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1-22  CQ1-3, CO1-4 XEiEFE = & STHhRIR

@PubMed #FEX

#7 Add Search #5 AND #6 56 11:47:06

#6 Add Search rituximab 13411 11:46:50

#5 Add Search #1 AND #2 AND #3 AND #4 339 10:20:01

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7665228 10:19:43

#3 Add Search ((“Randomized Controlled Trial”[PT] OR “Controlled Clinical Trial”[PT] OR “Clinical Trial”[PT] OR “Case-Control Studies”[MH] OR “Cohort Studies”[MH] OR
randomized[TIAB] OR randomly[TIAB] OR trial [TIAB] OR groups[TIAB]) NOT “Case Reports”[PT]) 3329496 10:19:25

#2 Add Search cyclophosphamide 62732 10:17:40

#1 Add Search (“Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis”[MH] OR (((antibodies OR antibody) AND (antineutrophil OR anti-neutrophil) AND cytoplasmic) OR anca
AND vasculitis) OR (microscopic polyangiitis) OR “Granulomatosis with Polyangiitis”[MH] OR “Churg-Strauss Syndrome”[MH] OR (renal |imited vasculitis) OR (small vessel

vasculitis) OR (rapidly progressive glomerulonephritis) OR (pauci immune glomerulonephritis) OR (crescentic glomerulonephritis)) 14950 10:16:19

B®*EH : 2015/1/12
OERERER
#1 (B R-F Bk E L ARE/TH or ANCA BH:EME #/AL) or ME XK-FiFh Bk EHARE/TH or BRMEBEMSRMEK/TH or IFERMZRME XMERASFELE/TH or FEIKIES KM
ERMAZFIERE/TH or SHRMERMERNZFIERE/TH or IFEIKMEZLRME RIMEPIZFIERE/TH or (BRRBE/AL and (IE#/TH or mME#/AL)) or (pauci/AL and immune/AL) or RIRAE X-SEEST
/TH or IARBKIAREEEIUAAE/TH or ((ZREIARK-FEETE/TH or LHEMRK-FEETME/AL) or (ZFHBIRAX-FEEE/TH or #EETMEZHKEIMRA/AL) or (ZSHBIMRAX-FEEME/TH or FEEIMEZHKMUS
BR2/AL) or (ZHENARL-HEETME/TH or #AETMEENAREBE % /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T 7Y b—FTX-254/TH or £5H¥ T 7 b—TX/AL
or Goodpasture FEIEEE/AL or &'y K/IXRF v —fEIEEE/AL or (IgA/TH and M& %/TH) or Henoch-Schoenlein/AL) 11,559
#2 (B XR-EFPERHRAE HUARE/TH or ANCA BE:EIME #%/AL) or ME X-HiFPEkHIEEHUARE/TH or BRMERMSRMEXR/TH or IFEIKMZRMEXMEAZFIELE/TH or FEABKIEZ KM
ERMNZFIELE/TH or ZHRMERMENZFIELE/TH or IFEIKMLRME XMERZFEE/TH or (BRB/AL and (IE%/TH or MEX/AL)) or (pauci/AL and immune/AL) or MRERIAE %-SaHHEST
/TH or ARIKAEERIUAAE/TH or ((ZREARK-FEEME/TH or LHEIMRK-FEETME/AL) or (ZHEMRA-FEEE/TH or FEEIMEZHKEIMRK/AL) or (ZHEMRA-FEEE/TH or REEIMEZHKMES
B2 /AL) or (ZHEARL-FEETME/TH or #EETMEEIARFEB % /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (LY T b—TX-25/TH or £5HE T T3 b—TR/AL
or Goodpasture fE{EEE/AL or ' KSR F v —fEIEEE/AL or (IgA/TH and Mm% #%/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 RD=AZFTF1 IR or RD=5 24 LILLLESGKER or RD=3#3 > 4 LALLLESSKER or RD=LLEIBRZE or a7R— MEAZE/TH or SEHIXEEHRZT/TH) and (CK=k& + and (CK=mk A (19~44) or CK=rp£
(45~64) or CK=Z=#kr#& (65~) or CK==#r#& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=|RZEi/X) and (LA=BAKEE) 72,640
# #3 and #4 23
#6  ((Cyclophosphamide/TH or Cyclophosphamide/AL) or >4 A/RZX 77 = K/8LA/AL) and ((Rituximab/TH or Rituximab/AL) and or Y& < J/AL) 0
#7 #5 and #6 0

®#%&H . 2015/1/13



#1 (ME R ERHAE EHARSE/TH or ANCA BEEEME 2¢/AL) or MEX-iFhEMMBERARE/TH or BAMBMLHMEX/TH or FERMLRME RIEAFIEE/TH or FEEIKMEZ FKM
ERMNZFIELE/TH or ZHRMERMENZFIELE/TH or IFEIKMLRME XMERZFEE/TH or (BRB/AL and (IE%/TH or MEX/AL)) or (pauci/AL and immune/AL) or MRERIAE %-SuHHEST
/TH or MARIKAEEEALE/TH or ((ZHRBNRX-FEETMH/TH or SRBIRK-FEETE/AL) or (BHREIPRX-FEEE/TH or FHEEMEZEBIIRK/AL) or (ZHRBRKX-FEETE/TH or FEEHEZSRMES
BR2%/AL) or (ZHEBARX-FEEIME/TH or #EETMEEIAREB & /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LY T3 b—FR-25/TH or £25H T T3 b—FTX/AL
or Goodpasture fE{EEE/AL or 4w KSR F v —fEIEEE/AL or (IgA/TH and Mm% #%/TH) or Henoch-Schoenlein/AL) 11,559
#2 (% K- eI EHAREE/TH or ANCABEEME #%/AL) or MEX-IiFhEMMREHARE/TH or BAMBMNLEMER/TH or FEERMLREMERIEAFIEE/TH or FERERMES KM
ERMERAFEE/TH or BROEXRMERFEE/TH or IFEEERMZHRME X ERZFIELE/TH or (BRB/AL and (IWEH/TH or mE2/AL)) or (pauci/AL and immune/AL) or ARERIAE #-2RHEST
/TH or MUARBRAEERRAIE/TH or ((ZREIPRA-FEEITE/TH or ZREARK-FEEIE/AL) or (ZHBIIRK-FEEIE/TH or #EEIMELREARL/AL) or (ZHRBARL-FEEIME/TH or EEIEZRMEH
B2 /AL) or (ZHEARX-FEEIME/TH or FEETTESIAREIB % /AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (LY F< b—FTR-25%%/TH or £25H% T T b—FTR/AL
or Goodpasture JEEEE/AL or 7w K/XRF v —fEIEEE/AL or (IgA/TH and Mm% %/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12,367
#4 RD=AZTFF1Y IR or RD=5 24 LILLLESSRER or RD=3#7 > 4 LAILLLESERER or RD=LLEIWAZE or a7R— MEAZE/TH or SEHIRERHRZT/TH) and (CK=k& + and (CK=mk A (19~44) or CK=rh£
(45~64) or CK=mE#5& (65~) or CK== 5% (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZEi/3) and (LA=BA:E) 72,640
#5 #3 and #4 23
#6 ((Cyclophosphamide/TH or Cyclophosphamide/AL) or ##M0O< 4o O/RA 77 = K/AL) and ((Rituximab/TH or Rituximab/AL) or ') < J/AL) 2,820
#7 #5 and #6 0

®%EHB : 2015/1/13

@ CENTRAL 3=

#1

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

#2

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

#3

#lor #2 197

#4

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

#3 and #4 110

#6

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

#7

#5 and #6 26

Publication Year from 1994 to 2015, in Trials
®%EHB :2015/1/13
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1-23 CQ1-3 TETYRTAT7AI)L*

Quality assessment ‘ Ne of patients Effect
: : Quality Importance
Ne of S1(1[e)Y Risk of . . o Other Relative Absolute
studies design bias Inconsistency  Indirectness = Imprecision considerations RTX IVCY (95% Cl) (95% Cl)
BT (12, A)
randomised not . . very 6/33 1/11 RR 2.00 91 more per 1,000 00
L trials serious | MOtSerious | motserious et none (18.2%) | (9.1%) | (0.27 to 14.84) | (from 66 fewer to 1,000 more) Low " CRITICAL
Bfg (12/»A) 2, HALLBVASO0)
randomised o i ) 3 30/33 10/11 RR 1.00 0 fewer per 1,000 2100
1 trials serious * | notserious | notserious | serious none (90.9%) | (90.9%) | (0.811t0 1.24) | (from 173 fewer to 218 more) Low?? CRITICAL
Bfif (12H0AH) 6MAULHFIN-ERR)
1 randomised serious? | not serious | not serious very none 25/33 9/11 RR 0.93 57 fewer per 1,000 000 CRITICAL
trials serious ' (75.8%) | (81.8%) | (0.66to 1.30) | (from 245 more to 278 fewer) | VERY LOW "2
BEAGMERIR (12MA) (grade3 LI L)
] randomised | .2 | oo | ot serious very one 14/33 4/11 RR 1.17 62 more per 1,000 000, CRITICAL
trials serious ' (42.4%) | (36.4%) | (0.49t02.80) | (from 185 fewer to 655 more) | VERY LOW '?
BEESHHERT (12H0A) (ARZET D FIEEGFDER)
randomised g . . very 12/33 4/11 RR 1.00 0 fewer per 1,000 000
! trials serious” | notserious | notserious | ;¢ none (36.4%) | (36.4%) | (0.411t02.47) | (from 215 fewer to 535 more) | VERY Low '? | CRITICAL
BEEREREHRE (12H1A)
randomised L . . very 6/33 2/11 RR 1.00 0 fewer per 1,000 000
! trials serious” | notserious | notserious | ;s none (18.2%) | (18.2%) | (0.24 10 4.25) | (from 138 fewer to 591 more) | VERY Low '? | CRITICAL
B (12hA8) CHrAULEREREFICESITS5BR)
randomised o . . very 4/30 1/10 RR 1.33 33 more per 1,000 000
! trials serious” | notserious | notserious | s none (13.3%) | (10.0%) | (0.17 t0 10.58) | (from 83 fewer to 958 more) | VERY Low 2 | MPORTANT
BT (24 M A)
randomised not , . very 6/33 3/11 RR 0.67 90 fewer per 1,000 100
! trials serious | Notserious | notserious | e none (18.2%) | (27.3%) | (0.20t0 2.23) | (from 218 fewer to 335 more) LOW CRITICAL
BEff (24H0A) 6MALLEHFEINI-ERE)
] randomised serious? | notserious | not serious very none 20/33 7/11 RR 0.95 32 fewer per 1,000 000 CRITICAL
trials serious (60.6%) | (63.6%) | (0.56to 1.61) | (from 280 fewer to 388 more) | VERY LOW 12




KPEFE (24 nA) (ESRD/AEFHE)

1 randomised serious 2 not serious | not serious very none 2121 0/8 RR 161 0 fewer per 1,000 ®O00 CRITICAL
trials serious ' (7.4%) | (0.0%) | (0.08 to 30.46) (from 0 fewer to 0 fewer) VERY LOW '?
BEEAGERE (24 MA) (grade3 LI L)
] randomised serious? | not serious | not serious very none 16/33 4/11 RR 1.33 120 more per 1,000 000 CRITICAL
trials serious ' (48.5%) | (36.4%) | (0.57 to 3.14) | (from 156 fewer to 778 more) | VERY LOW "2
EESHERE (240 A) (AREZET LHFITERDER)
] randomised | . 2 | | ot serious very one 20/33 4/11 RR 1.67 244 more per 1,000 a0 CRITICAL
trials serious ' (60.6%) | (36.4%) | (0.73 to 3.82) | (from 98 fewer to 1,000 more) | VERY LOW 12
BERLERE (245 A)
1 randomised | . 2 | o i | ot serious very one 11/33 2/11 RR 1.83 151 more per 1,000 - 000 CRITICAL
trials serious ' (33.3%) | (18.2%) | (0.48to0 7.02) | (from 95 fewer to 1,000 more) | VERY LOW "2
B 24nA) CHAULEREREICSITS5EHR)
randomised L . . very 7/30 2/10 RR 1.17 34 more per 1,000 000
! trials serious * | notserious | motserious | none (23.3%) | (20.0%) | (0290 4.73) | (from 142 fewer to 746 more) | VERY Low "2 | MPORTANT

CI: Confidence interval, RR: Risk ratio

*  FAIhEEOOT—2HFEATETMITTELL 7Y Fh LK, RICEH L TULAL.
LR HEEEOEERMEIIHALTHRLEBLELETORNSOBRKRTFEEZ F-<o.
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1-24 (CQ1-3 Evidence to Decision +—JJL
HiE HE

JH—FIETUR
RESEARCH EVIDENCE

BINEIE

CRITERIA JUDGEMENTS ADDITIONAL CONSIDERATIONS

Oz HEOBHAELBZIETUREL AV DEBRE ABRERICE T, BEMNBERETH
ZTOMEIIBEIEENASNTTN? OBF5L WA 5 IVCY NEZFLIIVRF+HEEE, FIEE
Is there a problem priority? OFFER * - BRBEICHVNT, RBEAENIMDETHS.

OB 6 <FW
FYEELCHECRESMOHSMEIX, JYEELE @KL

)]
PROBLEM

IEEAE < 125
O—#EIZIXZE Z ALy
o . e OEEEL TEFLRDS ML IEEN 5L
FERTEM? b o
&ﬁJ;?eWHM|wnmmyﬁtms Oz FHESNHLELLHE - 2E L AVHE
' OF L NREE
.-q - —SIEFVRTOT 7LD “Effect” 28 —
EBHTY R DAL ENEFOMEEE Mo | O ERiE OBHIEAKEL " Ca1-1 & R

OFEEMEOLSHRMENKE O ATaES
ORELGRERMEOCS RN T U ATREE
O KR ELTHERMELSHEMENLLY
OfifEZE LTSN E > A

WT, BERERHEMASSHYEFTH? VI BET V57— MAE (1] - (5) (p36 B 5) S

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

O—#IZIFEZ UL

Oz
—/“; WV Z
P LOHRELEEL CAVHREY HAENT 5;%“““‘
ITh? s
Are the desirable effects large relative to 8‘7;?:/\’[;“'\

undesirable effects?

O—HEIZIZFEZ L

(7]
S Oz KIOIR— FRRICE I DARRT — 2 (SHRER
& O/-SALZ EEEHO HEEH A [DAETOIR— FFRD
N: 5“ %E;-Iﬁ
Bu|smensesLongaxsicsne S AR
HH |, [Are the desirable anticipated effects large? -
S 2
R E O—BIZIEEZ Bl
o oLz RTX DA ASVARLES, FETEEL
= Of=RAlz RO IR— FRRISH T BEHHEDEECONT
= | PESNBZFEL(BLBRINSVTIN? | OTH (X VIl FIZDWT M2 1 BEREGELEORRER
@ | Are the undesirable anticipated effects O SAEL 1 (p39) SH.
smal 1? OlEL CY DEERE ) R 7 #MIZ DL T VII BIZOWT

r3.2.3 BEEZV RV P4 SR




HIRFIA

RESOURCE USE

WWEE SNBERITDLENTIN?

Are the resources required small?

Oz
@-SALVWNZ
(OFBH
Ot=AAlZ LY
OlELy

O—#EIZIZEZ LN

HHOBMELDZIETURLL

PR - PWARBICEERT— AV MIT, IRIXEE
¥, BREICHAERIEATESERBRIZEHL
T, AV DBRICH L THA RS - BEREFDOELM
DY ET, XFOFEALSEY & HIET SN DEEFIZD
ATIENEFLL EENTHY, RE5ATRER
ME% & FATREGTERR A HS. RIXDAN IR FEET
5.

HREREERHE

HEEH C [BABRFRMEFRIFMER]
FHEEHD [BXRY I FESIMER RN REM
E#l

HEEH E [BATRBFIEEFRIEFER]

BHAIX MIEKOFE (FIENSEESILE
YU) ISEERTINEWNWTTM?

Is the incremental cost small relative to
the net benefits?

Oz
O-SNALWE
OFH
Ot=AAlELN
OlZy

O—#IZIFEZ KL

(GBiNEE)

R MEIHRERBEERHG XEEHF
[ETINS—RIZBIHAERE] 21
(1) EfFEARE (24 8R)

@G DHEIT-1=15E

@GCH+ IVCY 750mg/4 58,

(®GC+RTX 500mg/>8 x 4

(4) BHHENIR b

DOhtik T 2 BB AR

QEBEEZEBEXT 2:BM AR

RTX (R DENZIX FHDN D
VI BET7 47— MRE (2] -Q) (p37 B 8) SR

AEE

EQUITY

BEEE~NDEZIEATL LS M ?
What would be the impact on health
inequities?

BEEREZBROTBRL IOV I LRLYEBES
nbd

(Ot
Of=A AN
(OFH
Of=3AEL
O

O—RICIFF AL

HEREERZRELICISECRIBRELE
ARz : 0~23,100 /A

443k : 0~11,550 /A
(iﬁ%/,%\)%‘b‘”iﬁqﬂlb%‘wi%é, MREZEL L
B

HREFREEEHOEO £EBEH F ETILY
—RIZBHIERR] OEEERE ERHTER
ﬁ%ﬁ%ﬁﬁ%%ﬁl:;é@ﬁ%ﬁﬁﬁ%ﬁd)éﬂﬁ
ik

IVCY, RTX & HITHERRICE > TAR - 443k, HBHL
T 1582 AGEDEBVLHY, HBERICE-TER
SEHCEEERANELEY HFREMESH Y.

2T AN

ACCEPTABILIT

FOA T I VEEERRAT—I RIS —IZZIT
AnonETH?
Is the option acceptable to key stakeholders?

Oz
Of=3RAWLNZ
.T:’SiAllj:ll\
Ol

O—#EIZIFEZ AL

HHOBMELDZIETURAL

RTX (FRERIRE ST S, LA L, RIX (& CY [Tk
RTEHNEFEME=60, RERELTHRICITERDS
NIZWATREEA H 5.

SRE AT REME

FEASIBILITY

FOFTL a VIFRBEARETTH?
Is the option feasible to implement?

Oz
OT:/SiAJL\L\Z_’_
OFHeE
Of=RAlELy
@I

O—#EIZIFEZ AL

RHORIMELDIIETVRAGL

VI BE7 47— FRE [2] - (3) (p37 EI8) S8

EXRIZCED @



1-25 CQ1-3 Z7IARFS%U FT—TJL (RCT)
@ Jones RB ,et al, N Engl J Med 2010;363:211-232.
HEETHA RCT (open-label, two-group, parallel design, randomized trial) RITUXVAS &B&

FTHERE 44 patients from eight centers in Europe and Australia
HAANELE FfzIC2M S f- GPA/NPA/BREBME % (EGPA 45 SLE [Exi&R4)) +BEEET (AR CHASNREMT R F - ILRFMBGEE F - (ERFMEKFAE), ANCA
(EUVAS i B 4870 £ £ HN X E) 514

) -%4 BED CY {5, HBeAg [51%E - HCVAb [51E - HIV MBERRRE, E4IEHEEETE
NABE (DRTX B£: RTX 375 mg/m*/wk x4 (%1, 2, 3, 4:8) + IVCY 15 mg/kg x2 (&1, 3:8) + mPSL 1g [33 1]
@av bOo—JLEE: IVOY B~6MmA, 2.8, 5H6-10E)+ mPSL 1g —» Q(~6MATEREEL>1=5)  AZA 2 mg/kg [11 1]
XMEEHLATOA KIZDLTIE, mPSL 1000mg M/8JL A% 1 [E#, PSL 1mg/kg (FK 60mg) TRA#AL, 0.75mg/kg (13@#) —0.5mg/kg (2:581%)
—0.4mg/kg (33E#) —0.33mg/kg (6:8#&) —0.25mg/kg (8:B%) —12.5mg (16 B FETIZ) —10mg (20:BEFETIZ) —7.5mg (24 BZFE TID)
—bmg (28 B FETIZ) —0mg (18~24 ANBFETIT) LHFHHT .

k]| 12 A

BEff, BB EDER & Eff: 2MHALILEBVAS 0 mE#iF
& HEInF-EM® LLGCELE6HNADBIAS 0 A
& B BAS TRELSN I EFBMONERICLIERIBEOBRLG L LHFHRLIR
& HEITHARE: MRFLIIEARNEHEL, GFR DREA ALV, BVAS TREINZETEZTHNRELFFE

SMERIBEAR 7 0 b A L & ST HA B (2HhARBATOHEBESINL-ER), SECHERT FERLERE, SFH WL (SF-36), B#: 125 A

EMEDER (F945 L) FRPRIE 68 RIXH), 67 (3> bO—ILED)

SEDERKEENR GPA: 1845 - 4451, MPA:1245] - 4451, BFIREMELXR 3 -34 RIXFE -2 bO—)LE)

BEREREDIE GEHEHHNIE) 100%

BZIRE (Cr 2 &) BE GFR R (F 1-3 /i) :20(5~44) - 12(9~33)mL/min/1.73m®> (RTX& - 2> FO—JLE)

@ Jones RB, et al. Ann Rheum Dis 2015;74:1178-1182.

HERTH A > RCT (open-label, two-group, parallel design, randomized trial) RITUXVAS i#ER

FTHERE 44 patients from eight centers in Europe and Australia

HAANELE FizICZ WS ni= GPA/NPA/ERBME % (EGPA A5 SLE (IxiH ) +BEE (ERTHASNEEEE R F - (ERFLBLEF - IERFMERMAE),
(EUVAS i B 4870 £ £ HN X E) ANCA 514

BROMEZE EBED CY {£ /A, HBeAg [&514% - HCVAb [51E - HIV OBEREZ:, E4iEEEE

NABE (DRTX #£: RTX 375mg/m*/wk x4 (%1, 2, 3, 438) + IVCY 15mg/kg x2 (& 1, 338E) + mPSL 1g [33 5]

@ar kOo—)LE: IVCY B~6MmA, 2L, 5H6~10ED+ mPSL 1g — @B~6MATEMEL>=5)  AZA 2mg/kg [11 4]

XWEEEHLRATOA4 FIZDVTIE, mPSL 1,000mg /LR % 1 [E#%, PSL 1mg/kg (2K 60mg) TRAFAL, 0.75mg/kg (1581%) —0.5mg/kg (2:8#%)

—0. 4mg/kg (3;81%) —0.33mg/kg (6:B%) —0.25mg/kg (8:B#%) —12.5mg (16 @& ETIZ) —10mg (20 B#ZETIZ) —7.5mg (24 B#ETID)

—bmg (28 BERFETIZ) —0mg (18~24 MAFETIZ) L#ET 5.

k]| 24 ™A

Bfif, BRIELEDER & Eff: 2MHALILEBVAS 0 mE#fis

& HMEIhFEMRE DHECELENADBIAS 0 A

& FHH BUAS TRELSNZEBMONERICLIPERIFHOBRGT L LHFHLER

& HEITHARE: MRFEIEEARNEGEL, GFR DREHALLVA, BVAS TREINZEEZHNRELFE

SMERIBEAR 7 0 b A L & ST A HA B UHIARBATOHEBESINL-ER), FECHERT FERLERE SF WL (SF-36), FEHME: 24 1A
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1-26 CQ1-3 Y R%Y = /N4 7 RFT—TJL(RCT)

HEABTDEFE FHHER Risk of Bias ZDith
. i HNRE - . INMTAD
7YorhL | BEE - | B A AT aam | T0F e | T lyaolmyan| srmes | T2ERE | men | 7OEPATOETRL auy
x5 e D) - p . 5 % o a ) = T\ .
D $|eEE | (RCT?) (FEEI2) SO o [REAE | TE | OBEAL ta> o | TS| o e (h.gh:b;%
SR B % H)
RTX 375 mg/m2/wk x 4 (% 1, 2, 3, 3_2;3?;?
458) + IVCY 15 mg/kgx2 (&1, T—;‘fi ET%I‘.’D
338) + mPSL 1g (SF AR Y har‘”; -
P Jones, | per [FTXIVCY G~62A, 2B, |, 6 " i low | low low low low ok low endpoint & LT, I3t
A 2010 5t 6~10@)+ mPSL 1g — (3
g | e ~ gE - TTIREED
~6MNATERMEL-=5) AZA Eik) (7™ kL
2 mg/kg (XTEREE). £ GC /L Sﬂﬁ%o‘émm i
g L& L . "
A+HEDGC &Y low [29 5.
RTX 375 mg/m2/wk x4 (&1, 2,
3, 458) + IVCY 15 mg/kg %2
125 H (%1, 3:8) +mPSL 1g (T AE)
B Jones, ET-IZ IVCY 3~6 1A, 2B &, . . A—TUHBRTH
(2 mA| 2010 RCT 4 6~10 @)+ mPSL 1g — (3 33 30 11 10 | ow | ow high high | ow [ ow | ow Y BRAEAAL.
_E BVAS 0) ~6MNATEREEGESI=D) AZA
3 mg/kg (xtHEEE). €45 GC/\)L
Z+#EOG HY.
RTX 375 mg/m2/wk x4 (%1, 2,
2 A 3, 43@) + IVCY 15 mg/kg x2
8 (561, 3:8) +mPSL 1g (ST AEE)
| Jones, Fl=X IVCY B~6 M A, 2B &, . . T—TURBRTH
J:(:E:;\ii 2010 RCT 5 6~10 @)+ mPSL 1g — (3 33 25 11 9 | ow | ow high high |ow [ow | ow Y. BRIEALL.
Pl ~6MATEREGES72D)  AZA
= 4 mg/kg (xTEREE). £ GC /<L
A+HEOG H Y.




RTX 375 mg/m2/wk x4 (%1, 2,
3, 4 #) + IVCY 15 mg/kg %2

g;‘,ﬂf’{#ﬁ (1, 338) +nPSL 1g (PAR) _
%7 Jones, | per |FIIX IVOY G~6 A, 2B ¢, | 4, 14 11 low | low high high low low low F—I HRTH
e 2010 £t 6~10 @)+ mPSL 1g - @ Y, ERIEHELN.
) ~6MNEATEREELEGE-IzD) AZA

5 mg/kg (xtHBEE). £l GC /\JL

AHEOG H Y.

RTX 375 mg/m2/wk x4 (F1, 2,
12508 3, 4;8) + IVCY 15 mg/kg x2
BEEAHHE (551, 3:8) +mPSL 1g (/- AE¥)
FIH Jones, F1=IX IVCY B~6 A, 2B L, . . T —TUHBRTH
(AEEE 2010 RCT 5 6~10 @)+ mPSL 1g — (3 33 12 1 | ow | ow high high | ow [ ow | ow Y. BRIEALL.
TBELIE ~6MATERELG-1=5) AZA
ERORER) 6 mg/kg (xtEBEE). £ GC /%)L

A+#EOG HY.

RTX 375 mg/m2/wk x4 (%1, 2,

3, 4 @) + IVCY 15 mg/kg x2
2RA 1y i(%l; Ot s e F—TUHBTH
e s ones, = ~6MA, 2B L, . . —JUBERT
i;@%& 2010 RCT 5 6~10 @)+ nPSL 1g — (3 33 6 1 | ow | ow high high | ow | ow | ow Y BRALA L

~6MATEMEL-1=5) AZA

1 mg/kg (xTEREE). 24l GC /\)L

A+EOG HY.

RTX 375 mg/m2/wk x4 (%1, 2,
12 /B 3, 4 @) + IVCY 15 mg/kg x2
B (%1, 3:8) +mPSL 1g (MM AE) F—TFUREBTH
(2 A ALl Jones, F=(F IVCY B~6 18, 2B &, . . Y, ERIEMLL.
rmmEm 2000 | (O [#6~10mempsL1g — (| © | | O fow | flow | high | hien o o S PP
EIZBIT3 ~6MEATEMREGE-1z5) AZA FIzH 1T HEM
BHR) 8 mg/kg (xtBBEE). 24 GC /\)L

A+HEOG H Y.




RTX 375 mg/m2/wk x4 (%1, 2,
3, 4 #) + IVCY 15 mg/kg %2

Jones, (1, 3:8) +mPSL 1g (S+ AE%)
24 B 2010 F=IL IVCY B~6mH, 2B &,
TS (Jones, i) £t 6~10 @)+ mPSL 1g — (3 . 5 UL
2015) ~6MNEATEREELEGE-IzD) AZA
2 mg/kg (xtEBEE). 245 GC /3L
A+HEOG HY.
RTX 375 mg/m2/wk x4 (51, 2,
N 3, 4 :8) + IVCY 15 mg/kg x2
i Jones, (%1, 358) +mPSL 1g (ﬂ)\ﬁi)
(6 A1 2010 RCT ?T:[iIVCY B~6MH 2B L, 3 20 1
Ty (Jones, it 6~10 [@])+ mPSL 1g - 3
B8 2015) ~6MNATEREELLE-IzH) AZA
- 3 mg/kg (tEREE). 24 GC /3L
A+HEOG HY.
RTX 375 mg/m2/wk x4 (%1, 2,
3, 4 :@8) + IVCY 15 mg/kg %2
24 B Jones, (%51, 3:8) +mPSL 1g (T AE)
RKEEF<| 2010 RCT F=IZ IVCY B~6 11,28 &, 97 9 8
(ESRD/# 77| (Jones, £t 6~10 [E)+ mPSL 1g — (3
#) 2015) ~6MATEMEL-1=5) AZA
4 mg/kg (xTHEEE). £ GC /\JL
A+EOG HY.
RTX 375 mg/m2/wk x4 (1, 2,
N 3, 4 @) + IVCY 15 mg/kg x2
B Jones, (%1, 3:8) +mPSL 1g (T AE)
%Eﬁ 2010 RCT Ff=IE IVCY B~6 M A,2:BC &, 33 16 11
—— (Jones, £t 6~10 @)+ mPSL 1g — (3
) 2015) ~6MEATEREEGE-IzH) AZA

5 mg/kg (xtHREE). £45 GC /\JL
Z+HEO G H Y.




RTX 375 mg/m2/wk x4 (%1, 2,

24 1A 3, 4 ;@) + IVCY 15 mg/kg X2
SEAHE | Jones, 20 (%1, 358) +mPSL 1g (AF ARE)
ESe ] 10 F1-(2 IVOY B~6mH, 2B &,
(ABEZE| (ones, | O |t 6~10 m)+ mPSL 1g — (3| > | 20 | T
¥ % £ 1= 1% 2015) ~6MNETERELES=D)  AZA
ERDREIR) 6 mg/kg (xtEBEE). £ GC /X)L
Z+#EOG HY.
RTX 375 mg/m2/wk x4 (&1, 2,
3, 4 5@) + IVCY 15 mg/kg x 2
upn |G g%&ﬁﬁ%;ﬁiggﬁAf)
P = ~6MA,2EC &,
ifﬁ*ﬁ (Jones, | T gt 6~10 @)+ mPSL 15 — 3| W UL
2015) ~6MNETERELES=D)  AZA
7 mg/kg (xtEREE). £l GC /3L
A+#EOG HY.
RTX 375 mg/m2/wk x4 (&1, 2,
3, 4 ;@) + IVCY 15 mg/kg x 2
Jones, 20 (%1, 3;8) +mPSL 1g (T AE)
24 1 A 10 rer [EREIVGY G~6MA2BTE, | o ; 0 2 A BRI
B (Jones, 5t 6~10 E)+ mPSL 1g — (3 =254 B ER
2015) ~6MATEREES=D)  AZA

8 mg/kg (xtHREE). £45 GC /NJL
A+HFEOG H Y.
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€CQ1-3: Risk of Bias @ ZET=(1,2 )

7 (RCT)

JaneszZ010

® | @ | Blinding of participants and personnel (performance hias)
® | @ | Blinding of outcorne assessment (detection bias)

_
[in]
T
=
faa 7]
=
=
]
jar
[u k]
-
o —_
]
=
=
]
far )
[u k]
—
[u k]
=
=
o
E
a k]
in)

)]
4]
]
a—
@
=
=
o

® | @ | Incomplete outcorme data (attrition bias)

® | @ | Random sequence generation (selection bias)
® | @ | Allocation concealment (selection bias)

JonesZ2014

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Selective reporting (reporting bias)

Other bias

% 25%, a0% 7a%  100%

=

.an tisk of bias DUncIearrisk of bias .High rigk of bias

o F—TUREBRTHY, ERIEALL. =L, BTEIZTDUNTIE, hard endpoint & L T,
IX&E - 7 7REBEOE®RIE] 79 FALEEEOE®RIE] (X low 2T 3.




€CQ1-3: Risk of Bias B JET=LISY (1, 2 £F)

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 (reporing bias)

Other bias

% 28% 50% 78%  100%

=

.LDW risk of hias DUncIearrisk of hias

[l Hioh risk of hias

Jonesz2010

Jonesz2014

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

® | @ | Incomplete outcorne data (attrition bias)

® | @ | Random seguence generation (selection bias)
® | @ | Alocation concealment (selection bias)

® | @ | selective reporting (reporting bias)

® | @ | Other bias

o F—TURETHY, BRIENLL. =L, BTIZDUWLVTIL, hardendpoint & L T,
(75 b ALHAEEDERE] (X low(2T 5.
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€CQ1-3: 7+ LR FTOY M FTT=(1,24)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% CI Fixed, 95% Cl
Jones2010 fi 33 1 11 100.0% 200[0.27,14.84] # ’
Total (95% CI) 33 11 100.0% 2.00 [0.27, 14.84] ———————————EE
Total events G 1
Heterageneity; Mot applicable ; i i i
Test for overall effect: £ = 0.68 (F=0.80) 0.5 0.7 1.5 :

RTX DA AFET=EAVE L IVCY ®AMFETEHAEL
e (2 5F)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Evenis Total Weight ~ Fixed, 95% Cl Fixed, 95% Cl
Jones2010 (Jones2015) fi 33 3 11 100.0% 067 [0.20, 2.23]
Total (95% CI) 33 11 100.0% 0.67 [0.20, 2.23] el
Total events G 3
Heterogeneity: kot applicable 'IZI.EI1 EIH 1'|:| “IIIIIII'

Test for overall effect: £ = 0.66 (F=0.81)

OC01-3: 74 L X +T7AY M BTSN, 2 HF)
B (1 &)| (2 /A LLE BVAS 0)

RTX DA MNFETELEL IVCY DA MFETRAMEL

Experimental Control Risk Ratin Risk Ratio
Study or Subgroup Bwents  Total Bevents Total Weight Fixed, 95% Cl Fixed, 95% CI
Jones2010 an 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

Heterageneity: Mot applicable
Testfor overall effect: Z=0.00 (P =1.00)

10 100

—]

0.01 0.1
IVCY DA DN EREAZ L RTX DA D ERENS L



B2 (1) 6 MALLMRFSN-ERH)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Bvents Total BEvents Total Weight ~ Fixed, 95% Cl ~ Fixed, ,95% Cl
Jonesz2010 ki 33 9 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 4
Heterogeneity: Mot applicable f i 1 j i
Testfor overall effect: £=0.45 (F = 0.66) 0.01 0.1 1 1o 100
IVCY DA NEREAFL RTX DB MNEREMNS L
BEfE (2 )| (6 MAULHIESIhI-ERR)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total BEvemts Total Weight _ Fixed, 95% CI _ Fixed, , 95% CI

Jones2010 (Jones2015) 20 33 T 11 100.0% 0.945 [0.86, 1.61]

Total (95% CI) 33 11 100.0% 0.95 [0.56, 1.61]

Total events 20 i

Heterogeneity: Mot applicable f i 1 j i

Testfor overall effect: £=0.18 (F=0.86) 0.01 0.1 1 1o 100

IVCY DA M EREHE L RTX DA EREIE L
FHETL (2 5F)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight . Fixed, 95% C] . Fixed, 95% Cl

Jones2010 (Jones2015) 2 27 1 g 100.0% 1.61 [0.08, 30.46]

Total (95% Cl) 27 8 100.0% 1.51 [0.08, 30.46] —ee N —

Total events 2 1]

Heterogeneity: Mot applicable 'I:I.I:I1 EIH 1'I:| 1I:|I:|'

Test for averall effect Z=032(FP=07%)
RIX DADKYPBERERHIEL IVCY DA D KYPBERLRMEN



EBASSHERR (1 F)| (grade3 LI L)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight . Fixed, 95% CI . Fixed, 95% CI
Jones2010 14 33 4 11 100.0% 1.17 [0.49, 2.80]
Total (95% CI) 33 11 100.0% 1.17 [0.49, 2.80]
Total events 14 4

0.01 0.1 1 10 100
VoY DE D BEAHEREELNBEL  RIX OB AN EEASERREAFL

Heterogeneity: kot applicable
Test for overall effect: =034 (F=0.73

EEAHERT( H)| AKZETS3F-RBEGORR)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  BEwvents Total BEvents Total Weight ~ Fixed, 95% Cl ~ Fixed, 95% Cl
Jonesz2010 12 33 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

Heterogeneity: Mot applicable

Test for overall effect £=0.00(F =1.00) 0.01 0.1 ! 1o 100

IVCY AN EEESHERBEERLATL RIXDALNEEAHFERXRENS

EERLERE( F)|

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, 95% CI _ Fixed, 95% CI
Jones2010 fi 33 2 11 100.0% 1.001[0.24, 4 24]
Total (95% CI) 33 11 100.0% 1.00[0.24, 4.25]
Total events G 2

Heterogeneity: kot applicable

Test for overall effect: = 0.00(F =1.00) 0.01 0.1 1 10 100

IVCY D AN EERSEREEATLY  RIXOANETERPERTENZ L



ERASHHERR 2 %) (grade3 LI L)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Bvents Total Bwvents Total Weight Fixed, 95% Cl Fixed, 95% Cl

Jones2014a 16 33 4 11 100.0% 1.33[0.87, 3.14]

Total (95% CI) 33 11 100.0% 1.33 [0.57, 3.14]

Total events 16 4

Heterogeneity: Mot applicable l l ! ; !

Test for overall effect: £ = 0.66 (F=0.1) 0.01 0.1 1 1o 100

IVCY DANEESHERREATLY RIXOALEEAHERBEENT
EEAHERBQH)| (AKE2ET3F-BEGORR)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bwvents  Total Bvents Total Weight _ Fixed, 95% Cl _ Fixed, 95% CI
Jones2010 (Jones2015) 20 33 4 11 100.0% 1,67 [0.73, 3.82] —l—
Total (95% CI) 33 11 100.0% 1.67 [0.73, 3.82] e
Total events 20 4
Heterogeneity: Mot applicable i i i i
Testfor overall effect £=1.21 (P =0.23 0.01 0.1 1a 100
IVCY DANEESHERBREAZLY RIXOANEESHEREERAS LY
ERBRLERR (2 5)
Experimental Control Risk Ratio Risk Ratio

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

Jones2010 (Jones2015) 11 33 2 11 100.0% 1.83[0.48, 7.02] —

Total (95% CI) 33 11 100.0% 1.83 [0.48, 7.02] =i

Total events 11 2

Heterogeneity: Mot applicable 'EI.EI1 IZI!1 1'EI “IIIIIII'

Testfor overall effect: £=0.88 (F=0.38)

IVCY DAMNE ER A RERNS (N

RIXDANEEBRPEERENS



B0 F) CHrAULEREREICEITHEMR)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, 95% C| Fixed, 95% Cl
Jones2010 4 3o 1 10 100.0% 1.33[017F, 10.48]
Total (95% Cl) 30 10 100.0% 1.33[0.17, 10.58]
Total events 4 1
Heterogeneity: Mot applicable l l ! l l
Test for overall effect =027 (F=0.73 0.01 0.1 1 10 100
RTX DA DN EEARAMELY IVCY DA DNEHEAE L
B Q2FE) QHhAULEREREICET5HR)
Experimental Control Risk Ratio Rigk Ratio
Study or Subgroup Events Total Events Total Weight Fixed, 95% Cl Fixed, _95% CI
Jones2010 (Jones2015) ¥ 30 2 10 100.0% 1.17[0.29, 4.73]
Total (95% CI) 30 10 100.0% 1.17 [0.29, 4.73]
Total events ) 2
Heterogeneity: Mot applicable I f T f |
Test for overall effect: =022 (F=0.80 0.01 0.1 1 10 100
RTX DA DI BEHERHIE IVCY DA D EHEAME L
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CQ1-3 : ANCA B EMBERNERBAARBIC/ILOANLFaAA F+EEO 7 0KR 773 /LR ES )Laa)LFaA R

+UYFIITDELLRHERAN?

Setting:
Intervention: RTX
Comparison: IVCY

Outcomes

Anticipated absolute effects*(95% CI)

Relative effect
(95% CI)

No. of participants

Quality of the evidence

Risk with IVCY Risk with RTX (studies) (GRADE)
182 per 1,000 RR 2.00 44 100
T (122 A) 91 per 1,000 25 to 1, 000) 0.27 to 14.84) (1 RCT) LOW'

R (12H08) 909 per 1.000 909 per 1,000 RR 1.00 44 o000

(2 1 B LLE BVAS 0) per 1. (736 to 1,000) (0.81 to 1.24) (1 RCT) LOW 23

EE (120 8) 818 per 1.000 761 per 1,000 RR 0.93 44 a0
6 B LLEMEE SN - ER) per 1. (540 to 1,000) (0.66 to 1.30) (1 RCT) VERY LOW -2

SHERE (120 A) 364 ver 1000 425 per 1,000 RR 1.17 44 o000
(grade3 LI L) P ' (178 to 1, 000) (0.49 to 2.80) (1 RCT) VERY LOW "2

BEAHESRE (12,A) 264 ver 1000 364 per 1,000 RR 1.00 44 o000
(ABREET ZE-IEEGORR) per 1. (149 to 898) 0.41 to 2.47) (1 RCT) VERY LOW "2

. 182 per 1,000 RR 1.00 44 000
ERRBMERTR (1200R) 182 per 1,000 (44 to 773) 0.24 to 4. 25) (1 RCT) VERY LOW 2

B (1258) 100 ver 1.000 133 per 1,000 RR 1.33 40 eO00
QHBLULBERERECS T DEM) per 1. (17 to 1,000) (0.17 to 10.58) (1 RCT) VERY LOW "2

183 per 1,000 RR 0. 67 44 100

T (2410A) 273 per 1,000 (55 to 608) (0.20 to 2.23) (1 study) LOW"

BER 24MA) 636 per 1.000 605 per 1,000 RR 0.95 44 o000
(6 AL E#IF SN -ER) per 1. (356 to 1,000) (0.56 to 1.61) (1 study) VERY LOW -2

RHMERL (24H1A) 0 ver 1.000 0 per 1,000 RR 1. 61 35 000
(ESRD/475%8) per 1. (0 to 0) (0.08 to 30.46) (1 study) VERY LOW -2

FEAHERE UNA) 264 per 1.000 484 per 1,000 RR 1.33 44 o000
(grade3 LAE) per 1. (207 to 1,000) (0.57 to 3.14) (1 study) VERY LOW 12

SHERE 240 A) 364 ver 1000 607 per 1,000 RR 1.67 44 o000
(J&r&%%a‘éimiz S DfRER) per 1, (265 to 1,000) (0.73 to 3.82) A study) VERY LOW 12

. 333 per 1,000 RR 1.83 44 OO0
ERBRERE (245°A) 182 per 1,000 (87 to 1,000) 0.48 to 7.02) (1 study) VERY LOW -2

X Q40 A) 200 per 1.000 234 per 1,000 RR 1.17 40 o000
@HrAULBREREIZS T EEMR per 1, (58 to 946) (0.29 to 4.73) A study) VERY LOW -2

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

L
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1-30 CQ1-4 TEFTRFA27414)1L*

Quality assessment Ne of patients
Ne of . Risk of . . o Other Relative Absolute Importance
studies Study design Inconsistency ~ Indirectness  Imprecision considerations RTX
T (6 0A)
randomised not . . very 1/99 2/98 RR 0.49 10 fewer per 1,000 12100
L trials serious not serious | not serious serious ' none (1.0%) | (2.0%) (0.05 to0 5.37) (from 19 fewer to 89 more) LOW ! CRITICAL
LB (6MH) (GCHLL)
randomised not . . . 2 63/99 52/98 RR 1.20 106 more per 1,000 (Y121 @)
1 trials | serious | NOtSerious | notserious | serious none | 636%) | (53.1%) | (0.94t0152) | (from 32 fewer to 276 more) | MODERATE2 | CRITICAL
Bfif (65 AH) (PSL10 mg/d LATF)
randomised not . . . 2 70/99 61/98 RR 1.14 87 more per 1,000 [Y11@)
L trials | serious | MOtSerious | notserious | serious none | 70.7%) | (62.2%) | (0.93t0 1.39) | (from 44 fewer to 243 more) | MODERATE2 | CRITICAL
EESHHERR (6 H10A) (grade3 LI L)
randomised not . . . 2 22/99 32/98 RR 0.68 104 fewer per 1,000 SO
L trials | serious | MOtSerious | notserious | serious none | 25 5%) | (32.7%) |  (0.43t01.08) | (from 26 more to 186 fewer) | MODERATE2 | CRITICAL
EESHHERIR (6 HNA) (graded UL L)
randomised not . . very 8/99 4/98 RR 1.98 40 more per 1,000 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) LOW ! CRITICAL
BEERPERE 6H0A)
randomised not ) . very 7/99 7/98 RR 0.99 1 fewer per 1,000 00
L trials serious not serious | not serious serious ' none (7.1%) | (7.1%) (0.36 t0 2.72) (from 46 fewer to 123 more) LOW ! CRITICAL
B 6mAH)
randomised not . . very 11/99 14/98 RR 0.78 31 fewer per 1,000 12100
L trials serious not serious | not serious serious ' none (11.1%) | (14.3%) (0.37 to 1.63) (from 90 fewer to 90 more) LOW ! IMPORTANT
T (18N H)
randomised not ) . very 2/99 2/98 RR 0.99 0 fewer per 1,000 00
L trials serious not serious | not serious serious ' none (2.0%) | (2.0%) (0.14 to0 6.89) (from 18 fewer to 120 more) LOW ! CRITICAL
EL2EfE (12H0H) (GCHLL)
randomised not . . . 2 47/99 38/98 RR 1.22 85 more per 1,000 [Y121@)
L trials serious | MOt Serious | notserious | serious none | (47.5%) | (38.8%) |  (0.89 to 1.69) (from 43 fewer to 268 more) | MODERATE2 | CRITICAL
ELEfE (18HMAH) (GCHLL)
randomised not . . . 2 39/99 32/98 RR 1.21 69 more per 1,000 [Y121@)
! trials serioys | NOtSerious | notserious | - serious none | (39.4%) | (32.7%) | (0.83t01.76) | (from 56 fewer to 248 more) | MODERATE2| CRITICAL
18 MADEE M TELER (GC Hub)
randomised not . . . 2 76/99 70/98 RR 1.07 50 more per 1,000 L@
L trials serious | MOt Serious | notserious | serious none | (76.8%) | (71.4%) |  (0.91 to 1.27) (from 64 fewer to 193 more) | MODERATE2 | CRITICAL
Bfif (12, H) (PSL10 mg/d LLF)
randomised not . . . 3 59/99 60/98 RR 0.97 18 fewer per 1,000 Y1 @)
L trials serious | MOt Serious | notserious | serious none (59.6%) | (61.2%) | (0.78101.22) | (from 135 fewer to 135 more) | MODERATE? | CRITICAL




B (18 H) (PSL10mg/d LLTF)

1 Jroniemses | ot [rotserons [votsorous [ sonous [ rone [ S T8 T 65000 [ omrotn 199 e [ucotiige:] SRIToA:
18 NADEECHTERE (PSL 10 mg/d LUF)

[t | it [osenn s | oo | o | 2] 2| 0Tt | e aiEiy | comon
18MADEE N TER (GCEMDT)

[ ] o Jmsors [roraros | sos® | o | 030 [ 208 | piate, | ovmmrerie T we T camon
EEGHERE (18H1A)

|t | it T s | oo | o | 2] 0| et | e i niEi | cvon
EERPERE (18H1A)

! r;?rci)erl?si,sed ser:iootus not serious | not serious se\r/iirtj/s1 none (1122./195/30) (1111./29"2) (0.?(? t;'gZB) (from%?%@eﬁiy{gg?nore) ela_%%g) CRITICAL
B (18MA)

! ran?r(i);si,sed ser;i(Z)tus not serious | not serious se\r/iila/s1 none (3214/67"2) (ZZg/g"(/)o) (0.§$tc1>-;ljl82) (fron? ;:‘f:\:\/eefteg ;égfor%ore) ela_%%g) CRITICAL
QOL (SF-36 PCS &%) (6 A)

1 ranctjr(i);wsised ser:icc’:us not serious | not serious | serious * none 98° 96° - (3.03 Ig/lv?e(r):[l IZ?‘év??Ligher) MO%%?EI’F IMPORTANT
QOL (SF-36 MCS &t&) (6 1M A)

1 ran(:r(i);lgsed ser:i%tus not serious | not serious | serious 3 none 985 96 5 - (0.99 Il\gvaezr.fot:Siglget:igher) MO%%?EI’E3 IMPORTANT
QOL (SF-36 PCS&&E) (18 ™ A)

1 ran(:r(i);lgsed ser:i%tus not serious | not serious | serious 3 none 975 96 5 - (3.13Iowe:v|t<|:))??.13higher) MO%%?EI’E3 IMPORTANT
QOL (SF-36 MCS &) (18 W A)

1 ran?r(iagsised ser;i?)tus not serious | not serious | serious 3 none 975 965 - 0.71 Il\gvaezr.fo'g%r;er:igher) MO%%?EI’E” IMPORTANT

CI: Confidence interval, RR: Risk ratio; MD: Mean difference
*  FAIA 10O T—2FBATESTRINTELL 277 FHLAIK, RITEEEH L TULVEL.

HownN =

5 MR THEELGL.

IREEEOFERMEIIHL LR L ALLEFONSTOBRKREEREE L 0.
HRHEEEDOFERMEITHEL TR EORKRMBREZ L 0.
ARNY M- YU TLVBAREEREOREEH/ S HNH.
IREEEOFEREIIHL L EORKRMREMBEE F1=- =0,
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1-31

FIRE
PROBLEM

CQ1-4 Evidence to Decision T—7JJL
HAE

CRITERIA
ZOMBIFEBEIELAETNTT M ?
Is there a problem priority?

FYEELGHECREIROHSMEL, &
Y@BEIRLAE 2D

HE
JUDGEMENTS

Oz
OBFL<L R
OFwezxE
OBF5 < (FL
[ T4

O—#IZIFEZ AL

JH—FIETVR
RESEARCH EVIDENCE

HEHOBEWELGZLZIETURRL

BINEIE
ADDITIONAL CONSIDERATIONS

A OEMBABRICBENT, FEMAEETH
% POCY WERELEIMRF+HGESE, F=(E
%% -BRBFBIIBVNT, KBAENSLETH

ZDABOFIZEE

BENEFITS & HARMS OF THE OPTIONS

Oz L
COIETURADOLAMLEEE FEED | OFFEITEN
BE) FEhTIM? [ T
What is the overall certainty of this OE%TE
evidence? Oswn
FELBTILHLIZENETOMEZEL | OFEERELEHENKREN

MZDOWT, ERLGTFHEEENHY FT
"

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

OFEEMEOCSHMENKE TR

ORELGRERMEOCL M T U ATRENE

O K ELRRHERMEOSHMENG L
OifEZE LTSN E > A

Oz
.T:/SiA.IL\L\i
FREINBZLFELLVHRIEFKREWVNTTIHI? | OFB
Are the desirable anticipated effects |Of=SRA (LY
large? Ol
O—®IZIZFEZ L
Oz _
FEENBLELCHVBRIAS LTS | SESALNA
ne o
Are the undesirable anticipated C.)Irif:/v[i“
effects small?
O—®IZIZFEZ L
Oz _
25 LLHRELEL CHLBREY bk [ SESAVVNA
LT Ot= R AlElr
Are the desirable effects large Olii‘

relative to undesirable effects?

O—#IZIFEZ UL

IETYRADEKRMITIEENE
SIEFVRATAT7AILD “Quality” 288

iigéhétzﬁi LLWHR - 2FLLEBEVLHRDOK
—SIEFRTAT7M4IL0D “Effect” 2SR

7L

CQ1-1 & RI%k.
\gﬂéﬁﬁ'?‘zb'— FEAZE (1] - (5) (p36 B 5)

ABOAR— FARIZH T HABRT— 21
HEEHBERHNE HEEH A [DAETOD
R— FROBRAE] SR

AIOOAR— FRRIZH T DA HAEDEEIL
VII FIZDWLT 2.1 EELBRREORTRK
1 (p39)SH.

CY MEEREY R4 EMIZDWLTIE VII HIZDWL
T 13.2.3 EMHESEYXY]1 pd)SHE.

VBET7V7—MAE (2] - (3), [4]
(P37 E8, p38 M1 SE




MEESNDERRIDLLGNTIMN?

Are the resources required small?

Oz
@/-SALVWNZ
OF 8
Of=AAlZr
OlELy

O—HEIZIZE 4L

HHOBWERSEZTIETURKL

2o - PWRMICEDATF— A MZT, TRIXE
B, BEBICHLLUNENTEIERBRRIZH
T, AV DBEIZH L THABAS - REBREHE
DEMNY T, AFOFANBET LIS
EFIZDOHTIENEELLY EShTHY,
TSR EER & RO REILHEER AN D. RTX DA
MIARMEETS.

HEREREEEHNG

HEEHC [BABRFSBEFRINEMAER]

O—®IZIFEZ W

L HEZEHD BR) ITFREEMEFRIANANTE R
E = EMEH]
T’ & HEEHE [BXRERBFEHEFRINEME
[72]
& Oz (BinZE1E) RIX (ZMERDEZa X AN B
@ =SALNZ OR MIHEREREEEHG HEBEHF T
OFH Wr—RIZHTHERE] =58
BHOX FMIEKROFE (FIENSEES | OfzSAFXN (1) BREEANARE (24:8)
WEEY) [CERTIHhESWNTTM? Ol DGC DHEITo1=15E
Is the incremental cost small relative ®@GC+P0OCY100mg/ B
to the net benefits? O—®IZIFE AT B3)GC+RTX500mg /& x 4
(4) EHHENDI R b
D¢ T 2 B ARR
QBZEZ X T 2 M AR
o588 . = Ot&m NEREERZREINICLS8CAIERESE RTX (XFEERICK > TARR - 443k, HdWNF1R8-2
B L ol | Ofsatm ARz :0~23 100F3/8 713 : 0~11,550 F/A (A% EOBNABY, BRI-s>TRESHER
| Co P OFH (HEBENEFRLEDISES BELHETLEITD [HEERLSRETLHAEEEHY.
i inequities? Ot=-3RAFEL 1/2)
24 = ey : 32 3 x5 = —
U lmmezens yameTn s aaky | H R SERR) DESE AR Ae R BERE
grsnsd O—MIZFEA AL BEIIC & 2 EBRBHREDHCEIAE
. 8L\L\i HEDRMELDIETURAEL RTX IZRIEIRE ST S. . i
= .. o . =3ANWZ LAL, RIXIZOY ICHERTERIZITS @A,
82 (TR TV AVBERBRAT—IHRLE— | @t KA lfL (RIE ORI (A HGD X 173 N ATRERE A B
L@ [[CRFANLGRETH? OlZLy
+ = [Is the option acceptable to key
H"(':EJ stakeholders? O—#BIZIZE 2 1LY
Onihvz REDRMELDIETUREL VII 8F7 47— FRE [2] - 3)
# = Of=RAL Wz (P37 B 8) B
B2 lentr Ty avummpacTne | SRR
ﬁ‘;z Is the option feasible to implement? @0
Ll
L

S®EHRIZES @




1-32 CQ1-4 7RS4 F7—7JL (RCT)
@Stone JH, et al. N Engl J Med 2010;363:221-232.

HEETHA > ‘ RCT (a multicenter, randomized, double-blind, double-dummy, noninferiority trial) RAVE :XER

FLREE RKEELUVA S 4

HAANEE #38 - BIAD GPA/MPA (EGPA [Ixf54Y}), ANCAF51E, BVAS/WG 3 muLE
(EUVAS s U3 875 & & N T REH)
2 % 14 BLULRADGRTRA FERA, 4MAURAOCY A, 3AAUROMERRFRE EELGEES - FES - s, FStESMERRE, RBBREEDE
%, HBV - HCV - HIV BRRR2E, 5 FLINDEMES, WBC 4,000 Ki, Plt 12 5K
NAFE A RTX 375mg/m/wk x4 (81, 2, 3, 48) + TSRO — QB~6MATEMEL>125) TSR AZA [99 4]

QxR TSEHRRIX + CY 2mg/kg — (B~6MATEHEEL>T=5)  AZA 2mg/kg [98 5]
XmEELRXFOA KIZDWLTIE, mPSL 1000 mg /3L R % 1-3 [El#%, prednisone (PDN) 1mg/kg TRAIEL, 4 BT FE TIZPDN 40mg/day ETHET 5.
ZM0#%, 40mg/day & 2 BRIMEHEE, 30mg—20mg—15mg—10mg—7. bmg—bmg—2. bmg— Omg/day & 2 BRIC & IZ#iE T 5 GAHATRTAA Fahik)

R 6MA (=L, 2013 &I, 18ARAFTHRBEAMIXLERINTS)

B, BRULEOER ® —RIVKFKRA b (BfE)  BVASMWG 0 @A D6 AARRTATHA Rk

® ZRIVKKRA2 b+ (PDN 10mg/day KiEDABETTCOER)

& EELGER BVASMG AL otz AHE LT-#&IC, BVAS/NG A3 mul b L, TRISHRE #ER \IEOSHY/Hi, BREHHE BREED,
fifgtim, FRMERAE, MEILT7FUEDOR—RS40h5 0MULDO LR, EEMHEESX HHFE OERXCLIMNOERES, MNEREHRE
REMREHEES, EPHLHELEEBEL] OVITIIRE—DORE

& [REMGHEMR: BVASMG Nof-AthE L-&RIC, TEAETR/BEEx, & 38°CLlL), &¥, KEESE DOEES BRL/ LRk REERE/R
K, T ROREKX mESHEY, SMEER BISERE, ERIRER FPATRE CEHEHE O/ER WRE MEEHELEER 0%
RKICHEFET HMOMZEEGE, [KEIXNFRE, MR OLWITIAH—DULOFRFEELOLERK. 748, BVAS/MNG A 3 mLLTAD/F - IFEHEE L FLE
HIREEDN D OY DBEANDLELHIMENDIGE(E EELBREHIEING.

FHERIRER T ) b AL B 6AAKKATOEMR HXUPSL 10mg/day RBEDERTTOEMR), EEAHERE BERPERR, EE QL (SF-36), HH: 6 A
& aTHi e 2

SEDOEE (FHRE) RIEFRERTHE: 54 0m (RIXE), 51.06m (22 hO—ILE)

S INE DEBEREBRNR GPA: 75| - 76 451, MPA: 24 {5 - 24 5, FIEAHE: 14 - 04 (RTXHE - 2> bO—IJLEH)

BREEEDEE GHHNID) 66 51 (67%) (RTX#%), 6641 (67% (3> ~O—JLE)
BRE (Cr i) BE GLP7FZoP )75 R EHELZERE 54+3- 694 mL/min RIXE - 23> bO—ILED)




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

HEETHA > ‘ RCT (a multicenter, randomized, double-blind, double-dummy, noninferiority trial) RAVE :XER

FLREE RKEELUVA S 4

HAANEE #38 - BIAD GPA/MPA (EGPA [Ixf541%), ANCAF51E, BVAS/WG 3 muLE
(EUVAS fs 4534875 & & N ITREH)
2 % 4 BLULRADGRTRA FERA, 4MAURAOCY A, 3AAUROMERRERE EELGEES - FES - s, FStEHMERRE, RBBREEDE
%, HBV - HCV - HIV BRRR2E, 5 FLINDEMES, WBC 4,000 Ki, Plt 12 5K
NAFE A RTX 375mg/m/wk x4 (81, 2, 3, 48) + TSR0 — QB~6HNATEREL>125) TSR AZA [99 4]

QxtEEEE: FSERRIX + CY 2mg/kg — QB~6MNBATEfEEL-1=5) AZA 2mg/kg [98 4]
XMEEHLATAA FIZDWLTIE, mPSL 1000mg /X)L A% 1~3 [E#%, prednisone (PDN) 1mg/kg TEASAL, 4B TETIZPDN4Omg/day ETHET 5.
ZM0#%, 40mg/day & 2 BRIMEHEE, 30mg—20mg—15mg—10mg—7. bmg—bmg—2. bmg— Omg/day & 2 BRIC & IZ#iE T 5 GAHATRTAA Fahik)

R 18 A

B, BRULEOER ® —RIVKFKRA b (BfE)  BVASMWG 0 @A D6 MAARRTATHA Rk

® ZRIVKRA2bk (PSL 10mg/day KiEDABETCTOER)

& EELGER BVASMG AL otz AHE LT-#&IC, BVAS/NG A3 mul b L, TRISHRE #ER \IEOSHY/Hi, BREHHE BREED,
fifgtim, FRMERAE, MEILT7FUEDOR—RS40h5 0MULDO LR, EEMHEESX HHFE OERXCLIMNOERES, MNEREHRE
REMREHEES, EPHLHEEERAEL] OLVITIIRE—DORE

& [REMGHEMR: BVASMG Ao f-AtkE L=&RIC, TEAERE/BEEx, & 8°CLIL), ¥¥, KEESE DOEES BRL/ LRk REERE/R
K, T ROREKX mESHEY, SMEER BISERE, ERIRER FPATRE CEHEHE O/ER WRE MEEHELEER 0%
RKICHEFET HMOMZHE, [KEIXNFRE, MR OLWITIAH—DULOFRFEELZOLERK. 748, BVAS/MNG A 3 mLLTAD/E - IFEHEE LR LE
HIREEDN D OY DBEANDLELHIMENDIGE(E EELBREHIEINS.

FHERIRER T ) b AL B (1I8HARRTOER, HELUPSL 10mg/day KEDEBETTOER), 8MARKATOEESHERDT BHILrARNRTOEERRFERE, 18HAK
& aTHi e 2 HRTOHEEQL (SF-36), Bi#: 18H1A

SEDOEE (FHRE) RIEFRERTHE: 54 0m (RIXE), 51.06m (22 hO—ILE)

S INE DEBEREBRNR GPA:75 45| - 76 {5, MPA:24 {5 - 24 {5, #IFEAEE: 14 - 04 (RTXE -2 bO—JLE)

REEEDEE GEHHNID) 66 51 (67%) (RTX#%), 6641 (67% (3> ~O—JLE)

EX
]
BERZE (Crinl) BE JULFFZUYUSTI0RAEELFERE: 543 - 69+4nl/min (RTXEE - 3> ~O—ILE)

S®ERICESL @



1-33 CQ1-4 YRY « INLFRTF—TJL (RCT)

MEABE D FHHER Risk of Bias ZDfth
Z Dt
e . AR | AEE | AR | HEEE | L - NRE | 7orHL TI9MAL| NRATR INATADIAAUR
. p: ; E|IJED EIYED NSEETE
TORRLG | REE | R IIEE e | o~ob| e [ oxon | BOTT BT s | mmao | TTEE | e | | i orzmee
= = ' s B | Ems | % | EFIK ! Y139 =37 NATR | shik-E&E o)
HEERE)
SR LIEDFXILHX
AXHZ[FHETRESN TN
RTX 375mg/m2/wk f‘f“f\’ BHTHRI—L
ICIZEEDHY. TN
x4 (N ABE) F=IZ 52 2 A LS TLY
6 ™A POCY 2mg/kg/day 25 il \—CL
Stone,2010 RCT 99 1 98 2 low low low low low low low TWhWEBEbHbnsd. =L,
A (*{EBEE). 2] GC e e
/RILA+HED GC H FEIL ISR, LG
Y L%, hard endpoint &L
' T, THEE-ITTIREED
BRI T 7O MO LTS
DERIEIZ low 12T 5.
RTX 375mg/m2/wk SUE LEDFEITH/I
6 A x4 (S ABf) F= (& AXHZ[FHETRESN TN
- . POCY 2mg/kg/day B, BHETA—IL
(szﬁ; Stone, 2010 RCT (RHEBEE). 24 GO 99 63 98 52 low low low low low low low CEEEBHY. TR
NILA+HEO GC & HEHENFRESH T
Y. TWERHNS.
RTX 375mg/m2/wk S LEDFEITH/I
6 A X 4(f AB) EL2(E AXFIFBRENTL
d POCY 2mg/kg/day LA, BETAR—IL
(Psuofﬁ;:d - Stone,2010 RCT (SHEBE). 2] GC 99 70 98 61 low low low low low low low —ldEREBY. F— R
= /RLR+HED GC HUEAERIESATL
Y. HWWEBHND.
RTX 375mg/m2/wk S LEDFEITHR/I
6 MmA X4 AE) F=(E AXH(ZIZEBARSNTLY
o POCY 2mg/kg/day BULHS, EBRTERI—IL
E}%rajeffﬁffﬁ Stone, 2010 RCT (SHEBE). 2] GC 99 22 98 32 low low low low low low low —ldEREY. F— s
< /RLR+HED GC HUEAERIESATL
Y. HWEBbhb.
RTX 375 mg/m2/wk S LEDFEITHRI
6 A X4 (N AB)Ff=1E AXHIZIFBAERSh TN
BEEASHERIR | Stone,2010 RCT |POCY 2 mg/kg/day| 99 8 98 4 low low low low low low low LA, BETOra—IL
(grade4 LLE) (xtHEEE). &4 GC IZIXEEEHY. T2
/NLR+HZEO GC % HEHEENFRESH T




Y.

BLERDLNS.

RTX 375 mg/m2/wk
X4 (AR F =&

T LMEDFEITFRX
AXAIZFHATRSATL

6 N A -
e e s POCY 2 mg/kg/day LA, BHIOra—IL
o Bk , e —
Eﬁ%iﬁ%fi Stone, 2010 RCT (REBEE). 241 GO 99 7 98 7 low low low low low low low CIERHBY. F— SR
/NLR+#EDO GC H BEEEHNFRIEShTL
Y. BLERDND.
RTX 375 mg/m2/wk B j“jta)i_%'ﬁ"“x
AXHIZIZBARSATLY
X 4(fr ANBf) F1=lE SN
6 A POCY 2 mg/kg/d LA, B TERa—)L
. Stone,2010 RCT Mg/ 1E/av] - gq 11 98 14 low low low low low low low IZITEEDHY. T2
B (xtEBEE). £ GC gy
e AU ENERIESATL
Y - BLERDNSD. limited
’ flare+severe flare.
RTX 375 mg/m2/wk
X 4(fr ANBE) F1=lE
18 ™A Stone, 2010 POCY 2 mg/kg/day
LT (Specks,2013) RCT (xtE88%). 24l GC % 2 % 2
/NLR+EDQ GC &
Y.
RTX 375 mg/m2/wk
1277A Stone, 2010 s;é??jzjlijjli
(’_G':ffﬁ (specks2013)| TCT |ctmmzp). 2miac| ¥ 47 % 38
/NLR+EDQ GC &
Y.
RTX 375 mg/m2/wk
18 A Stone, 2010 s;é??jzjlijjli
(’_G':ffﬁ (specks2013)| TCT |ctmmzp). 2miac| ¥ 39 % 82
/NLR+EDQ GC &
Y.
RTX 375 mg/m2/wk
18 A DRIE AN XA AR FII%
LT Stone, 2010 RCT POCY 2 mg/kg/day 99 76 98 70
(gg mypy | (Specks2013) (xtEEEE). 26 GC

/NLA+HED GC &
L)_




RTX 375 mg/m2/wk
X4 (AR F =&

12 A EfE
. Stone, 2010 POCY 2 mg/kg/day
e 1%')“g/d P (specks201)| FCT |z, 2miae| ¥ 5 9 60
NLR+HEO GC &
Y.
RTX 375 mg/m2/wk
X 4(fr ANBf) F1=l&
18 ™A EfE
. Stone, 2010 POCY 2 mg/kg/day
e 1%')“g/d A (specks201)| FCT |z, emiae| ¥ 54 9 52
NLR+HEO GC &
Y.
RTX 375 mg/m2/wk
18 MADEETH, X 4(fr ANBf) F1=lE
TE#R Stone, 2010 POCY 2 mg/kg/day
(PSL 10 mg/d LA |(Specks,2013) RCT (xtEBREE). 24l GC % 82 % 84
) NLR+HEO GC &
Y.
RTX 375 mg/m2/wk
P _
18 SNE DRIE = X4 (T ABE) F =&
cERE Stone, 2010 RCT POCY 2 mg/kg/day 99 89 98 89
(GC BEHF) (Specks,2013) (xtE88%). 24l GC
=i JULRHED GC %
Y.
RTX 375 mg/m2/wk
X 4(fr ANBE) F1=lE
18 ™A Stone,2010 POCY 2 mg/kg/day
e A I RCT 99 42 98 37
EESHAEFKI | (Specks,2013) (xtE88%). 24l GC
/NLR+EDQ GC &
Y.
RTX 375 mg/m2/wk
X 4(fr ANBE) F1=lE
18 ™A Stone,2010 POCY 2 mg/kg/day
e o 5 RCT 99 12 98 11
EEREAEHKI | (Specks,2013) (xtE88%). 24l GC
/NLR+EDQ GC &
Y.
RTX 375 mg/m2/wk
X 4(fr ANBf) F1=lE
B Stone,2010 POCY 2 mg/kg/day .
(6~18 70 B) (Specks,2013) RCT (RHEBEE). 24 GO 76 24 70 20 limited flaretsevere flare

/NLA+HED GC &

U,

QERIZCED @




1-34 CQ1-4 YRH « KA TFARAYT)—¢45 57 RCT)
€CQ1-4: Risk of Bias® £7™ cAhL (6, 18HMA)

’ E M@Er@‘uence 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)

. Fandom sequence generation (selection hias)

@ | Alocation concealrent (selection bias)

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

@ | Selective reporting (reporting bias)

u

(T

= Incomplete outcome data (aftrition bias)

E Selective reporting (reporting bias)

=

3= '

= Other bias

0% 25% 50% 7%  100%
Stonezaln + + —— —— ————
.an tisk ofbias DUncIearrlsk of bias .ngh risk of bias

OB RIZCED @



1-35 CQ1-4 24+ L X ~ZFBAw k(RCT)
€CQ1-4: Jx LR MFAYF €7V MALG, 18HA)

e (6 ™ A)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95% Cl ~ Fixed, 95% Cl
Stonez2010 1 899 2 43 100.0% 0.49[0.05,5.37]
Total (95% Cl) 99 98  100.0% 0.49 [0.05, 5.37]  — e ———
Total events 1 2
Heterageneity: Mot applicahle l l l l
Test for overall effect: 7= 0.48 (P = 0.456) 0.01 0.1 1o 100
RTX DA M FETEAE LY POCY MDA ML= AMELY
SETC (18 hrA)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed, 95%Cl ~ Fixed, 95% Cl
Stone2010 (Specks2013) 2 84 2 895 100.0% 0.949[0.14, 6.589]
Total (95% CI) 99 98 100.0% 0.99 [0.14, 6.89]
Total events 2 2
Heterogeneity: Mot applicatble I I 1 I l
Test for overall effect: Z=0.01 (P =099 0.01 01 1 1o 100
RTX DA MFETEAE LY POCY MAMFETEEAE LY

OERIZCED @



SEL B (6 A A)| (GC k)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Bvents  Total Bvents Total Woeight _ Fixed, 95% CI _ Fixed, 95% CI

Stone2010 63 99 a2 98 100.0% 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 1 i i

Testfor overall effect: F=148(F=014 0.01 01 1 w . 100

POCY D5 AN EAREE AV L RTX DALBEREMNF L
FE2E®| (12, A)| (GCHik)
Experimental Control Risk Ratio Risk Ratio

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

Stone2010 (Specks2013) a7 94 a8 98 100.0% 1.22[0.89 1.69]

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

Total events 47 38

Heterogeneity: Mot applicable i i 1 i i

Test for overall effect: Z=1.23 (P =022 0.01 0.1 1 1o 100
POCY O AW EREEMNF LY RIXDADBEREELNFL

E2E® (181 AH) | (GCHib)
Experimental Control Risk Ratio Fisk Ratio

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

Stone2010 (Specks2013) a9 59 a2 88 100.0% 1.21[0.83,1.76]

Total (95% CI) 99 98 100.0% 1.21[0.83, 1.76]

Total events a9 a2

Heterogeneity, Mot applicable i i ) i i

Test for overall effect £= 098 {F=0.33) 0.01 01 1 10 100

POCY DA M EREAE L RTX DA EREAEL



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

Experimental Control

Risk Ratio Risk Ratio

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

Stonez0 il 499 61 98 100.0% 1.14[0.93,1.39]

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

Total events il 61

Heterogeneity: Mot applicable I I 1 f |

Testfor overall effect Z=1.28(F=0.21) 0.01 0.1 1| 1o 100
POCY AN EREELZ LY RIXDADEREELSGL

B2 (12 ™ A)| (PSL 10mg/d LLTF)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Bvents  Total Bvemts Total Weight ~ Fixed, 95% CI Fixed, ,9%5% ClI
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

Heterogeneity: Mot applicable
Testfor overall effect £=023 (F=0.82)

BEfZ (18 ™ H)| (PSL 10mg/d LLF)

Experimental Control

Risk Ratio

.01 0.1 1 10 100
POCY O AMBEREEMNSF LY RTX D ANEREEAF LY

Risk Ratio

Fixed, ,95% CI Fixed, 95% Cl

Study or Subgroup Bwents Total Brents Total Weight

Stone2010 (Specks2013) A4 49 a2 93 100.0%
Total (95% CI) 99 98 100.0%
Tatal events 54 52

Heterogeneity: Mot applicable
Testfor overall effect Z=021 (F=0.83

1.03[0.79,1.33]

1.03 [0.79, 1.33]

0.01 0.1 1 10 100
POCY (75 A E AR ASE L RTX DA D EREAR L




I8AADEECHTRLER (GCFib)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Bvents Total Woeight ~ Fixed, 95% CI _ Fixed, 95% Cl|
Stone2010 (Specks2013)  Th a9 il 98 100.0% 1.07[0.81,1.27]
Total (95% CI) 99 98 100.0% 1.07 [0.91, 1.27]
Total events il 70

Heterogeneity: Mot applicahle 'III.III1 IIIH 1. 1'III 1|:||:|'

Test for overall effect: Z= 085 (P =039
POCY DA MWERREMNF LY RIX AN EREELGZ L
18 NADEEHTER (PSL 10 mg/d L)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup BEvents  Total Events Total Weight . Fixed, 95% Cl ~ Fixed, 95% Cl
Stone2010 (Specks2013) g2 99 ad 3 100.0% 0.97 [0.86, 1.04)]
Tatal (95% CI) 99 98 100.0% 0.97 [0.86, 1.09]
Total events g2 ad
Heterogeneity: Mot applicahle I I 1 f !
Test for overall effect: £= 046 (F=0.58) 0.01 01 ! 10 100
POCY AN ERBELZ LY RIX DADEREEHLGZ L
8 MADRECHTER (GCEMDT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Beents Total Weight ~ Fixed, 95% Cl . Fixed, 95%Cl
Stone2010 (Specks2013) 89 49 a9 498 100.0% 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 'III.III‘I III!*I ‘i 1'IZI 1IIIII|'

Test for overall effect Z=022(F=083
POCY D AMEMEELZ LY RTX DAMNERFEEMNFL



EBESSHERR 6N A)| (eraded Ll t)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Bvents Total Weight Fixed, 95% CI ~ Fixed, 95% CI
Stane2010 22 893 32 98 100.0% 0.68 [0.43, 1.08] . !
Total (95% CI) 09 08 100.0% 0.68 [0.43, 1.08] i
Total events 21 32
Heterogeneity: Mat applicable ! ! I I
Testfor overall effect: Z=162 (P=0.11) 0.0 01 ‘1IZI 100 .
POCY DA N B ESHEREENS RIXOANEESHERRELNZL
EBESSHERTR 6N A)| (eraded Ll t)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup PBeents  Total Bevents Total Weight _ Fixed, 95% CI Fixed, 95% ClI
Stonez010 8 £z 4 98 100.0% 1.98 [0.62, 6.36] —]
Total (95% CI) 99 98 100.0% 1.98 [0.62, 6.36] ~alil——
Total events a 4
Heterogeneity: Mot applicable i i i i
Test for overall effect Z=115 (P =0.25) 0.01 0.1 10 100
POCY D AN EESHEFREELE LY RIXOANEESHHERRENF L
ERESSHERRE (18 HA)|
Experimental Control Risk Ratio Risk Ratio
Stucly or Subgroup Bvents  Total Bvents Total Weight Fixed, 95% CI Fixed, 95% CI
Stone2010 (Specks2013) 41 44 ar 498 100.0% 1.12[0.80,1.58]
Total (95% CI) 99 98 100.0% 1.12 [0.80, 1.58]
Total events 41 a7

Heterogeneity: Mot applicable
Testfor overall effect = 0.67 (P =0.40)

0.01 0.1
POCY D M B A i RTEAE L\

i

10 100
RIX AN EE A HEREEAS



EERLERE 61 A)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bwvents  Total Bvents Total Weight Fixed, 95% CI Fixed, 95% Cl
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 T
Heterogeneity; Mot applicable I I . I I
Testfor overall effect Z=002 (F =043 0.01 0.1 ! 1o 100
POCY D AN EERFEFRBRENF L RIX DA EERLEERRELNG L
ERBLERR (185 A)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Bvents Total Weight _ Fixed, 95% Cl Fixed, K 95% C|
Stone2010 (Specks2013) 12 §9 11 g2 100.0% 1.08[0.80, 2.33)]
Total (95% CI) 09 08 100.0% 1.08 [0.50, 2.33]
Total events 12 11
Heterogeneity: Mot applicable 'III.I:I'I IIIH 1. 1'III 'IIIIIII'

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

POCY DA M E E R REE NS (N

RIX AN EEBREERRENS



Bk (6 H2A)

Experimental Control Risk Ratig Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ Fixed, 95%Cl ~ Fixed, 95% Cl
Stone2010 1 a4 14 98 100.0% 0.78[0.37, 1.63]
Total (95% CI) a9 93 100.0% 0.78 [0.37,1.63]
Total events 1" 14

Heterogeneity: Mot applicable
Testfor overall effect Z=0.67 (F=0.50)

0.01 01 10 100
RTX DA ASEREASED | POCY O A EREAIE

Bk (181 A)

Experimental Control Risk Ratio Risk Ratio

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

Stone2010 (Specks2013) 24 TE 20 TO O 100.0% 1.11[0E7, 1.82)

Total (95% Cl) 76 70 100.0% 1.11 [0.67, 1.82]

Total events 24 20

Heterogeneity: Mot applicable i i i i

Test for overall effect £=0.39 (P =0.69) 0.01 0.1 1 100
RTX DAL ERELEL POCY DAL ERAZEAE LY

®EHRIZES @



1-36 CO1-4 #ERDFELH (SoF) T—TJL (RCT)

CQ1-4 : ANCARSEM ERDERBEARBICS L OANFaA F+HEALHY ORI I 7 FESFILATNFaAAL FHYYFITTOELLNFERAN?

Setting:
Intervention: RTX
Compar ison: POCY

Anticipated absolute effects* (95% CI)

Relative effect

No. of participants

Quality of the evidence

Outcomes ) Comments

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

- (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'

=oEHE (6,H) (60 dhit) 531 oer 1000 637 per 1,000 RR 1.20 197 e

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

#w® (64 F) (PSL 10 mg/d LIF) 622 cor 1 000 710 per 1,000 RR 1.14 197 oaa0)

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

BRAHERE 6,A) (graded BLE) 97 cer 1000 292 per 1,000 RR 0. 68 197 O

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

BRAHERE 6MA) (graded LLE) 4 oor 1 000 81 per 1,000 RR 1.98 197 00
per-1. 25 to 260) (0.62 to 6.36) (1 RCT) LOW'

BEBLERE 6NA) 1 oer 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/ E) 111 per 1,000 RR 0.78 197 00
143 per 1,000 (53 to 233) (0.37 to 1.63) (1 RCT) LOW'

® (18MA) 20 per 1,000 RR 0.99 197 - 00)
20 per 1,000 3 to 141) 0.14 to 6. 89) (1 study) LOW'

=4EE (1258) (GCHiE) 388 vor 1000 473 per 1,000 RR 1.22 197 O

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

SEREM (185 8) (G Hik) 397 per 1.000 395 per 1,000 RR 1.21 197 @)

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

18 MEDRIE - A TESER (GC k) 14 ser 1000 764 per 1,000 RR 1.07 197 O

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

w® (12, H) (PSL 10 me/d BIF) 612 cer 1000 594 per 1,000 RR 0. 97 197 O

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




@ (18 MA) (PSL 10 mg/d L) 531 ber 1000 547 per 1,000 RR 1.03 197 @)

per 1. (419 to 706) (0.79 to 1.33) A study) MODERATE?2

1BMADOBEHTER 857 per 1.000 831 per 1,000 RR 0.97 197 @)

(PSL 10 mg/d K1) per 1. (737 to 934) (0.86 to 1.09) (1 study) MODERATE®
18MEDMECHTERE (6 BRHT) %08 ber 1000 899 per 1,000 RR 0. 99 197 @)

per 1. 817 to 981) (0.90 to 1.08) A study) MODERATE?

SEAHERE (18HA) 378 ver 1000 423 per 1,000 RR 1.12 197 @)

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

BEERRERE (18HA) 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'

Bk (18 MA) 317 per 1,000 RR 1. 11 146 00
286 per 1,000 (191 to 520) (0.67 to 1.82) (1 study) LOW'

SF-36 PCS & (6 MA) - 194 Sl @)

(1 RCT) MODERATE?

SF-36 MCS 2k&E (6 M A) - 194 DD

(1 RCT) MODERATE?

SF-36 PCSchZE (18 mA) - 193 6@@@

(1 study) MODERATE?

SF-36 MCS & (18 A AH) - 193 S @)

(1 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).

Cl: 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. HREEEDOEERMSHELGRE LAY REORS DEERRETEEZ F1= 1=8.
2. MRHEEEDOFEERMEITHELLGFIEOBRKRMEREZ L0
3 ANV M- YU TILEARBEEREDEEZFH - TR,
4 HRHEEEOEERBIIHLLEORKRRMEBEEE=< =0,

®EXRIZED @
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