (19~44) or CK=rh4
(45~64) or CK=E=#57& (65~) or CK==#3#& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZE:%X) and (LA=BAKZE) 72,640
#5 #3 and #4 23
#6  ((Azathioprine/TH or Azathioprine/AL) or (Azathioprine/TH or ZHF#4 71 > /AL)) and (("Mycophenolate Mofetil”/TH and “Mycophenolic Acid”/TH) and (“"Mycophenolate
Mofetil”/THor 2227z /—ILEEZzFIL/AL)) 90
#7 #5 and #6 0

%A : 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
|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

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

Publled /n &> 57 L 1= Eh s SHE LI CETNTAL 1 54552 L 1= agOED S
XEkE (n=26) XEkE (n=0) XkE (n=6) B T= R AN
LHETRINLIX
& (n=4)
BEXABAROIHRE (1=26) (A2

v

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

4

WAL 2 514l L 7= & SRR
(n=5)

\

BHHEICHAANT-ATREH
(n=1)

4

ENHEICINA =R
(n=1)

BR4t L 1= 3CHk B
(n=21)

BRoh L =2 3R
(n=4)

<BR4VER >
ARLEERHRTEAL (n=3)
- I/CHBREEH ST (n=1)

®ER~RDH &



3-29 CQ3-4 7TR Y FT—TIL (RCT)
#Hiemstra TF, et al. JAMA 2010;304:2381-2388.

HERTHA
FHEREE

HAANEE
(EUVAS im B 53875 & 3 S (T FEH)

PRo‘ELZE
TAFE

B

B, BRGEDER

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

SMEOFE (FHRE)

ZnEDEMBEREBEAR

BREEENES GEHHNID)

BRE (Crixy) BE

RCT

FRN 11 N E

18~75 i%. iAW1 126 & (GPA, MPA (CHCC1992). ANCA F&14.

Cytotoxic drug (EFAFE, O BECHRELSE, HBY, HCV, HIV, FEitt~a anNs T 7REE =

BEfEEA (POCY/IVCY, PSL 1mg/kg/BH THitE, PEXmPSL/YLRX 4 A1) &, PSL IXTRAICEEL, 24 WA THIE. BREER, AZA £71=13 MF (S
Blft. AZA 1% 2mg/kg/ B THISA. MMF (X 2, 000mg/ B THIIE. AZA F71=IX MMF (F 42 /A THILE.

48 MAR (&KX 51 MA)

- BREYIEEE
BVAS A% 0 =
- BRFIEEE
Major FEMMIBEFTDOHR
-Minor FEEQ/PDSHREOBRFITFRLE

FEFEIRR B B8 0A)
BIREHHIEE - HEER, WI, eGFR, EBR

AZA-group: T 55.1 %% (SD 15.2)
MMF-group: Ft554.2 7% (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%)
21K : GPA 100 A (64%) MPAS6 A (36%)

FET L

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

®ER~RSH ¢




3-30 CO3-4 VXY - 4 F7ATFT—TIL (RCT)

MERNEDEFH FHER Risk of Bias Z Dt
ForhL| BEL - | Bk | AAFE | B | DN ogmm | SEE g g5 ayege | FBE | TIEAA peey (T EAL TOMALTR IRLTRDIS S E
@*E;:EE *Eiﬂi (RCT')) (Fﬁi‘—) éﬁ{ﬁ]%& ’f/\/ l~ éﬁ{ﬁ]%& ’f/\/ l~ ﬁ: @Bg’{‘:\ "7‘7;EL\% n;{ﬁ%a) 77,.7 }\ jJ.L\ i&l:l (Egﬂnﬁgﬁq:ﬂ: (h|gh _a)& %
= : e 514 9iE 15113k - = NDERIE =114 NA TR | EEERER) EH%EE)
Hiemstra, MMF vs. 76 80
T 2010 RCT AZA (MVF) 1 (AZA) 1 | ow | ow | ow | ow | ow | ow | ow
BERIEESNTES
o Hiemstra, MMF vs. 76 80 - - 9, BRAOFHEIZE
B 2010 RCT AZA (MVF) 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 %
%niﬁ 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&’)
- BREINTELT
vor | femstra | per | MIF Ys. (ﬁ% @) (g% @) low low high high low low low DLET N2 T
5z 508N H D

®ER~RD &




3-31 CQ3-4 VRY - NAFRYIY—¢E552, 724xLAXAMFOy + (RCT)
€003-4:Risk of Bias Bl 3= (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 bias)

. Allacation concealment (selection bias)

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

. Selective reporing (reporing hias)

E Selective reporting (reporting bias)

]

o Other bias

=

] I f f f |

1% 25% a0% A% 100%

Hiemstra
2010 . . .an risk of hias DUncIearriak of hias .High risk of hias

&C03-4: 74 LRFTAY ¢ T (48HA)

MMF AZA Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight . Fixed, 95% (] ., . Fixed, 95% (]
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

Heterogeneity: Mot applicable

Test for overall effect: £=0.04 (P = 0.97) 0.01 01 ! 1o 100

WMF DA MFETEAYD 1L AZA DA MFTETA D70



€C03-4:Risk of Bias & H®#% (48 HAH)

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

®C03-4: A LR TRV BB 8HA)

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 O 75 AREEHRAS A 12 LA AZA D F DSBS A 12 LN

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



€C03-4:Risk of Bias Xl EEAGHERIE (48 1 A)

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 . . . B L risk of bias [ ]unclear risk of hias B Hioh risk of bias
OCQ3-4: 7+ LR SOy EESOHERT (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
MMF @ 5 A AZA DA M

ERGHHERBNMEN ERGHERBINMEN



€C03-4:Risk of Bias Bl EERREEHRIT (48 hhA)

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

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

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

Selective reporting {reporing bias)

. Blinding of participants and personnel (pedormance hias)

@ | Alocation concealment (selection bias)

& Selective reporting (reporting bias) NN
o
5 otnervias [N
-l:—l 1 ] ] ] ]
= 0% 25% 50% 7A%  100%
g(l)?rgstra . . . . . .Luw risk of hias DUncIearrisk of bias .High risk of bias
OCQ3-4: 7+ LR SOy EERPERDE (8HA)
NMMF AFA Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Evenis Total Weight . Fixed, 95% (| ., Fixed, 95% (|
Hiemstra 2010 3 78 3 20 100.0% 0.35[0.11,1.43] ——
Total (95% CI) [ii 80 100.0% 0.39 [0.11, 1.43] -
Total events K] =
Heterogeneity: Mot applicable I l l I
Testfor overall effect Z=1.41 (P = 0.16) 0.01 . 01 1 . 1o
MMF @D 5 A AZA DA M

B L REAYEL B EE L RBEAEL CER~EDL®



3-32 C03-4 #HRDELH (SoF) T—TJL (RCT)

CO3-4 : ANCA B EME XD ERMIFAETI, JILaalFaa F+7HFFATYESTLIALFAA R+ /—ILBEIIFILOELLNRN
EAM?

Setting:
Intervention: MMF
Comparison: AZA

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

: Comments

Outcomes

Study population

_— RR 1.05 156 00
13 per 1000 14 per 1,000 (0.07 to 16.53) (1 RCT) Low!
(1 to 207)

Study population
RR 1.47 156
B 1 00)

551 per 1,000 (1.04 to 2.09) (1 RCT) Lowz3
375 per 1000 (390 to 784)

Study population

A st RR 0.65 156 &O00O
ERGHHERS 163 per 1000 106 per 1,000 (0.28 to 1.47) (1 RCT) VERY LOW'*
(46 to 239)
Study population
s RR 0.39 156 eO00O
ERBRERR 39 per 1,000 (0.11 to 1.43) (1 RCT) VERY LOW'5
100 per 1000 (1 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 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

SRHEEENEERMIEHLLHBELALLEONA DK RAEEZ £ <o,
BERIEESN TR =8, BVASHIEIZNSTRYRIHY
SRHEEEOEERMISIHELETEDRRARMBEE E <O
FRtIhTOEN. EESHEOERLTHME

BERIEESN TG, EERPEOEENTIRE

R =

®ER~RDH &



3-33 CQ3-5 TEFRFAT7FPAIL*

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. HREEEOEERMEIELLFFLBLLETONHFOBRKRBEEZF- <

®ER~RS ¢



[oF]
PROBLEM

3-34 (Q3-5 Evidence to Decision +—JJL

CRITERIA

ZOMBIBEIRMEASNTTMN?

Is there a problem priority?

FYEELGHECRAMDOHSMEE, SYEBELIE
(TR A

$i5
JUDGEMENTS

Oz
OBF5LWVE
OFFERE

[ Foh >R EAl
OlF Ly

O—#IZIFE 2 AL

JY—FIETUR
RESEARCH EVIDENCE

RHORMELDIIET VRLGL

BINEIE

ADDITIONAL CONSIDERATIONS
A TIECSAPMEREINATLLEENHD

ZDBRROFELE

BENEFITS & HARMS OF THE OPTIONS

COIETURADLEMEENE FHEDERE) &

OB R4 L

FELTOMHLICENTEITOMEZE K MZD
WT, EXGREEELHYETM?

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

EhTIM? giﬁtﬁu
What is the overall certainty of this
evidence? O %FE
' O L
OFHERELSHEELKREN

OFHERME LS HEMEA K E O TREN
OKEHAHEEROCLHEMEN I LNATRENE
OXELGIEREOCSHEN T
OfiEZEBLNTWVAMNE S AT

undesirable effects?

Ounihvz
O-SFALLZ

FEENHLE LLHREGAEVTT A2 o s

Are the desirable anticipated effects large? =
OlFLy
O—®IZFEZ W
Oz
Of=RA L Z

FRINDEZFLLBEVWSRIDMESNTTM? O+

Are the undesirable anticipated effects Of=RA XL

smal |? Ol
O—#IZIFEZ AL
Oz

PFELLOHREZELCHLBREY BREUT |V

T OERhtL:

. . ZO
Are the desirable effects large relative to Ol

O—HEIZIFE 4L

IETURDOEEKMZIEFENE
SIEFVRTATIFAILD
“Quality” #8HR

FHINDZEELVOVHR - EFL
KBEVHROKRES
S>IEFVRTAITIFPLILD
“Effect” #&8HR

79:

C03-1~CQ3-4 & E#*.
VI 8&7 47— MAE (1] - (B)
(A3 p36 @5 SR SH

AN aAR— MRRICE T HBRT — 2 (LHREREEER
HE
FBEEH A [OAETOI®— FARDBERME] SR

CsA DEICEET BTV FHLATH SN TV,

AFDaR— FRAEIZH T D EHEDBEIL

VII FITOWT MN2.1 EELREREFEORTERR] (p39) 5
B,

CY DEEBLRE ) XV EIIZ DL TIE

VII EI2DLvT 13.2.3 EMERY XS] (p40) SH.

VI BE7 47— MAE (4] (p38 E1)SER




Oz
Of=FALWZ

HEBORMELDIETURAEL

WIhDBRLBEREREDEC, WHEITEFGEN
HRERBEEENG

AEE
EQUITY

What would be the impact on health inequities?

BEEEZEOIBRYL IOV I LRI YELESH
)

OFEA
Oiid

[ETILyr—RIZBTIERE]
NDEEEREBEL-BEREERZH
EFIICKIERETREBEOBCA
{8%8

N S 1l | OFH FEEH C BAEREMEFRINEMES
LRLSHOAREIELCID O = S AL SERH D [AAY 5T FERMURRNEREPIEY]
Are the resources required smal|? O HEFIE [ B AP EESE S i 8 5 S P E R
Ll
(77]
B O—BEIZEE £ AL
B
= oLz GEMER) MRAESEY LS, TR A E YR B,
Ll \rE _ Of=3AWZ ORX MIHRERBEEEHG #* |EFEBOH (2015 F 6 AR
SRR LB oRE MRnSRENER | Orn BRE F [EFAT—RICHEFS [0SA #4—5L50me 483.00F. 100mg/B& LT,
Is th; incremental cost s-mall relative to O SAEL ERR] oK | MATHI DA, 62 A TR HH
the net benefits? Ol (4) EHHENOR + POCY 1Ivh #4v8€50 36.1F. 100mg/BH&ELT,
' Dffi2¢ T 2 B AR 1/hA2166H. 6MNATH1.3FH
O—#IZIFEZ AL QBEEXRT 2 BARARK
Ot&nmn HHOBHMELZIETURALL |REEANTHY, BRICE>THERT S - LEVLOEN
BEEE~NDZEIIATLLOIMN? @ 1= S A HRMERBEEHCO® HEEH Fachd

O—#IZIFE 2 AL
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R2lhchEtme Ol
&R% Is the option acceptable to key stakeholders? I 2 7
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® % Is the option feasible to implement? Ql;b:
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3-35 (03-5 @A & CHER

@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 Gontrolled 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

®%EH : 2015/1/12

OEFHERER
#1 ((MEXR-EFP BRI B HUARSE/TH or ANCA BBEIME #%/AL) or MER-HUIFHERMIIEHAREE/TH or BEMIRMZRMEX/TH or IFEBKME L RME X IERNZFEE/TH or FEAIKMEZRM
BERMNZFIEE/TH or ERMEXMERISFIEAE/TH or IFERERME LR ME X MERAZFIEAE/TH or (BRB/AL and (& %/TH or ME % /AL)) or (pauci/AL and immune/AL) or RERAT K-TERHEST
% /TH or ARBREEREERMAAE/TH or ((ZHEIARA-FEETME/TH or ZSRENRKR-FEEIE/AL) or (ZSHEINRK-FEEME/TH or FHEEIMELZHBIRK/AL) or (ZSHBIRK-HFEET/TH or FEEIHEZFHM4E
AR /AL) or (ZRENARKX-FEEME/TH or #EEIESIAREIBRE 2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T Y F< t—FTRA-25M%/TH or 25T )T F—T X /AL
or Goodpasture fEIEEE/AL or v K/INRF v —fEREE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (M R-EFPERMAAE HLARDE/TH or ANCA BB:EME #%/AL) or ME X-HiFh BB HARIE/TH or BEMIRMSRMEKX/TH or IFEERMEZHME X ERZFIEAE/TH or FEEEKME S FK M
ERMASFIELRE/TH or 2HRMERMENZFIEE/TH or FERMEZRMERMEASFIELE/TH or (BRRB/AL and (IE#/TH or mME#X/AL)) or (pauci/AL and immune/AL) or RERAE K-2RHELT
%/TH or ARBRAEKEIUAAE/TH or ((ZREIARK-FERTE/TH or LHEEIRK-FEETME/AL) or (ZSHBMRAX-FEEHE/TH or FEEIMHEZHKBAR/AL) or (ZREBRA-FEES/TH or FEEIMHZHMES
BR2¢/AL) or (ZREIPRX-FEEME/TH or FEETMEENAREBE2/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T V)73 hr—TRX-251/TH or £H5MT) 77 b—FTX/AL
or Goodpasture fE{REE/AL or &'y K/INRF v —fEREE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 RD=AZFF' IR or RD=5 & LALLLEEAER or RD=#F > & LLLLEEAER or RD=LLEXEAZE or a7k— RHEZE/TH or FEIXTERERZ/TH) and (CK=& b and (CK=RZA (19~44) or CK=rh4
(45~64) or CK==#5& (65~) or CK==#%%& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZ %) and (LA=BZA:E) 72,640
#5 #3 and #4 23
#6  ((Cyclophosphamide/TH or Cyclophosphamide/AL) or MR <4 AKX T 7= K/AL) and ((Ciclosporin/TH or Ciclosporin/AL) or (Ciclosporin/TH or o B XA > /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
|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

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



& SCHGER

PubMed A 5 %57 L 1=
X#k% (n=9)

Z DHMDIFRIES, 5
BN L F=X#EE (n=0)

EFEMSEELT: CETNTAL A 5 4FE L 1=
XERE (n=0) XakE (n=2)
SEHE TR LEX
#kZL (n=0)

EEXE R RO CEREL (n=10) (BEEXHR 1)
A —Z 5 LE=XEE > B&4d L =30k 3K
(n=10) (n=8)
WAL 2 514l L 7= & SRR BRSO L 1= 23R
(n=2) > (n=1)

\

BHHEICHAANT-ATREH
(n=1)

<BR4VER >

4

ARERHRTEAL (n=1)

ENHEICINA =R
(n=1)

®ER~RD &



3-36 CG3-5 77X+ FF7—TJL (RCT)
@Szpirt WM, et al. Nephrol Dial Transplant 2011;26:206-213.

HEBRTHTA 2
FLREE

HAANEE
(EUVAS R 5B 73 & 4 L IXFEH)

PROVEZE
TAFE
BN

B, BRLGEDER

SHHEIRER 7 ™ kA L & FR TR

SMEOF (FHRE)

ZnEDEMBEREBEAR
BREEENES GHHNID)
BRE Cr i) BE

18~T75 m%. #AEoMT GPA32 & (BRERMEAR, #B#EFTR, C-ANCA/PR3-ANCA [S{EDERIE= D TEEHN)

Cytotoxic drug {FFARE, MO BECHRELRSE, HBY, HCV, HIV, FEME<A Ny T FRSE &

BfEE A (POCY 1.5mg/kg/R, PSL80mg/H TREAsR, PEFETIXPEMEITHY.) %, IMARIC CsAZEFE E /=1L POCY I E+. PSL IXR<ICH=EL, 9
MBTHIE. CsA (X bmg/kg/BHT I M ARMEE (BHZE RS 7 150~200umol/L). POCY (XRIFA=T 12 i B £ THEEE.

12 AME

- ERRHIERE
BHREEN S OMFE Cr A >15%
- BRRIERE

-EPMRBICKDERERVFEL, M2, UTOEFDISL, PG EL=ZD20HB5E ;
1) ANCAED 2 B EDER, 2) ifiiE Cr d 20% LA LM, 3) EERDIEM, 4) FiEFIFCRPOLR

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

2K 5T E 21~T7)

21K : GPA32 A (100%)

22/32 (69%) T Cr L&

£k F¥Cr 240 umol/L (70~930) ; Zl{HeF

®ER~NRD



3-37 CO3-5 VXY - R4 F7ATFT—T )L (RCT)

MEABEDF FhHER Risk of Bias ZFDih
EEL . 5 5 AR | o SBBEE | oy 1) it 14 =11 4 WEE | TIORIL| mps [T RHL| ZDHMANATR NAFTRADIA A b

ToRpAERE | B | AATE | PIR AR | SRR < | BHTETIO) ks | EmEe | TEEE | we | (Rumse (high o & &
= . = JiE 1511 5 JiE 15 2R - - NDERIE Bt N TR | EEEREED) B EEEE)

s GC+CsA 16 16 %%ﬁwgﬁgﬁwgﬁg

; zpirt, +CsA vs. o - - TH. ' THEBT,

B 2011 | RCT | “Gcepocy | (Csh) 10 (pocy) 8 low R g ey lw] Jail lw] BROSECZELEE 2 5

W AN 3 B

®ER~RD &




3-38 CO3-5 VRY - NAFRYTN)—&T57, 74X RFAY k (RCT)
€C03-5:Risk of Bias B H# (12 AH)

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

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 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)
L)
o Other bias
E 1 ] 1 ] ]
b 0% 25% 50% 78%  100%
Szpirt 2011 ? . . .an risk of bias DUncIearriak of bias .High risk of bias
€C03-5: 74+ LR MOy b B# (12H,A)
CsA pocy Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 6 95% Cl Fixed, 95% (I
Szpirt 2011 10 16 g 16 100.0% 1.25 [0.67, 2.33)
Total (95% CI) 16 16 100.0% 1.25 [0.67, 2.32]
Total events 10 a
Heterogeneity; Mot applicable I I 1 I I
Testfor overall effect Z=0.71 (F=0.48) 0.0t ot v 1o 100
CsA DA D EBHD7E L POCY AW BAA DAz LY

OB R~RH &



3-39 (03-5 #HERDFE L H (SoF) T—TJL (RCT)
CQ3-5:ANCA BBEME XD EFMHFHAETIE, FILaa/FaqF+AOS90FKRR77IRES LA FAAF+HEOLHPORR) Y QDELLAFRAMN ?

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. MREFEOFERBIFHIGHELALLTEDONS OBRKRMEREEZE- 0.

®ER~RDH S
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