MPA/GPA #3522 H#R(ERBEEER

CQ1-3 TeTvARTa 774V

CQ1-3 Evidence to Decision 7 — 7L

CO1-3 3CHkfRzR 0 & SCHGER

CQ1-3 77A+Z727 +b7—=71 (RCT)

CQ1-3 V227 « X4 7 A7 —7 1L (RCT)

CQ1-3 VARV « NATRY~)—L 777 (RCT)
CO1-3 7L A+ 7m v (RCT)

CO1-3 #FoF L ®w (SoF) 7—7 1 (RCT)
CQl-4 TeTvARTa 774V

CQ1-4 Evidence to Decision 7 — 7L

CQl-4 77A 727 b7—=71 (RCT)

CQ1-4 V227 «- X4 7 A7 —7 1L (RCT)

CQl-4 VA7 « NATRAY~)—L 777 (RCT)
CO1-4 7L A+ 7um v (RCT)

CO1-4 #HRoF L ®w (SoF) 7—71 (RCT)

X7 7vAanr7my b (RCT) : B0t 9 LT D 7 o3

CQ1-3 & ERMERL : IR BRI L& BEATESE SRR I3 MEATEILT & DPERUIE - B3 QOL I LIC¥H BHFRHE th - NBMERBIRAME Y 2774 v 7L a—F— 4
CQ1-4 : ZRMERL : A IR ATFE S BEATEAE S EORTIZ S BEATEINE %11 2 BIAEHIGEHE o - VUSSR FIE Y A7~ F 4 v /L a—F— £

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



CQ1-3 TEFUAF7OI77AIL

Certainty assessment Ne of patients
f q Certainty Importance
Ne of Study Risk of . . . Other Relative Absolute
studies design bias Inconsistency Indirectness Imprecision T RTX IVCY (95% Cl) (95% Cl)
C 122A)
randomised not ) . . 6/33 0 RR 2.00 91 more per 1,000 oo
! trials serious not serious not serious serious # none (18.2%) 111 (9.1%) (0.27 t0 14.84) (from 66 fewer to 1,000 more) MODERATE CRITICAL
#E (2»H) @2AMULEBVASO)
1 randomised not not Serious not serious | not serious none 30/33 10/11 RR 1.00 0 fewer per 1,000 DDDD CRITICAL
trials serious (90.9%) (90.9%) (0.81t01.24) (from 173 fewer to 218 more) HIGH
#iE (1220H) (62°HBLLMERE S hi- B
randomised not . . ) 25/33 9/11 RR 0.93 57 fewer per 1,000 el @)
1 trials serious not serious not serious serious # none (75.8%) (81.8%) (0.66 to 1.30) (from 278 fewer to 245 more) MODERATE CRITICAL
ERLAEEERHKE (129H) (Grade3U L)
randomised not ) . . 14/33 4/11 RR1.17 62 more per 1,000 1o @)
! tils | serious | "OLSENous | notserious | - serious® none (424%) | (36.4%) | (04910280) (from 185 fewer to 655 more) MODERATE CRITICAL
BEELAEERAB (22H) (ABEZET 3 iz dERmOBE)
randomised not . . . 12/33 411 RR 1.00 0 fewer per 1,000 ®0e0O
1 trials serious not serious not serious serious # none (36.4%) (36.4%) (0.41 t0 2.47) (from 215 fewer to 535 more) MODERATE CRITICAL
BEELBPERR (1228)
randomised not . . ) 6/33 2/11 RR 1.00 0 fewer per 1,000 el @)
1 trials serious not serious not serious serious # none (18.2%) (18.2%) (0.24 to 4.25) (from 138 fewer to 591 more) MODERATE CRITICAL
B (2»H) QAU LEREREICET IER
randomised not . . very serious 4/30 1/10 RR 1.33 33 more per 1,000 00O
1 tials | serious | "°LSerious | notserious ab none (133%) | (100%) | (0.17101058) (from 83 fewer to 958 more) LOW IMPORTANT
T (242H)
randomised not ) . . 6/33 31 RR 0.67 90 fewer per 1,000 oo
! trials serious not serious not serious serious © none (18.2%) (27.3%) (0.20 to 2.23) (from 218 fewer to 335 more) MODERATE CRITICAL




Certainty assessment Ne of patients

Ne of Study Risk of Other i Absolute Certainty Importance

Inconsistency Indirectness Imprecision RTX IVCY

studies design bias considerations (95% CI) (95% CI)

#iE a0H) (620 HLLLMERE S hi- EiR)
randomised not . . ) 20/33 711 RR 0.95 32 fewer per 1,000 el @)
1 trials serious not serious not serious serious # none (60.6%) (63.6%) (0.56 to 1.61) (from 280 fewer to 388 more) MODERATE CRITICAL
KYBERL (42 H) (ESRDAEHEH)
randomised | not . , very serious . ) RR 1.61 ®e00
1 trials serious not serious not serious ab none 2127 (7.4%) | 0/8 (0.0%) (0.08 10 30.46) LOW CRITICAL
EETHEEESAEE (4 »H) (Grade3 k)
randomised not . . . 16/33 411 RR 1.33 120 more per 1,000 ®0e0O
1 trials serious not serious not serious serious # none (48.5%) (36.4%) (0.57 t0 3.14) (from 156 fewer to 778 more) MODERATE CRITICAL
ERTAERRAER (U»rH) ABEZRT 2 kixERmoR)
randomised not . . ) 20/33 411 RR 1.67 244 more per 1,000 el @)
1 trials serious not serious not serious serious # none (60.6%) (36.4%) (0.73t0 3.82) (from 98 fewer to 1,000 more) MODERATE CRITICAL
EEARLERE (240H)
randomised not . . . 11/33 2/11 RR 1.83 151 more per 1,000 ®000
! tils | serious | NOLSENous | notserious | - serious® none (333%) | (182%) | (048107.02) (from 95 fewer to 1,000 more) MODERATE CRITICAL
B (u2»H) QrAULERERE CE T 2B
randomised not . . . 7130 2110 RR1.17 34 more per 1,000 ®0e0O
1 trials serious not serious not serious serious # none (23.3%) (20.0%) (0.29t0 4.73) (from 142 fewer to 746 more) MODERATE IMPORTANT

Cl: Confidence interval, RR: Risk ratio
a @ ZhSEHEE i DS HEIX R 1A Y 2 4 & AH Y 70 55 o B O ERRIRWTRRIE %2 £ 72 <72 9.
b: 77 bHhLOFRAENTEFIETESHFUTDREZD



Evidence to Decision ¥— )L

CQ1-3 ANCAESEmMEXRDEMREAKRETIE, FLaalFaq F+EILo0KRT77I FAULRESLaaLFaq F+)vyxo<T0
EBLLRERAMN?

H#E1 BE ZOBBERIEEAZEMN?

bl JYH—FIETUR EMHEER
O Lz 2007 FEH4 R4 0TIk, AV OEMBREAIZ GC+IVCY 5 1 ;iR

OB, LA ELTLSA, RIXARIRER SN, GC EHATHDIERX &

O &EL, EFW WY RELLNFRAMNE S NARD Z EIFBRBRMEZ 5728

__NENA FEERTHD.

O &F&=F

O iy

H#E2 FFELOVYHR FHIINLIZFLOINREEOEEDLOMN?

bl JH—FIETUR BmpEE
O HIh GC+RTX & GC+IVCY D Ee& T

O /&Ly 1. ERET7I FALIZDNT

O - T, 12MATI1,000 A&7-Y 91 A0 (-66~1, 000)

O K& NNT 11, 24 BT 1,000 A&7=Y 90 A4 (-218~335)

@ SFEEFE NNT 11 Téh ot

O Hh 5L CEBfEE, 120 ARKAT, 2/ BAULEHISEZRZE (173~

218) , NNT 0. 12 hARETOH 6 MALILEE#MEIE, 1,000
A=Y 57 A4 (-278~245) , NNT 18. 24 WA DA T6
MNAUEOEREM#E, 1,000 A=Y 32 AR (-280~
388) , NNT 31 TH-1-.

KEPETE 2UMATEETH 1= (Absolute Risk [FEHER

4
Ae

WFNOERTLEEER L, AREXERDIEIERET IVCY O
ESAEELN =D, EXLGTVNIALATHS 24 NADRT
NRIXDESIHAFEERFGVADLGLEFE LM o8, T&F
TETHDI LL=. LhLadss, BREABREIIEITS 24

MNADREDFMEOERT/ME AL Lz,

H#E3 FFEFLILGOBHR FHSNDIEFLLLBUVIDREIENEEDLOMN?

T | Ub—FIEFVR | EmpER




O K&
O#

@ /pEy

O H¥h

O &&FEE
O iy

GC+RTX @ GC+IVCY [Zxi 9 DX REEMET

1.
-EBLGAEESER (Grade 3LAE)IE, 12AMAT1,000 A=Y

EXLGTIMALIZONT

62 AtEHn (-185~655) , NTT 16, 24 MA T 1,000 AZf=Y)
120 N850 (-156~778) , NNT 8 THhHo1-.

-EEVHEEER (AREZEIHFRERDER) X, 120A

TRE% (-215~535) , NNT 0, 24 MA T 1,000 A&a/=Y) 244 A
i (-98~1,000) , NNT 4 TH o=,

-ERORRE 12MATRAF (-138~591) , NTT 0, 24 A

T 1000 A&HF=Y 151 A (-95~1,000) , NTT 7 THo71=.

C EXTRAGVWHLEERLGT I FHLIZDONT

- BEAIE, 120 A 1000 Adpt=Y 33 AHEhn (-83~958) , NTT

30, 24 /AT 1,000 AdHTF-VY 34 A& (-142~746) , NTT 29
Th-ot=.

FRMTERDIEZFETRIX K Y VY DIFSHEE LA,
WIFNDERTHLERERL L, nANENFHEFEL LD
BiF ih&Ey) &L

HEE A4 IETUVADOHEEYE MRICEHTILAMLIET VADEREFEDEEMN?

3] i JYH—FIEFVR EmpER
O FEEIZFTEL [EXE] 7O MOLIZB TN ADHREASE, BEIZES

@ 5 TRILARTIEEN ==, TIOFHLEROIET LV RDHE

O & EHEFRLEVNVIOEFEAL, ME) & L1

O &

O #IZEMmELHEL

H#ES [MEHR AKHPEELTY FHLEEDEEZRIT INCODVTEELTIHEEECELDOEEHLIN?

3B JH—FIEFUR EBMEER

O EZELRTHREFEEL2EHY

O BEELRTHEEREF RIS DOEDREEMNH Y
@ EELTHEEEFELEES2EEEEL<HL
O EZELRTHERREFLREELD2EEFHL

FANCA BAEIME KBEA A 54 2 2017] 36 R—2 ®E S




HE6. DRONFTUR ZELOVHREZFLLLBUVHRDONT VRENADL L FHBRABEXIFT 202

bl JYH—FIETVR EMHEER
O LEBABNITILNS fTA RTX) BEULLEXER (IVCY) MBETEXELLHR, EF

O EBERMEALEL(BATWND LLGLIRTHEEZEIRD AN 1D, S OBETHARE

O MABLLEHEBLLWThIZFELEW [, EBEMBOESIAEFELN o LHALEAS, FUMLLA

O EZL{MTANBIATLD BT 245 A) ENADFRAENEELM >0, TSFEIE

O T ANEBR TS THdl &L

@ =FEEF

O iy

E£7 BRAXNDHRE ZTONAOERARMBRENAFTZEEBRABOEL S #XHTHH?

bl JYH—FIETUR EMHEER

O LEABDOERAMEA KL

O EBEXMBOERAMMRAEEL &N
O MABLLEHEBLLWIFhIZFELEW
O NANERMAMRMAEEL &N

O T ADERMHMREMN L

@ =FEEF

O HRAMELL

HREBHREEL

EFIERT GC+IVEY DIESHARMETERLN, EREAD
REARICDEET HERHPEN 5T HERIXDIEFS N
IVCY £ VELS, ARRE, ARAMHICEERBE, RIX
DIFSNDEVATREENH .

BMRETHA VERL DD, BEDOKRADARETEE.
RTX (1) w¥%+>) 500mg #5/132, 999 A, 100mg #&
/27,2158, (1Y ¥ < T BS) 500mg #&/91, 210 M,
100mg #R/18, 310 F

FESTRATI Y F3Y 2 100mg 326 M, 500 mg 1,277 M

RTX 1 [E= 375mg/m*% 1 AT 4 B RHEET
HhEREEZ1.6&£935HE, JUFH 600 mg 160,214
M x4 [B1=640, 856 M

)% < T BS 600 mg DIZE, 109,520 A x4 [E=
438,080 M, #3BM+ o T1a3—XRET FIEAKRT
#T)

IVOY T2 REHiE 500 mg/2wx 6 [B1=7, 662 H, #
10~1138, F/EIVCY T2 KExH25E 500 mg/m?
800mg/[E (2,255 M) x6[E, 5MA+a=13,530 M
(RBEO=HICARYT 5 & 283 HEEZHEARBIZM
AT2~4EEM. SNRR/BTLHEEET S.

H#£8 PEXRRE BRFMAXEDEERELIN?




i Lo

JH—FIETFUR

EMHEER

O K&

O HhFEEDIEM

O EHETEDIFEDEMORELD
O HEEDRED

O KELRED

@ =FEFE

O Sy

HEELRBTHY, £, IHKORGOEZLRESR
BICETIHIANERIRAZFIZLETHD.

Ffz, ZLOBRTHHERRV 2 ZABRRLEZERD
IVCY FBARTIT>TEY, TNER BEAAOES
THRIRZ EDDBEMLENHS.

ZEE£9 FEE CORRKREERLCHFEREBICE >TZRIEALIOMN?

b JH—FIETFTVR EMHEER

O Lz A (RTX) BLULEE =R (IVCY) MBETEFELLVIER, ZEF SEBICHRES S VINEBESRSEOEERA A HLI LS
O &<, g LLBULWHIRTHEZEROLG, 212D, Z<DEETIEARME | BT L, HREBRFBICEH>TENMANLEELIN LIS
® 5T, [FW &, LEERBOIESNEELIL 2=, LHALENS, BFEIZES | L\

(ONFYA TEELT7IMALEE 24HA8) INADERENREELI D | IARILEETIE, HIFAROBRHETEHLZLOT, ERE
O &FEFE 1=. MBEAICELTIE, U ABEDT I RALEY 125

O iy

BARRDTI MWLZERT HE, ARBOESNESE
LOWARMEICHY EBRABIEZLBATNDSELD
DTIFBLA, EVWSERLH-=. LHLEGAL, K
HBEABEORAELRLEELS IO Fa—LTLENT
WHI &, BEERABWVNIE, $TICEEDKRRICE-
TEWSTTWS I E, BEICE>THREHELGET
wmAEWNCE, NRYRX L (FEFERR) TGCHIVEY &Y
GCRTX DIEFSNESHEASCLBoTNS & (EHA
DFIEN) GTELHY, COBRRIXHETHLHH, &<
HETZDL0TLHL BERETHS.

& 10. EITRIREYE ZTONALERITEED ?

3] iy JH—FIETUR BEMpER
O LWZ RIEZETARE. BEREAAERE—HOMBERVTE

O &ELL, Lz
O &ELL, EFW
@ [T

O &F&=F

O i

FIEDQHHT SBRTITHNATEY, AABELI TIC
ZLDERTRBESNA TS, &R EREMORER
HHM, REERTRIXDERBBATEY, RITAIRET
H5.




CcQ1-3 XA &3CHhER
®Pubmed #FEL

#7 Add Search #5 AND #6
#6 Add Search rituximab
#5 Add Search #1 AND #2 AND #3 AND #4
#4 Add Search (Humans[MH] AND (English[LLA] OR Japanese[LA]) AND (“1994”[PDAT] : “3000”[PDATY))
#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[TTAB] OR randomly[TTAB] OR trial[TIAB] OR groups[TIAB]) NOT “Case
Reports”[PT])
#2 Add Search cyclophosphamide 62732 10:17:40
#1 Add Search (“Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis”[MH] OR (((antibodies OR antibody) AND (antineutrophil OR
anti-neutrophil) AND cytoplasmic) OR anca AND vasculitis) OR (microscopic polyangiitis) OR “Granulomatosis with Polyangiitis”[MH] OR
“Churg-Strauss Syndrome”[MH] OR (renal limited vasculitis) OR (small vessel vasculitis) OR (rapidly progressive glomerulonephritis) OR
(pauci immune glomerulonephritis) OR (crescentic glomerulonephritis) 14950 10:16:19

R H 2021/2/1

®Central RERX

#1 MeSH descriptor: [Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis] explode all tress 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 #1 or #2 197
#4 cyclophosphamide:ti, ab, kw (Word variations have been searched) 7018
#5 #3 and #4 110
#6 rituximab:ti, ab, kw(Word variations have been searched) 1110
#7 #5 and #6 26
Publication Year from 1994 to 2020, in Trials
FE A 2021/2/1



S EHEE RRA

#1 (M 2 -PraF P ER R E HTiA B H#/TH or ANCA BE3E 4 2/AL) or I & 28 -Hias BRI AR E HLIRES#/TH or BAMSEAI 23 M 2%/TH or 4FBRER
PEZ R M S 1 A SERESE/TH or AFFERERTM: 238 /& 2 ME N SEREE/TH or 2538 1M 2% A ZERESE/TH or 4FFEERM: 238 & 2 M 2EREAE/TH or (FBF
[RJR/AL and (4% 4¢/TH or M4 4¢/AL)) or (pauci/AL and immune/AL) or 58 ER IR 28 - 20T TIE/TH or HT-RER IR BEEHTAIE/TH or (3 E)
R -FE R TE/AL) or (ZFEMIRAK-FEEIPE/TH or #5EIMEZ R ENIRAK/AL) or (BRI -FEEIME/TH or F5EiMHEZ B IMEBNRIE/AL) or (Z38EHIRSE -G
HiPE/TH or i BINRE PHZ/AL) and (PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (= V 7~ ~—7F A-25%/TH or £H MV
7~ h—7 A/AL or Goodpasture JEERE/AL or 7~ K732 F v —fEGERE/AL (IgA/TH and 1fi % %¢/TH) or Henoch-Schoenlein/AL)
#2 (M5 2 - it P ER AR & HTIAR B E/TH or ANCA BEE M 2¢/AL) or IfL %% 28 -Hidf H BRI E HLARBS#/TH or BAMEENI 23 M 25/TH or 4fBAER
ML FMAE P VER ZENERE/TH or AFBAERME 208 A& SME A 2EMESE/TH or 238 48 S ME A ZEIESE/TH or A BERERYE 2638 1f & 2514 PO 2R RESE/TH or (B
FRJ&/AL and (L% 2¢/TH or %% 2¢/AL)) or (pauci/AL and immune/AL) or 5k ERIARRE ¢ - 20T THE/TH or T8 ERIAZE EEEEHTAE/TH or (X5
R -RERITE/AL) or (ZRENVIRI-FEFIPE/TH or #EHIMEZ BENRK/AL) or (ZRERIKE-FEFHME/TH or FEEIMEL I IEBNRI/AL) or (ZI3EEIIRSE -FE
EiPE/TH or #&ETEBIRE PHZ/AL) and (PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (= U 7~ h—7 A-2HVE/TH or &=
U7~ b —7 Z/AL or Goodpasture JEEHE/AL or 27 RS2 F v —JEfEHE/AL or (IgA/TH and Ifi. % %/TH) or Henoch-Schoenlein/AL)
#3 #1 or #2
#4 RD=AZ 77V A or RD=7 & LLELEEAER or RD=%ET o & 2Lk ER or RD=ELHAZE or = 48— MIFZE/TH or JEFI FBAFZE/TH)
and (CK=t I and CK=p% A(19~44) or CK=114(45~64) or CK=r5 % (65~) or CK=rm i #(80~)) and (PDAT=1994/01/1:2014/12/31) and
(PT=F %70 and (LA=H AGE
#5 #3 and #4
#6 ((Cyclophosphamide/TH or Cyclophosphamide/AL) or 7 nk A7 7 2 K%L A/AL) and ((Rituximab/TH or Rituximab/AL) and or VU >/
¥~ 7/AL)
#7 #5 and #6

MFH 2021/2/1
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PubMed M 54F%E L 1= CENTRAL M 5457E L 1= EFEMSEELT: Z DD IERREMN S
akEk (n=160) kB (n=171) XEkE (n=0) EBA0 L f=3CRkE (n=0)
EHEXEBRM RO RS (n=331) (EHECHL 52)

A Y—=—v45 Lt BRot L =Tk B
XHEkEE (n=279) (n=275)
HERMEEFML-2X ot Li-2X
WXE (n=4) HWXE (n=2)

<B&RSEEE >

BHEAIZHBAANT
M (n=2)

I AREEEST (n=2)

¥

ENMEICIA T
MEH (h=2)




CcQ1-3 7IRFSHMT—TIL

CQ1-3 MPA/GPA DEMMEBAIBETIX, ool Faf R+HEI 7R R 77 I R RE T vaalFal R+ YFRI<=TDELLBHEHMN?

@ Jones RB, et al. N Engl J Med. 2010;363(3):211-220.

RERT YA

RCT (open-label, two-group, parallel design, randomized trial) RITUXVAS &5

72 I [

FE8E (GRE - AT la—a v N TEF A=A ST UT) 5 44 4

KA ANHEE (EUVAS IR &
BHAVUTFLH)

B IZ2 M S iv7e GPA/MPA/R R R 48 2%
IR B 0 (B AR TEIEMRERIAR & or JRARIMEKMA/RBC 30/HPF Ll 1)
+ANCA 7351

B4t e o B C B ADF (SLE, EGPA 72 &), #Ed CY /. HBeAg Bith:. HCV HUikBME, HIV Bk, B O
BETE, 40 - AL, 4 BRUNOEY 7 F o8 h.
I AT7 ik RTX #f : RTX 375mg/m%weekly 4 [8] (%5 1,2, 3, 4 #) +IVCY 2 [0l(156mg/kg, % 1, 3 ) 33 {4
2 b —/Uff : IVCY 156mg/kg/biweekly &t 6~10 [0], EfE4IL, AZA 2mgkg) 11 4
WA - mPSL 2V 2% (1g/day. 3 BH) #%. PSL1mg/kg (Bx Kk 60mg) TBHA%A. 0.75mg/kg (1 #7%) —0.5mg/kg
(2 #%) —0.4mg/kg (3 #T%) —0.33mg/kg (6 %) —0.25mg/kg (8 ##%) —12.5mg/kg (16 #H% £ TIZ) —10mg
(20 % £ TlZ) —7.5mg (24 HH FE TIZ) —bmg (28 % £ TIZ) —0mg (18~24 2°H £ TI2) LM 5,
Bl 12 /A

TR, B EOERE

FfR - 27273 LI E, BVAS 0

MEFF S U2 FaME - D72 < &b 6 22 [H BVAS 0 1

%€ : BVAS IZKB S 2 B R OFFR or FriiiEl

HEATPEDIR A « GFR /e < MR £ 7213 E AR FikE. BVAS O 2 AME B OFffi

R ATRE 7R T D B
& A A

TR © 12 2 H R T OMERF S VT LR
HEGOHERHL : 12 2~ H
HRRYWESRHL : 12 0 H

B QOL : 12 7 A (SF-36)

L 12 0 H

SINE OF i CFEE)7e L)

ol 68 i (RTX ) HRME 677 (=2 b a—/Vif)

ZINE O FLRER B PIER

GPA 22 %] (18 vs 4) MPA 16 %l (12v 4). EIRFHRIME XK 6 B (3 vs 3)




%

MEREOE S G bdNID) 2451(100%)
BYRAE (Cr7p ) FE GFR FfE (55 1~3 U4 E) RTX & : 20 (5-44), = b —/ L : 12 (9-33)




@ Jones RB et al. ARD 2015;74(6):1178-1182.

AR T A RCT (open-label, two-group, parallel design, randomized trial) RITUXVAS 5
EEpANE Sy i{ES| 8 MmE (EE-- AT FREIT—myNTPRE+A A=A NFUT) 2D 44
#ﬁﬁﬂﬂ%ﬁ (EUVAS JiRI e &b | Bz 122l S 47z GPA/MPA/R FR R ifn A 2%
ESE ) + BN B V) (AR THIEMRERIRE & or JRARMLEKMFE/RBC 30/HPF LA 1)
+ANCA 73 Bt
BRo\ AL o B C B ADF (SLE, EGPA 72 &), #Ed CY /. HBeAg Bith:. HCV HuikME, HIV Bk, BN O
BEAE. 4R - B2RL. 43 F'WW@@U 7 F ¥
I AT7 ik RTX #% : 375mg/m?/weekly, 4 et 5 +IVCY 2 [ml(15mg/kg, 5 1, 3 1) 33 {4
o ha—/ LRt IVCY 15mg/kg/b1weekly it 6~10 7], EMELIL, AZA 2mg/kg) 11 f
WA - mPSL 2V 2% (1g/day. 3 BH) #%. PSL 1mg/kg (Bx Kk 60mg) THA%A. 0.75mg/kg (1 #7#%) —0.5mg/kg
(2 %) —0. 4mg/kg (31#%) —0.33mg/kg (6 11%) —0.25mg/kg (8 %) —12.5mg/kg (16 % E TIZ) —10mg
(20 #t% F TIZ) —7.5mg (24 #% E TIZ) —bmg (28 % E TIZ) —0mg (18~24 1 H ETIZ) LT 5,
Bl I 24 " H
FfR, TR EOES FfR . 2 /A LIE, BVAS 0

MeFF S Fafig - D7 &b 6 AT BVAS 0 47
%€ : BVAS IZKB S 2 M R OFFR or FriiiBl

AT - GFR dE72 < MR 7213 ARDEfe. BVAS 0 F 2 SME H O FFge

R ATRE 7R T D B
& A A

FfFE . 24 H H R RUCTOMERF S VT B i
HEAOHEIRE : 24 22 H
HRRYWESHL : 24 0 H

B QOL : 24 7/ (SF-36)

L - 24 M H

SINE OF i (CEE)7e L)

ol 68 i (RTX ) HRME 677 (=2 b a—/Vif)

ZINE O FLRER PR

GPA 22 %] (18 vs 4) MPA 16 il (12v 4). EIRFHRIME XK 6 B (3 vs 3)

BIRARHE OIS Ffd i)

2451(100%)

BRAE (Cr7p ) fE

GFR -l (5 1~3 U4rE) RTX Bf : 20 (5-44), = b — L8 : 12 (9-33)




CQ1-8 YRY-IFART—T I

ok MEAB D FHER Risk of Bias . ZDfth
= B84 i NABELE | NABFEAN | AEESE SBEANR : NATADAA B
TOMNLOMR T ex " (RCTY) A X i hmpim  mm obmpm OB gigngremmErm)
Jones RTX 375mg/m?/weekly 4[E (1, 2, 3, 4 |IVCY 15mg/kg/biweekly 516~ 10/
12 A% 2010 RCT  s@)+IvVCY 2@ (15mglkg, %1, 3 +mPSL 1g 3H (D #. $0OGC). 33 6 11 1 Low
H)+mPSI 1038 (F 0. £OGC) BER%IE. AZA (mekm”r =
N 7 (0hy RTX 375mg/m’/weekly 4[H (¥1, 2, 3, 4 |IVCY 15mg/kg/biweekly &16~10
ﬁi?ﬁi“gb R Jz"gfg RCT  @)+IVCY 2El(15mglkg, 21, 3 +mPSL 1g 38 (2D . #0GC) 33 30 11 10 Low
E+mPSI 1038 (FO#%. &OGe)  BEfERIE. AZA (2ma/kg)
LAABEREHA e RTX 375mg/m?/weekly 4[E (1, 2, 3, 4 |IVCY 15mg/kg/biweekly 516~ 10/
L SN E 2010’ RCT  5@)+IvCY 2@ (15mglkg, %1, 3 +mPSL 1g 3H (Z®D#. $#0GC). 33 25 11 9 Low
) B)+mPS| 1036 (D% F0GC)  BREIL AZA (mekm”r =
N 5t RTX 375mg/m’/weekly 48 (%1, 2, 3, 4 |IVCY 15mg/kg/biweekly &16~10
;%g f f;ﬁf J;gfg RCT  #)+IVCY 2@ (15mglkg, &1, 3 +mPSL 1g 38 (Z M. &OGC) ., 33 14 11 4 Low
E+mPSI 1038 (F0#%. ®#OGe)  BEfERIE. AZA (2ma/kg)
DRARABEEAHE e RTX 375mg/m?/weekly 48 (1, 2, 3, 4 |IVCY 15mg/kg/biweekly &6~ 10/
ERAREETD RCT  s@)+IvVCY 2@ (15mglkg, %1, 3 +mPSL 1g 3H (0. $0GC). 33 12 11 4 Low
FrIEERDREIR) JEN+mPSI 10 .';El (zp#% #OGO)  BREEE AZA (2mq/k,q)Jr
—_ RTX 375mg/m?/weekly 48 (%1, 2, 3, 4 |IVCY 15mg/kg/biweekly &+6~10[]
;QEE%@*E J;(;]leg, RCT @)chygz@(wmg/ig, %13 +mPSL 1g 38 (Z 0. #AGC). 33 6 11 2 Low
E+mPSI 1038 (FO#%. &OGe)  BEfERIE. AZA (2ma/kg)
‘ Jones RTX 375mg/m?/weekly 48 (1, 2, 3, 4 |IVCY 15mg/kg/biweekly 516~ 10/
12H R B 2010’ RCT  5@)+IvCY 2@ (15mglkg, %1, 3 +mPSL 1g 3H (Z 0 #. $#0GC) . 30 4 10 1 Low
E+mPSI 1038 (FO#%. &OGe)  BEfERIE. AZA (2ma/kg)
Jones RTX 375mg/m?/weekly 48 (1, 2, 3, 4 |IVCY 15mg/kg/biweekly &6~ 10/
24 AT 2015’ RCT  s5@)+IvCY 2@ (15mglkg, %1, 3 +mPSL 1g 38 (Z M. #£OGC). 33 6 11 3 Low
E+mPSI 1038 (FD#%. #OGe)  BEfERIE. AZA (2ma/kg)
UNAREMONA s RTX 375mg/m’/weekly 48] (1, 2, 3,4 IVCY 15mg/kg/biweekly &6~ 10[]
N5 2015 RCT  s@)+IvVCY 2@ (15mglkg, %1, 3 +mPSL 1g 3H (0 #. $0GC). 33 20 11 7 Low
) B)+mPS| 103 (D% F0GC)  BRRIL. AZA (mekm”r =
\ B = HAER o RTX 375mg/m‘/weekly 48 (¥1, 2, 3, 4 |IVCY 15mg/kg/biweekly &16~10
o= T RCT mwvey 2B(ismgkg BL 3 +TPSL 1938 (£, #AGO). 27 2 8 0 Low
SE+mPSI 1038 (FO#%. $#0OGC) %ﬁfﬁ?\?ﬁbgzm%mﬂre 1oE
\ Y RTX 375mg/m“/weekly 4[E] (51, 2, 3, 4 mg/kg/biweekly 516~
;‘%g f f;ﬁf J;gf; RCT  i#)+IVCY 2@ (15mgkg, &1, 3 +mPSL 1g 38 (Z M. &OGC) . 33 16 11 4 Low
E+mPSIE 1038 (FO#%. & 0OGC) | EfERIE. AZA (2ma/ka)
BHMABEREHE | e RTX 375mg/m’/weekly 48] (1, 2, 3,4 IVCY 15mglkg/biweekly &6~ 10[]
ERAREETD 0 RCT  s@)+IvVCY 2@ (15mglkg, %1, 3 +mPSL 1g 3H (0. $0GC). 33 20 11 4 Low
FIEERDREIR) SEN+mPSI 10 .z;El (FO#%. ®Oce)  BEfERIT.AZA (ZmQIkQ)Jr
—_ RTX 375mg/m?/weekly 48 (%1, 2, 3, 4 |IVCY 15mg/kg/biweekly &+6~10[]
;‘é‘%‘ﬁi%'@*ﬁ J;gf; RCT 5@)+|vCYgzlE|(15mg/)I/<g, %1,3 +mPSL 1g 38 (Z M. &OGC) . 33 11 11 2 Low
E+mPSI 1038 (FO#%. & 0OGC) | EfERIE. AZA (2ma/ka)
‘ Jones RTX 375mg/m?/weekly 48 (1, 2, 3, 4 |IVCY 15mg/kg/biweekly 516~ 10/
24 A B 2015’ RCT  5@)+IvCY 2@ (15mglkg, %1, 3 +mPSL 1g 3B (Z M0 #. $#0OGC) . 30 7 10 2 Low
E+mPSI 1038 (FO#%. &Oce) | BEfERIE. AZA (2ma/kg)
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CQ1-3 Z#LANFAvVE

€CQl1-3:74L AN TOvr T (12 208)

Y

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

1

11 100.0%

11 100.0%

RTX
Study or Subgroup Bvents Total BEvents Total Woeight
Jones 2010 ] a3
Total (95% CI) 33
Total events 3]

Heterogeneity: Mot applicable
Test for overall effect £ =068 (P =050

€CQ1-3: 7L AMTOVE EfE (125H) (2 2HLLEBVASO)

200027, 14.54]

2.00[0.27, 14.84]

—

0.01 0.1
RTX MDIESHIFETEAELY

10 100
IVCY DIFS5MFET=HRAELY

RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2010 al a3 10 11 100.0% 1.00[0.81,1.24]
Total (95% CI) 33 11 100.0% 1.00 [0.81, 1.24]
Total events a0 10

Heterogeneity: Mot applicable
Test for overall effect =000 (F =1.00

0.01 0.1
Favours [experimental]

RTX DIFSHNEREEAFL

1

10 100
Favours [control]

IVCY DIFSNEREERIAFL



€CQ1-3: 7ALAR AV, HiE (122 8) (6 AL LM X N EF)

RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2010 28 a3 2] 11 100.0% 0.93 [0.66, 1.30]
Total (95% CI) 33 11 100.0% 0.93 [0.66, 1.30]
Total events 25 g

0.01 0.1 10 100
RTX D IZ5NEERHEL IVCY D FESNEZENEL

Heterogeneity: Mot applicable
Testfar overall effect: £=0.45 (P = 0.6R)

—

€CQ1-3: 7+LAMTOYE EBAUEREKE (125 H) (Grade3 LI L)

RTX WCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2010 14 a3 4 11 100.0% 1.7 [0.45, 2.80]
Total (95% CI) 33 11 100.0% 1.17 [0.49, 2.80]
Total events 14 4

0.01 0.1 10 100
RTX DIFSHNEESHIE IVCYX DIFSHEE S GHE
(Grade 3 LLE) AV ALY (Grade 3 LL_E) AV ALY

Heterogeneity: Mot applicable
Testfor overall effect =034 (P=0.73

—



& CQ1-3:7xLAMTAvh BEEAHERER (1220H) (ABREZET 3 X2 3EMORERKR)

RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2010 12 a3 4 11 100.0% 1.00[0.41, 2.47]
Total (95% CI) 33 11 100.0% 1.00 [0.41, 2.47]
Total events 12 4

0.01 0.1 1 10 100
RTXDIFSNEESHIE  IVCY DIFINEEESHE
(ABEEFEGORE) (AEE-EEGORE)

Heterogeneity: Mot applicable
Test for overall effect: 2= 0.00 (P =1.00}

MDY MDTELN
& CQ1-3: 7+LAMTAYL EERYUERE (12 »A)
RTX WCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total BEwvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2010 ] a3 2 11 100.0% 1.00[0.24, 4.29]
Total (95% CI) 33 11 100.0% 1.00 [0.24, 4.25]
Total events 3] 2
Heterogeneity: Mot applicable 001 0 ] e 00

Test for overall effect: Z=0.00 (F =1.00}

RTX DIFSNEERBLEEMNDELY  IVOY DIFSNEERLERENDIE



& CQ1-3:7xLAMTOvd B (12 2H) (2 AU EE#ERE < BT 3HR)

RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total BEwvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2010 4 a0 1 10 100.0% 1.33[0.17,10.58]
Total (95% CI) 30 10 100.0% 1.33 [0.17, 10.58]
Total events 4 1
Heterogeneity: Mot applicable I I 1 I I
Test for overall effect: £ =027 (P =0.74) 0.01 01 1 1o 100
RTX DIZSHFRMNDIELY  IVOY DIESIHAELRA DAL
& CQI-3:7xLANTOYL T (24 »H)
RTX NCY Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2015 ] 33 3 11 100.0% 0.67 [0.20, 2.23]
Total (95% CI) 33 11 100.0% 0.67 [0.20, 2.23] —l -
Total events 3] 3
Heterogeneity: Mot applicable 'EI.EI*I IIIT*I ] 1'II| 1|:||:|'

Test for overall effect: 2= 066 (F=0.591)

RTX DIFSMATETMDELY IVCY DIFESHFETEA DAL



€CQ1-3: 7ALAR AV, HiE 24 »8) (6 AL LM X N EF)

RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2015 20 a3 7 11 100.0% 0.95 [0.56, 1.61]
Total (95% CI) 33 11 100.0% 0.95 [0.56, 1.61]
Total events 20 7

0.01 0.1 1 10 100
RTX DIEFSNEMRENZLY  IVCY DIFSAEREMNF L)

Heterogeneity: Mot applicable
Test for overall effect =018 (P =0.86)

€CQ1-3: 7L AMTOVE KR E (24 22H) (ESRD/&FHH)

RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2015 2 27 1] g 100.0% 1.61 [0.08, 30.46] .
Total (95% CI) 27 8 100.0% 1.61 [0.08, 30.46] —ee N ———
Total events 2 1]

Heterogeneity: Mot applicable
Test for overall effect =032 (FP=0.75)

001 o1 10 100
RTX DIESHAKMBREADHL  IVOY DESHAFMEFLA DL



€CQ1-3: 74LANTOVr EEAHHERE (24 2H) (Grade 3 DA E)

RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2015 16 a3 4 11 100.0% 1.33[0.57, 3.14]
Total (95% CI) 33 11 100.0% 1.33 [0.57, 3.14]
Total events 16 4
Heterogeneity: Mot applicable I I 1 I I
Test for overall effect =066 (F=0.591) 0.01 01 ]1 | 1o 100
RTX DIF>HEEEHHE IVCY DEFSNEE S BHE
(Grade 3 LI L) AV 7Ly (Grade 3 LLE) M7y
& CQ1-3:7xLAMTAvr EEAHERE C4»H) ABREZET 3 2 3EMOBRKR)
RTX NCY Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Jones 2015 20 a3 4 11 100.0% 1.67[0.73, 3.82] —
Total (95% CI) 33 11 100.0% 1.67 [0.73, 3.82] -l
Total events 20 4
Heterogeneity: Mot applicable 'III.III‘I III!‘I 1'III 1IIIIII'

Testfor overall effect Z=1.21 (P =023
RTXDIESHEEESHIE IVCY DIFSHEESHHE

(ABRFEfzFEdDER)  (ARFLEEGFOER)

AR ALY



& CQ1-3:7xLAMTAvhd BEERYYERR (24 20H)

Risk Ratio
M-H, Random, 95% CI

RTX NCY Risk Ratio
Study or Subgroup Bvents Total BEwvents Total Woeight M-H, Random, 95% CI
Jones 2015 11 a3 2 11 100.0% 1.83[0.48, 7.02]
Total (95% CI) 33 11 100.0% 1.83[0.48, 7.02]
Total events 11 2

Heterogeneity: Mot applicable
Testfor overall effect £=0.88 (F = 0.38)

& CQ1-3:7xLAMTOvd B (24 »A) (2 AU EE#EERE < BT 3HR)

—*—

0.01 0.1 10 100
RTXDIFSNEEREIE  IVCY DIFOINFERRLEAE
MDA YR
Risk Ratio

M-H, Random, 95% CI

RTX NCY Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight M-H, Random, 95% CI
Jones 2015 7 a0 2 10 100.0% 117 [0.29, 4.73]
Total (95% CI) 30 10 100.0% 1.17 [0.29, 4.73]
Total events ¥ 2

Heterogeneity: Mot applicable
Test for overall effect: Z =022 (F=0.83)

0.01 0.1
RTX D ESAEHA DAL

10 100
IVCY DIESHBBM DR



CQ1-3 #FERDFELEDH (SoF)T—TIL

RTX compared to IVCY for AAV remission induction

Patient or population: AAV remission induction
Setting:

Intervention: RTX

Comparison: IVCY

Outeomes Anticipated absolute effects’ (95% Cl) Relative effect Ne of pa rt_icipan s Cegigggyngfe the Comments
Risk with IVCY Risk with RTX (95% Cl) EelEs) (GRADE)
_ . 182 per 1,000 RR 2.00 44 Y12 1@)
fee (122R) 91 per 1,000 (25 to 1,000) (02710 14.84) (LRCT) MODERATE @
EiE (1222H) (22°HLLL BVAS 909 per 1,000 RR 1.00 44 OODD
0) 909 per 1,000 (736 to 1,000) (0.81 to 1.24) (1 RCT) HIGH
HiFE (22H) (62 H MR 818 ver 1.000 76:- per11,000 RR 0.93 44 [ Yo11@)
FOVRE-N ) e (DY) (0.66 to 1.30) (LRCT) MODERATE a
E%é@?ﬁ%fﬁ (12 »H ) (Grade %4 1.000 425 per 1,000 RR 117 44 @@@O
3BE) pers. (178 10 1,000) (0.49 10 2.80) (LRCT) MODERATE 2
EEAIHERB (220H) (ABE 364 per 1.000 364 per 1,000 RR 1.00 44 (=Y 1@)
T 5 GO Pers (149 10 898) (04110 247) (LRCT) MODERATE ¢
U 182 per 1,000 RR 1.00 44 o110
R s
HERPER (1222H) 182 per 1,000 (44t0 773) (0.24 0 4.25) (LRCT) MODERATE 2
R (12 2H) Q2 HLEERE 100 per 1.000 133 per 1,000 RR 1.33 40 @@OO
) per 1, (17 t0 1,000) (0.17 0 10.58) (LRCT) LOW &

. . 183 per 1,000 RR 0.67 44 o110
T (247H) 213 per 1,000 (55 to 608) (02010 2.23) (LRCT) MODERATE ¢
EiE (245 H) (6720 ALL MR X 636 ber 1,000 605 per 1,000 RR 0.95 44 @@@O
FOVRE-N ) e (e ERY) (0.56 to 1.61) (LRCT) MODERATE a
) 0 per 1,000 (0to0) (0.08 t0 30.46) (LRCT) MODERATE &

HEAIHERIL (245 H) (Grade 484 per 1,000
- 364 per 1,000 (207 to 1,000) RR 133 i 000

3LE) (0.57 t0 3.14) (LRCT) MODERATE a




CQ1-3 #FERDFELEDH (SoF)T—TIL

RTX compared to IVCY for AAV remission induction

Patient or population: AAV remission induction
Setting:

Intervention: RTX

Comparison: IVCY

Outeomes Anticipated absolute effects’ (95% Cl) Relative effect Ne of pa rt_icipan s Cegigggyngfe the Comments
Risk with IVCY Risk with RTX (95%C1) L) (GRADE)

HEAIHERE 4»H) (AB 607 per 1,000
- ( ) (AR 364 per 1,000 (265 to 1,000) RR 167 o D000
BT 3 3G (0.73103.82) (LRCT) MODERATE 2
o 333 per 1,000 RR 1.83 44 o

K \

RRRAERR (2422H) 182 per 1,000 (87 to 1,000) (0.48t07.02) (LRCT) MODERATE a

BB 42 H) Q2R LERE 234 per 1,000
. 200 per 1,000 (58 0 946) RR L7 o0 OO0
RE BT R (0.29t04.73) (LRCT) MODERATE 2

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).
Cl: Confidence interval; RR: Risk ratio

GRADE Working Group grades of evidence

High certainty: We are very confident that the true effect lies close to that of the estimate of the effect

Moderate certainty: 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 certainty: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect

Very low certainty: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect

Explanations

a. ZRHEE B D FHIDL AN AR Y 7 P2k & AR2Y 7 O BU7 D BRIR IR % % 72 < 729,
b. 7V + 1 s OFEA D HHERE TS FELUT D720
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Co1-4 TEFRFA27A4IL*

Quality assessment Ne of patients
Ne of . Risk of . . - Other Relative Absolute Quality Importance
studies Study design bias Inconsistency  Indirectness Imprecision considerations RTX POCY (95% Cl) (95% Cl)
T (65 AH)
randomised not i i very 1/99 2/98 RR 0.49 10 fewer per 1,000 OO0
1 trials serious not serious | not serious serious ! none (1.0%) | (2.0%) (0.05 to 5.37) (from 19 fewer to 89 more) LOwW1? CRITICAL
£&Efi2 (6 mMA) (GC k)
randomised not ! } .5 63/99 52/98 RR 1.20 106 more per 1,000 Slee@)
1 trials serious not serious | not serious | - serious none (63.6%) | (53.1%) (0.94 t0 1.52) (from 32 fewer to 276 more) | MODERATE 2 CRITICAL
BEfE (65, A) (PSL10 mg/d LAF)
randomised not ! } . 70/99 61/98 RR 1.14 87 more per 1,000 Slee@)
1 trials serious not serious | not serious | - serious none (70.7%) | (62.2%) (0.93t0 1.39) (from 44 fewer to 243 more) | MODERATE 2 CRITICAL
ESHERT (6 MA) (grade3 LA E)
randomised not ! } .5 22/99 32/98 RR 0.68 104 fewer per 1,000 el @)
1 trials serious not serious | not serious | - serious none (22.2%) | (32.7%) (0.43 10 1.08) (from 26 more to 186 fewer) | MODERATE 2 CRITICAL
EEAHERIE (65 A) (graded LLE)
randomised not . . very 8/99 4/98 RR 1.98 40 more per 1,000 L OO)
1 trials serious not serious | not serious serious ! none (8.1%) | (4.1%) (0.62 to 6.36) (from 16 fewer to 219 more) LOwW1? CRITICAL
BRFERR (60A)
randomised not . . very 7/99 7198 RR 0.99 1 fewer per 1,000 O]
1 trials serious not serious | not serious serious ! none (7.1%) | (7.1%) (0.36 t0 2.72) (from 46 fewer to 123 more) LOwW1? CRITICAL
B 65AH)
randomised not . . very 11/99 14/98 RR0.78 31 fewer per 1,000 O]
1 trials serious not serious | not serious serious ! none (11.1%) | (14.3%) (0.37 t0 1.63) (from 90 fewer to 90 more) LOwW1? IMPORTANT
T (181 A)
randomised not . . very 2/99 2/98 RR 0.99 0 fewer per 1,000 O]
1 trials serious not serious | not serious serious ! none (2.0%) | (2.0%) (0.14 to 6.89) (from 18 fewer to 120 more) LOwW1? CRITICAL
T2 EME (125 HA) (GC HLk)
randomised not ! } .5 47/99 38/98 RR 1.22 85 more per 1,000 k)
1 trials serious not serious | not serious | - serious none (47.5%) | (38.8%) (0.89t0 1.69) (from 43 fewer to 268 more) | MODERATE 2 CRITICAL
2EM% (18 nA) (GCH1b)
randomised not ! } .5 39/99 32/98 RR 1.21 69 more per 1,000 k)
1 trials serious not serious | not serious | - serious none (39.4%) | (32.7%) (0.83 10 1.76) (from 56 fewer to 248 more) | MODERATE 2 CRITICAL
IBMNADMECHTRELER (GCHLb)
randomised not ! } .5 76/99 70/98 RR 1.07 50 more per 1,000 k)
1 trials serious not serious | not serious | - serious none (76.8%) | (71.4%) (0.91t0 1.27) (from 64 fewer to 193 more) | MODERATE 2 CRITICAL
B (12, A8) (PSL10mg/d LLTF)
randomised not ! } .3 59/99 60/98 RR 0.97 18 fewer per 1,000 k)
1 trials serious not serious | not serious | - serious none (59.6%) | (61.2%) (0.78 10 1.22) (from 135 fewer to 135 more) | MODERATE 3 CRITICAL




B (18 ™A) (PSL 10 mg/d LATF)

18 MADMEEMTERE (PSL10 mg/d AT

[t | o[ | s | e | 2| 5 | it | ot et iy [t | comon
1I8NADEECHTERE (GCEMDHT)

[ s s | o | o | 0 [ 0 | i | e |t oo
ERGOHHERE (18H1A)

IR N A
ERERRERE (18H1A)

:% rz:wiirci);?sised serr]icc))tus not serious | not serious se\r/iirgsl none (1122./3;) (1111/29%) (O.EOR té.g.833) (fromgsrgl?erv(\e/epretgllygg%ore) €|Ia_eg%)v<1> CRITICAL
B (18 AH)

1 ran(tjr(i)erlrllsiSEd serr]i%tus not serious | not serious se\r/iirgsl none (B?f/gf;) (223/67‘2)) (O.g{?tcl).i.lSZ) (from3 g;n fg\:\‘/serr)?c: ééglor%ore) €|Ia_eg%)v<1> CRITICAL
OL (SF-36 PCS & E) (6 M A)
Q1 ran(tjr(i);rllsised serr]i%tus not serious | not serious | serious 3 none 985 96 5 - (3.03 Igﬂvl\?e?.ti)lzo.\g??rhigher) MO%?&BEI'E3 IMPORTANT
OL (SF-36 MCS #&E) (6 »A)
Q1 ran?r?;?si%d serr]i%tus not serious | not serious | serious 3 none 985 96 ° - (0.99 Il\cl)lv[\)/ezr.?ohé.glger:igher) MO%?EBEFH IMPORTANT
QOL (SF-36 PCS =) (18 HhA)

1 ran?r?;?si%d serr]i%tus not serious | not serious | serious 3 none 975 96 ° - (3.13 Iowe,;/ltgg.l?) higher) MO%?EBEFH IMPORTANT
QOL (SF-36 MCS &%) (18 /" H)

1 ran?r?é?si%d serr]i?)tus not serious | not serious | serious 3 none 975 96 ° - 0.71 I'\(/)Ivaezr.?thj%hler:igher) MO%?EBEFH IMPORTANT

CI: Confidence interval, RR: Risk ratio; MD: Mean difference
*  BEAIAEIOOT—A2A0FETETHEITTELL 227D FALIE, RIZEEH L TULVEL.

AN =

HREEEDRE

S5 AR THEELL.

HRHEEEOEERBIIAL LR AL EONS OBRKRMRREZ £ 0.
BRXETHEL SR BOBRKRREBEZE F= <=0,
AR M U TIVBONRERREORELH - S,
HRHEEEOEERM IS L EORKRTEEZ =20,
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Co1-4 TEFRFA27A4IL*

Quality assessment Ne of patients
Ne of . Risk of . . - Other Relative Absolute Quality Importance
studies Study design bias Inconsistency  Indirectness Imprecision considerations RTX POCY (95% Cl) (95% Cl)
T (65 AH)
randomised not i i very 1/99 2/98 RR 0.49 10 fewer per 1,000 OO0
1 trials serious not serious | not serious serious ! none (1.0%) | (2.0%) (0.05 to 5.37) (from 19 fewer to 89 more) LOwW1? CRITICAL
SE2EfE (61 A) (GCHL)
randomised not ! } .5 63/99 52/98 RR 1.20 106 more per 1,000 Slee@)
1 trials serious not serious | not serious | - serious none (63.6%) | (53.1%) (0.94 t0 1.52) (from 32 fewer to 276 more) | MODERATE 2 CRITICAL
BEfE (65, A) (PSL10 mg/d LAF)
randomised not ! } . 70/99 61/98 RR 1.14 87 more per 1,000 Slee@)
1 trials serious not serious | not serious | - serious none (70.7%) | (62.2%) (0.93t0 1.39) (from 44 fewer to 243 more) | MODERATE 2 CRITICAL
BEAHERIE (65 A) (grade3 LLE)
randomised not ! } .5 22/99 32/98 RR 0.68 104 fewer per 1,000 el @)
1 trials serious not serious | not serious | - serious none (22.2%) | (32.7%) (0.43 10 1.08) (from 26 more to 186 fewer) | MODERATE 2 CRITICAL
EEAHERIE (65 A) (graded LLE)
randomised not . . very 8/99 4/98 RR 1.98 40 more per 1,000 L OO)
1 trials serious not serious | not serious serious ! none (8.1%) | (4.1%) (0.62 to 6.36) (from 16 fewer to 219 more) LOwW1? CRITICAL
BEERPEXRE (65 A)
randomised not . . very 7/99 7198 RR 0.99 1 fewer per 1,000 O]
1 trials serious not serious | not serious serious ! none (7.1%) | (7.1%) (0.36 t0 2.72) (from 46 fewer to 123 more) LOwW1? CRITICAL
B 65AH)
randomised not . . very 11/99 14/98 RR0.78 31 fewer per 1,000 O]
1 trials serious not serious | not serious serious ! none (11.1%) | (14.3%) (0.37 t0 1.63) (from 90 fewer to 90 more) LOwW1? IMPORTANT
T (181 A)
randomised not . . very 2/99 2/98 RR 0.99 0 fewer per 1,000 O]
1 trials serious not serious | not serious serious ! none (2.0%) | (2.0%) (0.14 to 6.89) (from 18 fewer to 120 more) LOwW1? CRITICAL
2B (12, A) (GCHlk)
randomised not ! } } 1 47/99 38/98 RR 1.22 85 more per 1,000 k)
1 trials serious not serious | not serious | - serious none (47.5%) | (38.8%) (0.89t0 1.69) (from 43 fewer to 268 more) | MODERATE 2 CRITICAL
TEEfE (18 MA) (GC Hlk)
randomised not ! } } 1 39/99 32/98 RR 1.21 69 more per 1,000 k)
1 trials serious not serious | not serious | - serious none (39.4%) | (32.7%) (0.83 10 1.76) (from 56 fewer to 248 more) | MODERATE 2 CRITICAL
IBMNADMECHTRELER (GCHLb)
randomised not ! } } 1 76/99 70/98 RR 1.07 50 more per 1,000 k)
1 trials serious not serious | not serious | - serious none (76.8%) | (71.4%) (0.91t0 1.27) (from 64 fewer to 193 more) | MODERATE 2 CRITICAL
B (12, A8) (PSL10mg/d LLTF)
randomised not ! } .3 59/99 60/98 RR 0.97 18 fewer per 1,000 k)
1 trials serious not serious | not serious | - serious none (59.6%) | (61.2%) (0.78 10 1.22) (from 135 fewer to 135 more) | MODERATE 3 CRITICAL




B (18 ™A) (PSL 10 mg/d LATF)

18 MADMEEMTERE (PSL10 mg/d AT

[t | o[ | s | e | 2| 5 | it | ot et iy [t | comon
1I8NADEECHTERE (GCEMDHT)

[ s s | o | o | 0 [ 0 | i | e |t oo
ERGOHHERE (18H1A)

IR N A
ERERRERE (18H1A)

:% rz:wiirci);?sised serr]icc))tus not serious | not serious se\r/iirgsl none (1122./3;) (1111/29%) (O.EOR té.g.833) (fromgsrgl?erv(\e/epretgllygg%ore) €|Ia_eg%)v<1> CRITICAL
B (18 AH)

1 ran(tjr(i)erlrllsiSEd serr]i%tus not serious | not serious se\r/iirgsl none (B?f/gf;) (223/67‘2)) (O.g{?tcl).i.lSZ) (from3 g;n fg\:\‘/serr)?c: ééglor%ore) €|Ia_eg%)v<1> CRITICAL
OL (SF-36 PCS & E) (6 M A)
Q1 ran(tjr(i);rllsised serr]i%tus not serious | not serious | serious 3 none 985 96 5 - (3.03 Igﬂvl\?e?.ti)lzo.\g??rhigher) MO%?&BEI'E3 IMPORTANT
OL (SF-36 MCS #&E) (6 »A)
Q1 ran?r?;?si%d serr]i%tus not serious | not serious | serious 3 none 985 96 ° - (0.99 Il\cl)lv[\)/ezr.?ohé.glger:igher) MO%?EBEFH IMPORTANT
QOL (SF-36 PCS =) (18 HhA)

1 ran?r?;?si%d serr]i%tus not serious | not serious | serious 3 none 975 96 ° - (3.13 Iowe,;/ltgg.l?) higher) MO%?EBEFH IMPORTANT
QOL (SF-36 MCS &%) (18 /" H)

1 ran?r?é?si%d serr]i?)tus not serious | not serious | serious 3 none 975 96 ° - 0.71 I'\(/)Ivaezr.?thj%hler:igher) MO%?EBEFH IMPORTANT

CI: Confidence interval, RR: Risk ratio; MD: Mean difference
*  BEAIAEIOOT—A2A0FETETHEITTELL 227D FALIE, RIZEEH L TULVEL.

AN =

HREEEDRE

S5 AR THEELL.

HRHEEEOEERBIIAL LR AL EONS OBRKRMRREZ £ 0.
BRXETHEL SR BOBRKRREBEZE F= <=0,
AR M U TIVBONRERREORELH - S,
HRHEEEOEERM IS L EORKRTEEZ =20,




CQ1-4 Evidence to Decision T— 7L

Hi#E HE JH—FIETUR BINEIE
CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS
8L\L\i MEHOBMELIIETUREL AAV @ﬁﬁﬁﬁkiﬁﬁ(:ﬁb\t #?Eggﬁlftﬁ)
6 88 (4 458 2k B AVE LV T 2 BELLLWWR % POCY NEBFLIIMRF+HGEE, T
= f‘s“iEZTE i‘%ﬂﬁlﬁhﬁﬂo;ﬁ#\ OFHER BR - -BEREZCSVT RBARINLETH
% 5 ' OBZ 5 < IEW %.
=2 L)E%wnﬁ.—iw%%frmmﬁuﬁsni, £ | O
L NS Y
JBEIBRNE L D O—fBI= (5 2 7 0
OMtELL IETURDEARNILIETESE L
CHIETURADLKMLREREE FED | OFBITEL —IEFVRATAITI 7LD “Quality” 28R
BE) FEhTTH? @EL
What is the overall certainty of this | OF%FE FHINZZEZFLLVIR - EFLLAVLHROKX
evidence? O:/un F
—IETVRTAT7M4ILD “Effect” SR
FELBTILHLIZENETOMEZEL | OFEEHELEHENKEN CQ1-1 & R4
MZDWVWT, EXLBEFEEELHY EFT | OFHEEHECLSHEENKE VATEES VI BFE7>45—MRE [1] - (5) (p36 E5)
m? ORELTFHEEELZHEEN UV ATREN i
Is there important uncertainty about O K ELAHERMELZRRENL L
& | how much people value the main OffEZEWNTWLS M E S HTE
S | outcomes?
—
o S Oz AHOIK— MRRIZH T DBRRT— 5 [E
V= @/-SALZ HREREEEHNOE HEEH A [HHAETOD
| FPESAZLELLOHMREREVNTT S ? | OFH R— FREOAERE] 3B .
#w S |Are the desirable anticipated effects | Of=SRA (KLY
%% large? OlFiy
T
A O—BIZIFE R AL
v Oz AHOA N BRSBTS BUEOBER
S| PEERAEFELCHLBREAELTY Qrgpna o B o EREBREQERAR
8| »n? 2 : 1) - - -
. o @ 7- AT CY mEEREY R Mz DWW TIlX VII FBIZDL
Are the undesirable anticipated e
effects smal1? Ol T l3.2.3 BHEEUR71 p4)SHE.
O—#EIZIFE Z AL
O V&7 Ly MR (2] - &), [4]
2FLLHRELEL CHLBREY bk [ SEEAVIA (p37 B8, p38 BT S
FNTTR? Ot= R AlELr
Are the desirable effects large ()lii\

relative to undesirable effects?

O—#IZIFEZ KL




MHBESNDERIDLGEVTTA?

Are the resources required small?

Oniz
Q-SALWZ
OFH
Otf=3SAlEL
Ol

O—HEIZIZFEZ L

HHOBMELDZIETURAL

PE - PEMIZKBRT—RA T, TRIXE
ElX, BEBICHLERIGATE DERBERICH
WT, AV OAREICH L THAHHE - B8R%2E
DEMNY ET, AFOFEAN BT EHEHIND
EFIZDHTIENEFLL EShTEY

BEREL R & FATRE LR A HS. RIX DA
MaR FE2ET 5.

HREREEEHG

HEEH C [AFRETRESIMEFEANEMEH]

O—#IZEER B

L HEEHD [BERY I F2ZEHMEFRIAT R
E > EME#H]
® & FEEME (AR IFERHMEFEFNEME
ﬁg # 28
” (75)
& Ouninz (GEBINZEIE) RTX B DENZa R AN D
OF-SALE R M HREREESHGE HEEMF [T
OFH Wr—RIZBIT5ERE] 228
EaaX FMIERDOFLE FIBRMSEES | O=RAEWN (1) BEREARE (2438)
W=5EY) ICEERXTIHNEWTTM? OlFiy DG NHZEITH-1BE
Is the incremental cost small relative @GC+POCY100mg/ B
to the net benefits? O—8IZIFEZELY 3)GC+RTX500mg /4B x 4
(4) BBHEDOR b+
Omfi& T 2 BREAR
BEEXRT 2 BBAR
5,480 . = OtEmn BEREERZREILICK2BCABRELE RTX [XHEERIC K > TARR - 443k, HDHWLME 18 -2
EREEAOHGERCL & S07 Ot A4 ARE:0~23 100 FI/R 543k : 0~11,550 F/B [ EDROS DY, HRI-t > TEASEOE
W | ities? P OF# (HEREENEFDLEDES, REEITLERED |HERI/RET SE6EEHY
B S Inequitiest Ot= RAFD 1/2)
S| o = - Om HARERBEIEEHNGE HEEH F [ETILY—R
QTR LR TR TR ST ALY ~ ChHHERR] OEEERE L HEAEERS
O—IZIFEA TN WEIIICLPEREMREZEOBEC AR
Oz REDOBEMELZIETURAL RTX [(ZRIRIRE S TULVS.
= - - | Of=sAn LA L, RTX[F CY I b~ TEEFIE (L5 75 1=,
£ D |EOATVIVEERGRT IRV~ | @f-RAlELN RIREPTRICEBDS A NATEEMENH S,
L@ |[TRFARLGRETN? Ol
= = |Is the option acceptable to key
HX 'gé stakeholders? O—#IZIFEZ AL
-
Oz RHOBRMEBEITETVRGL VII 8F7 45— MRE [2] - ()
# = Ofz8AL Wz (P37 E8) B
B2 zotysasummamgcyne | STER L
® % Is the option feasible to implement? .&L\
K &




CQ1-4 77X 59 FF7—7 L (RCT)
&Stone JH, et al. N Engl J Med 2010;363:221-232.

HEETH A > ‘ RCT (a multicenter, randomized, double-blind, double-dummy, noninferiority trial) RAVE i#E&

FLREE RKEBELUVASF

HAANEE #38 - BIAD GPA/MPA (EGPA [Ixf&4Y), ANCA[51E, BVAS/MG 3 RulE
(EUWAS BRI #E72 £ 3 S IFEEH)
PROVEZE 4 BURADRTEA FERA, 4MALADCY F/, 3MAUROMERRFRE EELGEES - FES - it FStEHERRE, RBBREEDE
£, HBV - HCV - HIV DBEREZE, 5 F£LIADEMERS, WBC 4,000 K, Plt 12 AR
TAFE @A RTX 375mg/m’/wk x4 (881, 2, 3, 4;:8) + F5+€KRCY — Q@~6MATEREGS=D) TT4HKAZA [99 5]

OxfBE: TSEARRIX + CY 2mg/kg — B~6MNBTEMEL-T=5)  AZA 2mg/kg [98 451]
XKLL RTAA FIZDULTIL, mPSL 1000 mg M /%)L R % 1-3 [@#%, prednisone (PDN) 1mg/ke TRItA L, 4B#R T ETIZ PDN 40mg/day £ THET 5.
FMi&, 40mg/day % 2 ERHHELEEE, 30mg—20mg—15mg—10mg—7. bmg—bmg—2. bmg— Omg/day & 2 BRI & IZEFT S G MATRTAA Kaih)

B 6MA (F=FZL, 2013 &I, 1I8NAFETHORBEARIXLERSINT)

B, BRLGEDER ® —RIVFRAU (BfE)  BVAS/WG 0 @A D 6 AARRTRTAA Rk

® —RTUKRA 2+ (PDN 10mg/day REmDAET CTOEM)

& EFELBEMR BVASMNG N ofAE L=#&IZ, BVAS/WG A3 Rl EEgmMA L, TRGERE ®BIRX, SEOCBHY/HMm, REHHE BEEED,
fhfgtim, FMmBKMAE, EFILT7FUEOA—XF4 006 30U LOLER, EEUHELX BHRE OERXCLIMNOEEE, KEERE
BREMRHEHEES, EPMSREMESAER] OLWThIrRKE—DORE

& [REMGHEM: BVASMG oA ELRIC, TBIEE/BIE%, R 38°CLlL), £, KERE ORES BRX/ LRERX REEE/R
KR, T RORE mESEHY, SMEME BISERE, ERIRER FPTRE GEEEHE OSMER WEX WREEELEER hE
RIHERT HMOMZEE [EXARE, MR OVWITAA—DULOFHRELELZVLEBHE. 0F, BVAS/NG A 3 mUUTHAD/EILFHEE M IRE
BIRRREN D OY DEANDE LI SN HIBRI1T, EXECBREHBSND.

I RTRER T ™) A L B OANAKRTOEMR, HEUPSL 10mg/day RBDERTTOEMR), EEAFHERE ZERRERR, BE QWL (SF-36), BHH: 6 1A
& aTHif e 2

SMEOFE (FHRE) RIEFRERTHIE: 5405 RIX#), 1.5 (22 bO—ILE)

ZINEDEMEREBNR GPA: 7541 - 76 451, MPA: 24 {5 - 24 451, FIZEAHE: 141 - 04| (RTXE - 23> bO—JLE)

BREEENES GEHHNID) 66 {5 (67%) (RTX#), 6641 (67% (2> hO—ILEE)

ERE (Crix&) BE DL7FZoO VST RAEHEZERE 54+3 - 694 mL/min RTXF - 3> bO—ILED)




@ Specks U, et al. N Engl J Med 2013;369:417-427.

HEETH A > ‘ RCT (a multicenter, randomized, double-blind, double-dummy, noninferiority trial) RAVE i#E&

FLREE RKEBELUVASF

HAANEE #38 - BIAD GPA/MPA (EGPA (I35 %Y%), ANCA[51E, BVAS/MG 3 RulE
(EUWAS BRI #E72 £ 3 S IFEEH)
PROVEZE A BURADRTEA FERA, 4MALADCY /A, 3MAUROMERIRFRE EELGEES - FES - it FStEHERRE, RBBREEDE
£, HBV - HCV - HIV DBEREZE, 5 F£LIADEMERS, WBC 4,000 K, Plt 12 AR
TAFE @A RTX 375mg/m’/wk x4 (881, 2, 3, 4;:8) + F5+€KRCY — Q@~6MATEREGS=D) TT4HKAZA [99 5]

QOxtBE: TSEARRIX + CY 2mg/kg — @B~6MATEMREL-1=5)  AZA 2mg/kg [98 1)
XKLL RTAA KIZDULTIL, mPSL 1000mg /8L R % 1~3 [El#%, prednisone (PDN) 1mg/kg THAA L, 4B T F£TIZPDN40mg/day ETHET 5.
FMi&, 40mg/day % 2 ERHHELEEE, 30mg—20mg—15mg—10mg—7. bmg—bmg—2. bmg— Omg/day & 2 BRI & IZEFT S G MATRTAA Kaih)

B 18 A

B, BRLGEDER ® —RIVFRAU (BfE)  BVAS/WG 0 @A D 6 AARRTRTAA Rk

® —RTUKRA 2+ (PSL 10mg/day REmDABET COEM)

& EFELEMR BVAS/MNG N of=AdkE L=#&IZ, BVAS/WG A3 Rl EEgmMA L, TRGERE ®BIRX SEOQBHY/HIMm, REHHE BEEED,
ffgtim, FMmBKMAE, EFILT7FUEOA—XF4 006 30U LOLER, EEUHEX BHRE OERXCKIMNOEEE, KEERE
BREMRHEHEES, EPMSREMESAER] OLWThILRKE—DORE

& [REMGHEM: BVASMNG Ao -AhEL&IC, TBIEE/BIE%, RE 8°CLlL), £, KERSE DORES SRR/ LRER REEE/R
KR, T RORE, mESHEHY, SMEME, BISERE, ERIRER FPTRE GEEEHE OSMER WEX WREEELEER hE
RIHERT HMOMZEE [EXARE, MR OVWITIAL—DULOFHRELELGTVLEBFE. 0E, BVAS/NG A 3 mUUTMD/E = ILFHEE M IRE
BIRREN D OY DEANDLE LIS BI5RI1T, EXECBREHMSIND.

I RTRER T ™) A L Bff 18HARRTOER, HELUPSL 10mg/day RKEDEBETTOEMR), 8MARKTOEESHERR, BHIARRTOEERPFEREK, 18 AR
& aTHif e 2 HTOHEE QL (SF-36), Bik: 18 A

SMEOFE (FHRE) RIEFRERTHIE: 5405 RIX#), 1.5 (22 bO—ILE)

ZINEDEMEREBNR GPA:75 5 - 76 {5, MPA:24 {51 - 24 5, ¥IEFAE: 14 -04%] (RTIXE - 2> bO—)LE)

BREEENES GEHHNID) 66 {5 (67%) (RTX#E), 6641 (67% (2> hO—ILE)

ERE (Crix&) BE JL7FZUP VST 0RAEREZFERE 5423 - 69+x4ml/min RTXE - 23> bO—JLED)




CQ1-4 YRY « "AF7ART—TI)L (RCT)

HEAETDEH FHHER Risk of Bias ZDfth
ZDit
" . . . AR | AR | SIRE | SE |, e HEE |TIMLl 4r TY9rAL| (7R INATADIAAUR
TORILO | BEE | FE A RIEE e | ok | m | 1<on | BHT) I g | pmae (TTEER | ge | ommm | ke orzmes
: . ' T B | EsIm|] % | EA% ‘ OE’RL| Tt NATR | ik -ER& EGE))
KR
S LIEDFEITH/I
A H(ZFBEREN T
RTX 375meg/m2/wk tfwf\’ BHTARI—L
IZIXEREHY. T—2E
6 M A POCY 2mg/kg/day = BE{ESALTL
Stone,2010 RCT 99 1 98 2 low low low low low low low TWhWeBbhbnsd. =1L,
T (*EBE). £l GC B
/NILR+HED GC % SEISPLVGES, b -
Y L%, hard endpoint &L
' T, TRHERE-TTIREED
BRI IT 7O D LT EE
DERIEIIE low 125 5.
RTX 375mg/m2/wk FUE LIEDFEITH/I
S X 4(f ABE) EL=F A ch(ZIZBREATL
— . POCY 2mg/kg/day BLA, BETARI—IL
(;rgfff; Stone,2010 RCT (HEBE). 26| GC 99 63 98 52 low low low low low low low A REHY . F— R
JNLA+HED GC HHEENFRESH T
Y. TWNERDHND.
RTX 375mg/m2/wk SUE LIEDFEITH/I
S X 4(f ABE) EL=F A ch(ZIZBREATL
4 POCY 2mg/kg/day BLA, BETARI—IL
(Psuofﬁ;:d - Stone,2010 RCT (HEBE). 28] GC 99 70 98 61 low low low low low low low A REHY . F— SR
= /XLZHEA GC B HuEAERIESATO
Y. THNERDHND.
RTX 375mg/m2/wk SUE LIEDFEITH/I
S X 4(f ABE) EL=F A ch(ZIEBREATL
Py POCY 2mg/kg/day LAY, BfTAra—IL
E(E:aj:fﬁffﬁ Stone, 2010 RCT (HEBE). 26| GC 99 22 98 32 low low low low low low low A REHY . F— SR
= /XLZHEA GC B HuEAERIESATO
Y. THNERDHND.
RTX 375 mg/m2/wk S LIEDFEITH/I
6 N H X 4(f ANBf) E =& ASCHZFEERShTL
EESHERIR | Stone2010 RCT |POCY 2 mg/kg/day| 99 8 98 4 low low low low low low low LAY, BEIOa—)L
(grade4 Ll E) (XfEBEE). £ GC ICIXEREHY. T—2E
JNLA+HED GC HHEENFRESNTL




Y.

BLEBRDNS.

RTX 375 mg/m2/wk
X4 (T AB) F=(E

FUE LEDFEIELFRX
AXHIZFATSATLY

6 N A 5 o
s POCY 2 mg/kg/day LA, BETara—L
R 201 R 0% ¢ i~
E%%Iﬁxff Stone,2010 CT (RBBEE) . 2451 GC 99 7 98 7 low low low low low low low S e
/NLR+HEO GC $H HYEENEFRESHLTL
Y. BNERDHNS.
RTX 375 mg/m2/wk I LEDFAIFEX
X 4(r ANBE) F1=I& AXHIZIFBHTRENTLY
6 ™A POCY 2 me/k /; TLA, BHETARI—IL
. Stone,2010 | RCT A T 11 98 14 low low low low low low low |ISIXREHY. T2
B (xtHEEE). 214 GC Bl e 3
JNLA+HZO GC EEENFREESNTL
Y BLERDHNSD. limited
. flaretsevere flare.
RTX 375 mg/m2/wk
X 4(r ANBE) F1=I&
18 ™A Stone, 2010 POCY 2 mg/kg/day
= (Specks2013)| "0 |cxtmmEe). 2miac| ¥ 2 9 2
/NLR+ED GC &
Y.
RTX 375 mg/m2/wk
12 8 X 4(r ANBE) F1=IE
- - Stone,2010 POCY 2 mg/kg/day
(’gffﬁ (specks.2013)| TCT |cxtmmzp). @miac| 47 %8 38
/NLR+ED GC &%
Y.
RTX 375 mg/m2/wk
18 H X 4(fr ANBE) F1=IE
- - Stone,2010 POCY 2 mg/kg/day
(’gffﬁ (specks.2013)| FCT |tmmzp). @miac| 39 %8 82
/NLR+ED GC &%
Y.
RTX 375 mg/m2/wk
18 MADOREE S, X4(fr AR F=1F
=L EE Stone,2010 RCT POCY 2 mg/kg/day 99 76 98 70
(GC k) | (Specks.2013) (xtEREE). 24 GC

/NLR+HEO GC $H
Y.




RTX 375 mg/m2/wk
X 44T AB) Tz (&

12 ZAEfE
. Stone,2010 POCY 2 mg/kg/day
G 1_?;')“g/d A\ (specks.2013)| FCT [cummmr). 2miae| ¥ 5 98 60
JNLA+HEDO GC &
Y.
RTX 375 mg/m2/wk
X4 (T AB) F=(E
18 WA &
. Stone, 2010 POCY 2 mg/kg/day
{rst 1_(::;ng/d - (Specks,2013) ROT (xtHEEE). £ GC 9 54 9 52
/NLR+EDQ GC &%
Y.
RTX 375 mg/m2/wk
18 MEDEETH X4 (T AB) F=(E
THE# Stone,2010 POCY 2 mg/kg/day
(PSL 10 mg/d LA |(Specks,2013) RCT (xtEBEE). £l GC 9 82 %8 84
) /NLR+ED GC &%
Y.
RTX 375 mg/m2/wk
18 O X 4(fr NBE) F 1= (%
EE Stone, 2010 RCT POCY 2 mg/kg/day 99 89 98 89
(@ EFEJ;)-&) (Specks,2013) (xtEREE). £/ GC
=n JSLRHED GC %
Y.
RTX 375 mg/m2/wk
X4 (T AB) F=(E
18 ™A Stone,2010 POCY 2 mg/kg/day
e RCT 99 42 98 37
EEAHHAEHKT |(Specks,2013) (xtEREE). 24l GC
/NLR+ED GC &%
Y.
RTX 375 mg/m2/wk
X4 (T AB) F=(E
18 ™A Stone,2010 POCY 2 mg/kg/day
et 5 RCT 99 12 98 11
EEREAEHKD |(Specks,2013) (xtEREE). 24l GC
/NLR+ED GC &%
Y.
RTX 375 mg/m2/wk
X4 (T AB) F=(E
B Stone,2010 POCY 2 mg/ke/day o
(6~18 10 B) (Specks.2013) RCT (RHEBEE). 2451 GO 76 24 70 20 limited flare+severe flare

/NLR+HEO GC $H
Y.




CQ1-4 YRH « "L TFRYTY—&457 RCT)
€CQ1-4: Risk of Bias® £7H cAhL (6, 18 MA)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Selective reporting (reporting bias)

Other bias

Incomplete outcome data (attrition bias)

0% 26% &0%, 75%  100%

Stonez010

. Blinding of padicipants and personnel (performance hias)

. Blinding of outcome assessment (detection hias)

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

. Selective reporting (reporting hias)

@ | Other bias

.an tisk ofbias DUncIearrisk of bias

Bl Hioh risk of bias




CQ1-4 2+ LR +ZFAaw bk (RCT)
®CQ1-4: D4 LR MTAYF 279 FHLG 18HMA)

FET (6 MA)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight ~ Fixed, 95% Cl Fixed, 95% (|
Stone2010 1 899 2 48 100.0% 0.49[0.05, 5.37]
Total (95% CI) a9 98 100.0% 0.49 [0.05, 5.37] —ee i ———
Total events 1 2
Heterageneity: Mot applicable i i i i
Test for overall effect: £=0.58 (P = 0.56) 0.01 01 1o 100
RTX D AHFET-EAE LY POCY M AMFET-EAE LY
SET (18 /™ AH)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% ClI Fixed, 95% Cl
Stone2010 (Specks2013) 2 84 2 895 100.0% 0.99[0.14, 65.89]
Total (95% CI) 99 98 100.0% 0.99 [0.14, 6.89]
Total events 2 2
Heterogeneity: Mot applicatle I I T I l
Test for overall effect: Z=0.01 {F =099 0.01 0.1 1 1o 100
RTX DA MIFELEEAELY POCY DA MFETERAELY



LB 6 HA)| (GC k)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Bwents  Total Beents Total Weight _ Fixed, 95% CI . Fixed, 95% CI

Stone2010 63 99 a2 48 100.0% 1.20[0.94, 1.52]

Total (95% CI) 99 98 100.0% 1.20 [0.94, 1.52]

Total events 63 a2

Heterogeneity: Mot applicable I I . I I

Testfor overall effect: F=148(F=014 0.01 01 ! 1o 100
POCY DA MNEREAE L RIXDADERENF LY

FELEM (12, A)| (6C i)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Bvemts  Total Bvents Total Weight ~ Fixed, |, 95% CI ~ Fixed, ,95% CI

Stone2010 (Specks2013) 47 499 33 98 100.0% 1.22[0.89, 1.69]

Total (95% CI) 99 98 100.0% 1.22 [0.89, 1.69]

Tatal events 47 38

Heterogeneity: Mot applicable I I 1 I I

Test for overall effect £=1.23 (P =0.22) 0.01 0.1 1 1o 100
POCY AN EREELGZ L RIX DA EREAF L

FELEMR (18, A) | (GC Hhut)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Brents Total Weight ~ Fixed, 95% CI  Fixed, ,95% CI
Stone2010 (Specks2013) a9 ] a2 82 100.0% 1.21[0.83,1.76]
Taotal (95% CI) 99 98 100.0% 1.21[0.83, 1.76]
Total events a9 a2
Heterageneity: Mot applicakle I I 1 I I
Test for overall effect 2= 0498 (F=0.33) 0.01 01 1 10 100

POCY A ME MR AR LY RTX DA HERBEMNT L



B 6 MA)| (PSL 10mg/d LLF)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Bvents  Total Bvents Total Weight ~ Fixed, 95% CI ~ Fixed, 95% Cl

Stonez010 Ell| 499 F1 98 100.0% 114093, 1.39]

Total (95% CI) 99 98 100.0% 1.14 [0.93, 1.39]

Tatal events Ell| G

Heterogeneity: Mot applicable I I 1 f |

Testfor overall effect £=1.25{F=0.21) 0.01 0.1 1| 10 1oa
POCY AN EREELGZ L RIX DAL EREHZ LY

& (12 »8)| (PSL 10mg/d LLF)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Bvents  Total Bvents Total Woeight ~ Fixed, 95% Cl Fixed, ,95% Cl

Stone2010 (Specks2013) 94 44 B0 498 100.0% 0.97[0.78,1.22]
Total (95% CI) 99 98 100.0% 0.97 [0.78, 1.22]
Total events a4 G0
Heterageneity: Mat applicable I I I I
Testfor overall effect £=0.23 (F=0.82) 0.01 0.1 ! 1o 100

POCY A D EMEELZ L RTX DADEREAF L

& (18 MAH)| (PSL 10mg/d LL'F)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total BEvents Total Woeight ~ Fixed, ,95% CI ~ Fixed, 95% CI
Stone2010 (Specks2013) 54 89 52 3 100.0% 1.03[0.79,1.33]
Total (95% CI) 99 98 100.0% 1.03 [0.79, 1.33]
Total events 54 52
Heterogeneity: Mot applicable I I 1 I I
Testfor overall effect Z=021 (F=0.83 0.01 01 1 10 100

POCY DA MNEREAFL RIX DAMNEREAZ L



[8MADOEEHTRLEMR (6C thut)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Bvents  Total Bvents Total Woeight ~ Fixed, 95% CI ~ Fixed, 95% Cl

Stone2010 (Specks2013) Th 494 T 98 100.0% 1.07 [0.91,1.27]

Tatal (95% CI) 99 98 100.0% 1.07 [0.91, 1.27]

Total events Th il

Heterogeneity; Mot applicable I I . I I

Test for overall effect: Z=0.84 (P =0.39) 0.01 01 1 10 100
POCY A M EEELNS L RTX DAL ERERMNG LY

(8 hEDMEHTEME (PSL 10 mg/d LUITF)

Experimental Control Risk Ratio Risk Ratio
Stucly or Subgroup  BEvents  Total Pvents Total Weight . Fixed, 95% Cl ~ Fixed, 95% CI
Stone2010 (Specks2013) a2 44 a4 8 100.0% 0.97 [0.86,1.09]
Total (95% CI) 99 98 100.0% 0.97 [0.86, 1.09]
Total events 82 a4

0.01 0.1 1 10 100

Heterogeneity: Mot applicahle

Test for overall effect £= 046 (F=0.58)
POCY D AMNEREEIFZL RIX DAL EREHZ LY
[8hEDmMEHTER (GCERHT)
Experimental Comtrol Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Bvents Total Weight ~ Fixed, 95% CI . Fixed, 95% Cl
Stone2010 (Specks2013) 89 449 a9 98 100.0% 0.99 [0.90, 1.08]
Total (95% CI) 99 98 100.0% 0.99 [0.90, 1.08]
Total events a4 a4
Heterogeneity: Mot applicable l l . l l
Testfor overall effect £=022 (P =0183) 0.01 01 1 10 100

POCY DA D EBEEIF LY RIX DAMNEREEAT LY



EESHERT 6N A)| (graded LiL)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bwents Total Bvents Total Weight ~ Fixed, 95% CI ~ Fixed, 95% CI
Stone2010 22 93 32 98 100.0% 0.68 [0.43, 1.08] .
Total (95% CI) 09 98 100.0% 0.68 [0.43, 1.08] L
Total events 21 32
Heterogeneity: Mot applicable 'III.III*I IZI!*I 1'IZI 1IIIIZ|'

Test for overall effect £ =162 (F=011)
POCY DA N EESHEREENS RIX DAL EEEGHHERBTENT L

EESHHERT 6N A)| (graded LI L)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvemts  Total Bwents Total Weight ~ Fixed, 95% Cl Fixed, 95% CI
Stonez010 a 99 4 98 100.0% 1.98 [0.62, 6.36] —
Total (95% CI) 99 98 100.0% 1.98 [0.62, 6.36] i
Total events a 4
Heterogeneity: Mot applicahle 'I:I.III‘I IIIT*I 1'III 1IIIIII'

Test for overall effect Z=115 (P =0.25)
POCY AN EESHERBREINFL RIXDANEESHERBRENFL

ERAOHERR (18 HA))
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight ~ Fixed, 95% CI ~ Fixed, 95% CI
Stone2010 (Specks2013) 42 49 a7 g3 100.0% 1.12[0.80,1.58]
Total (95% CI) 99 08 100.0% 1.12[0.80, 1.58]
Total events 42 ar
Heterogeneity: Mot applicable 'III.III*I IZI!1 1' 1'IZI 1IZ|I:|'

Testfor overall effect £=0.67 (F=0.50)
POCY DAABESHEREENAS Y RIXOANEESHEFEEASL



EEBRLERE 6H,A)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bwents  Total Bvents Total Weight Fixed, 95% CI Fixed, 95% CI
Stone2010 7 499 7 88 100.0% 0.99 [0.36, 2.72]
Total {95% CI) 99 98 100.0% 0.99 [0.36, 2.72]
Total events 7 )
Heterogeneity; Mot applicable I I . I I
Testfor overall effect: £=0.02 (F=0.98) 0.01 0.1 1 1o 100
POCY DANEERBRLEERIRENFL RIX DA EERLEERRENFL
EEBRERR (181 A)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  BEvents  Total Bvents Total Weight _ Fixed, 95% Cl Fixed, K 95% Cl
Stone2010 (Specks2013) 12 49 11 48 100.0% 1.08[0.80, 2.33)]
Total (95% CI) 09 98 100.0% 1.08 [0.50, 2.33]
Total events 12 11
Heterogeneity: Mot applicable 'IZI.I:I'I Elf1 1- 1'III 'IIIIIII'

Testfor overall effect: £=0.20 (P = 0.34)

POCY DA AN BEBRERBELABEL R OANEEBRLEREEAE



Bk (65, A)

Experimental Control Risk Ratig Risk Ratio

Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% Cl ~ Fixed, 95%Cl

Stone2010 11 a9 14 498 100.0% 0.78[0.37,1.63]

Total (95% ClI) a9 08 100.0% 0.78 [0.37,1.63]

Total events 11 14

Heterogeneity: Mot applicable I i : :

Testfor overall effect: 2= 0.67 (F = 0.50) 0.01 01 : 10 100
RTX DA D HMEAE L POCY AL EHREAE L

B (18HA)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight ~ Fixed, ,95% Cl _ Fixed, ,95% Cl

Stone2010 (Specks2013) 24 TE 20 70 100.0% 1.11 [0.67,1.82]

Total (95% Cl) TG 70 100.0% 1.11 [0.67, 1.82]

Total events 24 20

Heterogeneity: Mot applicahle N0 " 10 100

Test for overall effect 2= 039 (P =0.69)
RTX O AL EHREHIE L POCY AL EHREAE LY



C01-4 #ERDFELH (SoF) T—TJL (RCT)

CO1-4 : ANCABSEMERXROEREABEICTILATa)LFaA4A4A F+HASH/AOFR T 7 FESLIANFaAA R+ YFITTOELLNEAM?

Setting:
Intervention: RTX
Compar ison: POCY

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Quality of the evidence

puteones Risk with POCY Risk with RTX (95% CI) (studies) (GRADE) comments

% (6MA) 10 per 1,000 RR 0. 49 197 00
20 per 1,000 A to 110) (0.05 to 5.37) (1 RCT) LOW

S=4ER (6MA) (6C duk) 531 cor 1 000 637 per 1,000 RR 1.20 197 O

ber- 1, (499 to 807) (0.94 to 1.52) (1 RCT) MODERATE?

@ (64 F) (PSL 10 mg/d LITF) 622 cor 1 000 710 per 1,000 RR 1.14 197 O

per 1. (579 to 865) (0.93 to 1.39) (1 RCT) MODERATE?

SELHERE 6MA) (graded LLE) 327 ver 1000 292 per 1,000 RR 0. 68 197 e

ber- 1, (140 to 353) (0.43 to 1.08) (1 RCT) MODERATE?

SELHERE 6MA) (sraded BLE) 4 oer 1.000 81 per 1,000 RR 1.98 197 00
ber 1. 25 to 260) (0.62 to 6.36) (1 RCT) LOW'

BEERLERE 6H8) 1 per 1.000 71 per 1,000 RR 0.99 197 00
per-1, (26 to 194) (0.36 to 2.72) (1 RCT) LOW

B 6/ A) 111 per 1,000 RR 0.78 197 00
143 per 1,000 (53 to 233) (0.37 to 1.63) (1 RCT) LOW'

BT (18 A) 20 per 1,000 RR 0.99 197 00
20 per 1,000 3 to 141) (0.14 to 6.89) (1 study) LOW

=4 EH (128) (G0 D) 388 oor 1 000 473 per 1,000 RR 1.22 197 O

per 1. (345 to 655) (0.89 to 1.69) (1 study) MODERATE?

=4FH (18 HF) (GC D) 197 cer 1 000 395 per 1,000 RR 1. 21 197 O

per 1, @271 to 575) (0.83 to 1.76) (1 study) MODERATE?

18 MADME A TRESER (6C fik) 14 ser 1000 764 per 1,000 RR 1.07 197 ooa0

per 1. (650 to 907) 0.91 to 1.27) (1 study) MODERATE?

w® (12, A) (PSL 10 me/d BIF) 612 ver 1000 594 per 1,000 RR 0. 97 197 e

per 1, (478 to 747) (0.78 to 1.22) (1 study) MODERATE®




s (18 MA) (PSL 10 mg/d LU T) 531 vor 1000 547 per 1,000 RR 1.03 197 o O)

per 1. (419 to 706) (0.79 to 1.33) (1 study) MODERATE?

18MADBECHTER 857 per 1. 000 831 per 1,000 RR 0.97 197 Sl @)

(PSL 10 mg/d L1 F) per 1. (737 to 934) (0.86 to 1.09) (1 study) MODERATE?

18 ADRECATEE GCEBRHT) 008 oer 1 000 899 per 1,000 RR 0. 99 197 Y O)

per 1. 817 to 981) (0.90 to 1.08) (1 study) MODERATES

BESHERE (18MH) 378 ver 1000 423 per 1,000 RR 1.12 197 oddO

per 1. (302 to 597) (0.80 to 1.58) A study) MODERATE*

BEBRPERE (18HMHA) 112 ver 1.000 121 per 1,000 RR 1.08 197 00
per 1. (56 to 262) (0.50 to 2.33) (1 study) LOW'

B (18/A) 317 per 1,000 RR 1. 11 146 2100
286 per 1,000 (191 to 520) (0.67 to 1.82) (1 study) LOW'

SF-36 PCS & (6 M A) - 194 Sl @)

(1 RCT) MODERATE®

SF-36 MCS xZE (6 M A) - 194 el @)

(1 RCT) MODERATE®

SF-36 PCS & (18 ™ A) - 193 Sl

(1 study) MODERATE®

SF-36 MCS 2tZE (18 A H) - 193 el @)

A study) MODERATE®

*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; MD: Mean difference

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. HREEEDNEERESHLLAELBLEEORSDBRRRFEBEE =<0,
2. HRHEEEOEERMIIEL LG BORHRKRIEIEZ T 1= 1=,
. ARV M - U TILMONREEREORELH - SR =o.
4 HRHEEEOEERMBIIELLGEORKRMBEMBZ =<0
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