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C03-9 TEFTRFATZF7AI

Certainty assessment No. of patients Effect
L Gl D] Inconsistency | Indirectness Imprecision Other NYLRT TSR Relative Absolute Certainty Impor tance
studies  design ¥ P considerations (C1 W) (%fHR) (95% CI) (95% CI)
not . , very 1/53 0/52 RR 2.94 20 more per 1,000 1100
1 RCT t t CRITICAL
serious | Mo SErIOUS |NOT SETIOUS | o ious 112 none (1. 9%) (0% (0.12 to 70.67) | (from 30 fewer to 70 more) LOW " 2
B
not . , , 10/53 11/52 RR 0. 89 23 fewer per 1,000 Y1)
1 RCT t t ! CRITICAL
serious | O Serious NOL serious ) serious none (18.9% | @1.2% | (0.41 to 1.92) | (from 125 fewer to 195 more) | NODERATE '
EEREESREE
not . , , 18/53 16/52 RR 1.10 31 more per 1,000 Y1)
1 RCT t t ! CRITICAL
serious | O Serious NOL serious ) serious none @34.0% | (30.8%) | (0.63 to 1.92) | (from 113 fewer to 283 more) | NODERATE '
EEGREERE
not , , , 4/53 4/52 RR 0.98 2 fewer per 1,000 Yot 1®
1 RCT t t ! CRITICAL
serious | O¢ SCrIOUS NOT SErious ) serious none (7.5% | (.7% | (0.26 to 3.72) | (from 57 fewer to 209 more) | MODERATE '
FEFER 2 fEERES (VDI)  (48:@)
not ) ) . ~ MD 0.10 higher DPPD
1 RCT serious not serious |[not serious [not serious none 53 52 (0.01 lower to 0.21 higher) HIGH IMPORTANT

CI : confidence interval, RR:risk ratio
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C03-9 Evidence to Decision T—JJL
CG3-9 ANCABSEMEXNEMRMEIFARTIE, JILaalFaA F+7HFAFT) o EFTLaalFaa F+F7HEFATI R YLTITOEL LRERAMN?

O ALy

- BT (34F) : 1,000 A7l 20 A0 (30 A
WA ~T0 A1Ehn), NNT 53

-ER Q) 11,000 A=Y 23 NiEA (125
Nigi»~195 At&hn), NNT 44

2. EELRTORALIZONT
Belimumab @ AZA [Zxt 9 BN RHEEEIFULTD

EBY,

- VDI EHE (1 F£/) : VDI FEH{EIX GCH+AZA+
Belimumab M I1F S5 A GC+AZA LY 0.1 FLY (-
0.01~0.21).

LE&Y, GC+AZA+Belimumab B TIXFEKRLE T
D EALTHLIBRIEED LN, EXGTD L
HLDRLEE, EEHT Y FALD VD] FHEH
BmMLTW:. GohdUROEELY, £FEL
WHRIESESTETHD L LT

HE1 ME ZoOMEIEESZEN?

3 B JH—FIEFUR EBMEER

O Lz Belimumab 1= & Z481% AZA QAR T 25

O 85K, Lz REFEEZDERKRE LTEETHS.

® 55, [T

O Eu

O &cF&F

O #h iy

HH#E2 FFLIVGIR FHIAZIEZEFLOHMRIEDEEDELEDOMN?

3] i JH—FIEFUR BnpEE

O HFh GC+AZA+Bel imumab & GC+AZA DLLER T, -1 D LR RCT

O Ih&ELy HHAANEEF, 18FLUE, FRICREHDWLIEKLE
O & 1. ERET7OFALIZDONT 106 22 [GPA, MPA (CHCC2012)], ANCA [&1¥.

O Xx&Eln Belimumab 0 AZA 123t 231 RHEEEIILLTO | - SRAES/La2a/LFa4 K (G0) +RIX HEWIIEHES
@ FTFE LY, JLOT)LFaA K (GC) +CY (B0 - &%) THEMEA (6

~26B)DDE, PSL 10mg/day FTHEL, 14BHIT1=2
B CEEMERE (BVAS=0).

- APRPITER#E  DBVAS 6 LLE, @QBVAS L1 DLl EDEE
EH, QIEXABEZEM (ZMhDEEIMFIF], RTX,
CY, 10 mg/day LA L@ GC, 125 mg LAL® GC /)L R, M
RHR)

- BT GC+AZA+Bel imumab 2T 53 450 1 451,
HTh2Hld 0 THRITTHD.

GC+AZA




E# 3 HFELLHEVHR FHIAILFELLBUVHREIEOEEDLOMN?
e JH—FIETUR EMER
O XZEW GC+AZA & GC+AZA+Bel imumab O LLEZ T, -EELGAEERER ERELGREE DEOULECLLEH
O ® E MY DARROERE, RERORE, BHES T
O /MELY BERLGT Y FALIZDONT RBROEE
O H¥h Belimumab @ AZA 12§ 2N REFEEIILLT O
@ FEEF EBY,
O #Ah iy -EEGHEESR QHF) 1,000 AH87-Y 31 A
i (113 NjEid~283 Af8h0), NNT 31
- BRI B4) 1,000 AZf-Y 2 NED
(57 Nigi4>~209 A1840), NNT 500
UE&Y, EEGESTERIIEML, ERARE
XD LTV, BohdDRDEELY, E
FLLBLWHRESETFTHSHELE.
H#¥ 4 IETUOAOERY HRICETILANLIETVROEEKEEEDEEN?
e JH—FIETUR EMER
O FEIZHL BFELOVHRITOVWTHESESTETHY AAEN
@ —HLahof.
O
O & EFLLABVHDRIZOVWTHIEIETHY AR
O ER#MELL EA—B LMo
LLE, GC+AZA+Belimumab B & GC+AZA Bt
LT EFLLWHREEFZELCAVDROMEAR
MEATDHEEY, 2ARDIET U ADHEREMY
IE5BLE LT,
HE S5 WEF AKHPEIELGTIIALEEDNEEERT AN ODVWTERLTEEREPLESDEEHEMN?
e JH—FIETUR EMER

O EELTFHEEREFLFELSD2EHY

O ERLTHRMEEREFES>EDTREMESHY
@ EELTFHEREFELBFESDEFESELLLHL
O ERLTFHERMEEREIE5D2EFLZL

AV [2H 1T 2 BRHRFITERIBELEICE ST,
BEICESDTHEERSIND. THUHLEELF
BEEHECELDEFEZLBNEERS.
FANCA B E KBEF A K54 > 2017] 36 X
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C03-9 XERRFR & XARR

&PubMed RFBER

#4 Add Search #1 AND #2 AND #3

#3 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA] AND ( “2000” [PDAT] : “3000” [PDAT]))

#2 Add Search Belimumab OR BLyS specific inhibitor OR BLyS specific antagonist

#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” [MH] 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 (crescent glomerulonephritis))

B¥ERB 2020512 8 27 H

OEFFEREX

#1 ((ME R-iFhERMAE E H1ARSE/TH or ANCA BB:EME X/AL) or ME X-iFhEKMEERARE/TH or IEMBMNZHKMEX/TH or 1FELEK
ML RMERMERZFIELE/TH or (BFRB/AL and (IMEX/TH or MEX/AL)) or (pauci/AL and immune/AL) or RIKIABK-2LEALITHE/TH or 1
REAERBRAGE/TH or (ZHREARX-FEEIME/TH or ZREIIRK-FEEIE/AL or FEEIELZHEARK/AL or FEEIELSRMEBIARK/AL or FEEITES)

ARE B % /AL) and ((PDAT=2000/01/01:2020/12/31) or (DT=2000:2020))) not (ZU TV b—TR-25%/TH or 254 T ) T< r—FTX/AL or

Goodpasture fEI&EE/AL or F v K/ISAF ¥ —fEEEE/AL or (IgA/TH and & %/TH) or Henoch-Schoenlein/AL)

#2 (CK=E bk and (CK=Rt A (19~44) or CK=rmh4E (45~64) or CK=5#5& (80~)) and PDAT=2000/01/01:2020/12/31) and (PT=[RZ:%3) and (LA=

HAEE

#3 #1 And #2

#4 ((Belimumab/TH or Belimumab/AL) or 1) L= J/AL)

#5 #3 and #4

%A 20205128 27H



@ CENTRAL &%=

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

#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

#3 #1 or #2

#4 Belimumab: ti, ab, kw

#5 #3 and #4

Publication Year from 2000 to 2020, in Trials

B¥ERB 2020512 A 27 H

OEMBASE #FZE

#1 ((antibody antineutrophil cytoplasmic or anca) and vasculitis).tw. or (microscopic polyangiitis).tw. or (Granulomatosis with
Polyangiitis).tw. or (Churg Strauss Syndrome).tw. or (renal limited vasculitis).tw. or (small vessel vasculitis).tw. or (rapidly
progressive glomerulonephritis).tw. or (pauci immune glomerulonephritis).tw. or (crescentic glomerulonephritis). tw.

#2 exp Bel imumab/

#3 #1 and #2 and [2000-2020]/py

%A 20205128 27H
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CQ3-9 7ITARFSU+T—TIL(RCT)
@ Jayne D et al. A&R 2019;71(6):952-963.

HEBRTH 1Y
FHERE

A ANELE (EUVASTRE DL LELH
nIFEEHE)

BRotE 2

NTAFE
B

B BRLGEDES

I ETAERR T I b AL
& T ey

ZNE O Flin (FHRE)

S NEDERKBAR

BREBEDEE RE#EHNID)

BRECrgE)BE

RCT

F—ANSUT  RRT7 AN, RI—Ow/ R LT Ah BT AH, BmI—Ov/D 15 hE

18 B Ll b, FIRITHRAEHDUILEBRLT- 106 4 (GPA, MPA(CHCC2012) ) , ANCA 5%
EHREEY /L33 Fa/4K(GC) +RTX HANIEEAEY L)L FIA/K(GC) +CYEERO -84 TEMEA(6~26 B)DNDE .
PSL 10mg/day £ TR =L. 14 B&H(171- 2 B A TEAH#H (BVAS=0),

o BECREREDE . AZA O MTX ADRME, RTX LIS 0 B #AZIZRIAE. 60 BLLARIZIEA DARERE, EROMEE,
MO RE ERE, iFERE, HIV, HBV, HCV B,

Belimumab(10mg/kg) + AZA(2mg/kg/day) +HEAE GC F1=Id Placebo+AZA(2mg/kg/day)+HIERAE GC IZE|{,

3 EfH

BRYERLE - DBVAS 6 UE,.@BVAS £ 1 DUEDFEIEH. QME R ABRZTEMUZTMIDREIHHF|, RTX, CY,
>10mg/day LL_E® GC. >125mg LA LD GC /NJL R, MMEFATHA)

FEHMMEE  FRF TOHIM
BIRETEIE B - ME R BRETOLM. VDI DXL, BFER
FEER AT . EEGHE. ERRPE

Placebo—group: 1 54+ 14 %
Belimumab—group: ¥ 56+14 &%

Placebo—group: GPA 41 A(78.8%). MPA 11 A(21.2%)
Belimumab—group: GPA 42 A(79.1%). MPA 11 A(20.8%)

Placebo—group: 9 A(17.3%)
Belimumab—group: 15 A.(28.3%)

SEEL




CQ3-9 YR INALFRAT—TIL(RCT)

— Risk of
MERNBE DR FUHER Bi ZDfth
ias
INATRADAA
T | L i ) R .
=EE5% | A VN3 NABEAN Puiizhicd XEREEAA N _ | Overall I*
LOIE - ’ A potid ' g EHEEE 5% 5 | |
. WEF & 2EFE | UMNMEFIE | 2EHIE | UMEFIE Bias | (high DEEHE AR
4] #EXE) s
ZECE)
Jayne
SETC 2019 RCT | Belimumab+AZA+GC | Placebo+AZA+GC 53 1 52 0 NA low
‘ Jayne Hazard ratio 1.07
B RCT | Belimumab+AZA+GC | Placebot+tAZA+GC 53 10 52 11 low
2019 (0.44 to 2.59)
RS
Jayne
BFIE 2019 RCT | Belimumab+AZA+GC | Placebot+tAZA+GC 53 18 52 16 NA low
FiH
BER
. Jayne
N 2019 RCT | Belimumab+AZA+GC | Placebot+tAZA+GC 53 4 52 4 NA low
FiH
Rl
Bt
i 25 b= Jayne
= 2019 RCT | Belimumab+AZA+GC | Placebo+AZA+GC 53 NA 52 NA NA low
(vDI)
(48 18)




CQ3-9 YR INAFARYT)—ET52

€ CQ3-9:Risk of Bias -

Overall Bias

Selection of the reported result

Measurement of the outcome

Mising outcome data

Dewiations from intended interventions

Randomization process

€ CQ3-9:Risk of Bias B

0 10

= Low risk

20 30 40 50

Some concerns ™ High risk

Overall Bias

Selection of the reported result

Measurement of the outcome

Mising outcome data

Dewiations from intended interventions

Randomization process
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= [Low risk
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Some concerns ™ High risk



€ CQ3-9:Risk of Bias @ EE& G

Overall Bias
Selection of the reported result
Measurement of the outcome

Mising outcome data

Dewiations from intended interventions

Randomization process

@ CQ3-9Risk of Bias @ EERPEE

0 10

= [Low risk
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Some concerns ™ High risk

Overall Bias

Selection of the reported result

Measurement of the outcome

Mising outcome data

Dewiations from intended interventions

Randomization process
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€ CQ3-9:Risk of Bias VDI (48 &)

Overall Bias

Selection of the reported result

Measurement of the outcome

Mising outcome data

Dewiations from intended interventions

Randomization process
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CQ3-9 7#LArFAvEK(RCT)

€C03-9: 74 LR FFOY I+ FT

Belimumab+AZA+GC Placebo+AZA+GC Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFG
Jayne 2019 1 53 0 52 100.0% 2.94[0.12, 70.67] B CYIIIIY)
Total (95% CI) 53 52 100.0% 2.94[0.12, 70.67]
Total events 1 0
Heterogeneity: Not applicable I I I I
Test for overall effect: Z = 0.67 (P = 0.51) 0.01 0.1 ! 10 100

RYLITDANRENDEL T ROANELEN DAL

Risk of bias legend
A) Random sequence generation (selection bias)
B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

€C003-9: 7+ LR +MFOY +F BH

Belimumab+AZA+GC Placebo+AZA+GC Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFG
Jayne 2019 10 53 11 52 100.0% 0.89[0.41, 1.92] Geceees
Total (95% CI) 53 52 100.0% 0.89 [0.41, 1.92]
Total events 10 11
Heterogeneity: Not applicable I i 1 i J
Test for overall effect: Z = 0.29 (P = 0.77) 0.01 0.1 1 10 100

NUYLRTOADVBERDDLEN T EROANERL N

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias



€003-9: 7+ LA MTAOY b EESHE

Belimumab+AZA+GC Placebo+AZA+GC

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% ClI

Risk of Bias
ABCDETFG

Study or Subgroup Events Total Events Total

Jayne 2019 18 53 16 52 100.0%
Total (95% CI) 53 52 100.0%
Total events 18 16

Heterogeneity: Not applicable
Test for overall effect: Z = 0.35 (P = 0.73)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

E) Incomplete outcome data (attrition bias)
F) Selective reporting (reporting bias)
G) Other bias

€003-9: 7+ LR MTOY b EERPE

Belimumab+AZA+GC Placebo+AZA+GC

1.10[0.63, 1.92]

1.10 [0.63, 1.92]

Risk Ratio

Weight M-H, Random, 95% CI

=0.01 0. 0
RY LY T OANERSHENP BV T EROANERESHENSDEN

Risk Ratio
M-H, Random, 95% ClI

100

PPPOOOE

Risk of Bias
ABCDETFG

Study or Subgroup Events Total Events Total

Jayne 2019 4 53 4 52 100.0%
Total (95% ClI) 53 52 100.0%
Total events 4 4

Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.98)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)
(
(

F) Selective reporting (reporting bias)
G) Other bias

0.98 [0.26, 3.72]

0.98 [0.26, 3.72]

100=
75 L ROBHEREHRIEA D

0.01 0.1 1 10
N LY T OF D EEBIEN DA

PEeeEeE



€C03-9: 74 LR FFAY ¢ VDI (4838)

Belimumab+AZA+GC Placebo+AZA+GC Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI ABCDETFG
Jayne 2019 0.1 0.38 53 0 0.15 52 100.0% 0.10[-0.01, 0.21] + 4+ + + + + +
Total (95% CI) 53 52 100.0% 0.10[-0.01, 0.21]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.78 (P = 0.08)

-100 -50 0 50 100
RY LI TOADNVDIDMEN FSEROALVDIAMEL

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias



CQ3-9 #HERDFELH(SoF)T—TIL(RCT)

CQ3-9 : MPA/GPA DEMEMIFABTIZ, JILIAANF A F+T7HFA TV ETLIATLFIAA R+THEFAFTI AR Y LI TDELNFEAN?

Patient or population: ANCA vasculitis
Settings: RCT

Intervention: Belimumab+AZA+GC
Comparison: Placebo+AZA+GC

[llustrative comparative risks* (95% CI) . - Quality of the
. i ; Relative effect No of Participants ,
Outcomes Assumed risk Corresponding risk (95% CI) (studies) evidence
Placebo+AZA+GC Be | imumab+AZA+GC (GRADE)
RR 2. 94 ®0O0
ST 6 per 1,000 19 per 1,000 (0.12 to 70.67) 105 (IRCD) LoW "2
o 189 per 1,000 RR 0.89 e
B 212 per 1,000 (87 to 406) 041 to 1.92) 105 (1RCT) MODERATE !
e 338 per 1,000 RR 1.10 oo
PAS o
EEAHERE 308 per 1,000 (194 to 591) (0.63 to 1.92) 105 (TRCT) MODERATE '
R 75 per 1,000 RR 0.98 ®dO
BEERMERIR 77 per 1,000 (20 to 286) (0.26 to 3.72) 105 (IRCT) MODERATE '
ENGIRC: RAN ] s _ OO0
= (DI) (4838) 105 (IRCD HIGH

*The basis for the assumed risk (e.g., the median control group risk across studies) is provided in footnotes. The corresponding risk (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: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate

Very low quality: We are very uncertain about the estimate

1. HRHEEEOEERBIIHLEFEEALEEDONH DRKRIBEEEZECO
2. ARVMIAHEEDLE TS HLUTDRH
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