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C02-1 TEF>RFTAT77A4)L

4002-1 RCT*

No. of
studies

L (£HRE)

Study design

Inconsistency

Certainty assessment

Indirectness

Imprecision

Other

considerations

No. of patients

PE
(ST A)

No PE
(58

Relative
(95% CI)

Effect

Absolute
(95% CI)

Certainty

Importance

3 RCTs Not Not Not Not None 52/386 61/383 RR 0.84 25 fewer per 1,000 PPOD CRITICAL
serious serious serious serious (13. 5%) (15.9%) | (0.60 to 1.19) (from 64 fewer to 30 more) High
ESRD (£ #AR))
Not Not Not ) 76/386 84/383 RR 0.85 33 fewer per 1,000 Y @)
3 RCT S ! N CRITICAL
s serious serious serious erious one (19.7% | (21.9%) |[(0.54 to 1.33) | (from 101 fewer to 72 more) Moderate’
BfE (19F)
Not Not Not Not 204/352 | 202/352 RR 1.01 6 more per 1,000 (Yoo Ta)
1 RCT N . CRITICAL
serious serious serious serious one (58.0% | (57.4%) |(0.89 to 1.15) (from 63 fewer to 86 more) High
B (2HE)
) Not Not . 13/34 12/31 RR 1.02 8 more per 1,000 1100
2 RCT S 2 S ! N IMPORTANT
s erious serious serious erious one (38.2% | (38.7%) |[(0.58 to 1.77) | (from 163 fewer to 298 more) Low'-2
EELHEER 65)
Not Not Not Not 224/352 | 225/352 RR 1.00 0 fewer per 1,000 OPPD
1 RCT N . CRITICAL
serious serious serious serious one (63. 6%) (63.9%) |(0.89 to 1.11) (from 70 fewer to 70 more) High
EELREE (12HA)
Not Not Not Not 76/352 65/352 RR 1.17 31 more per 1,000 PPOD
1 RCT N . CRITICAL
serious serious serious serious one (21. 6%) (18.5%) [(0.87 to 1.57) | (from 24 fewer to 105 more) High
QOL (SF-36 PCS &) (12 mA)
Not Not Not Not MD 1.08 higher CODD
1 RCT N 352 352 - . IMPORTANT
serious serious serious serious one (0.45 lower to 2.61 higher) High
Q0L (SF-36 PCS &) (12 m™A)
Not Not Not Not MD 0.54 higher PP
1 RCT N 352 352 - . IMPORTANT
serious serious serious serious one (0.68 lower to 1.76 higher) High




I : confidence interval, RR: risk ratio, HR: hazard ratio
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Evidence to Decision ¥— 7L

CQ2-1 EFEZ MPA/GPA DERBAKRETIE, OS)aa)Fa4A F+4)Laa)llFaa FRE#IEE++OAEKRD
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H#E1 BE ZOBEBERIEEXAZEMN?

bil) JH—FIETFIUR BIMHEER
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O B8FBL, Lz miExH PE) ORRBEALGONT. MV IZEITSPEDER

O B85, &y ERIEIEETHS.
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O &FEIFE

O ALY

HE2 ZFFLIVGR FHIAIZFLOHNRIZIEDEEDLEDN?

bl JH—FIETFTVR BB

O HIMm CY/RTX+GC+PE (PE &) & CY/RTX+GC (PE &) (DLELE T, MEPEX 5% [POCY+GC+GC 7/\JLRX vs POCY+GC+PE] TI&, ESRD
@ /NSy IZ%9 % PE® GC /¥LRIZHT ZMBHEETILUTOE S
O 1. ERBETIMALIZDONT Y,

O XR&EW PEEDPEEICHT HHNRHEEEIIUTOELSY,

O &FEIFE

O gy

- BRT(2HA/E) - 1,000 A=Y, 25 ANiFd (64 Nigidr~30
AEhD), NNT 41

- ESRD 4 (£HAR) : 1,000 AZF=Y, 33 ANiE4d (101 A
B ~T2 A1E0), NNT 30

- B (1 4R - 1,000 A=Y, 6 A (63 A
~86 At&hm), NNT 176

2. BEELGT7 I MALIZDONT

PEFDPEEICHT H2HMRUTDELY,

- BEF R Q0L (SF36-PCS) : FfE PE 75 39.04, PE 4
37.96. PEADIFS>APEHELY 1.08 FLY (0.45 LV~
2.61 &LY)

- BE AR QOL (SF36-MCS) : FiJfE PE & 51.94, PE &
51.4. PEFMDIFS>MNPEELY 0.54 5L (0.68 £~
1.76 &LY)

- B (2ERFD 1,000 A=Y, 8 A0 (163 A~
298 AIBhm), NNT 211

-ESRD 3/ A) : 1,000 AZ7=Y), 192 Nigid (424 Nigid
~20 NiE)

-ESRD(12 M™A) : 1,000 AZ7=Y, 151 NjE4> (390 Nigisd
~13 NiE4)

MEPEX EX5&% & PEXIVAS 8% (RTX/CY+GC+PE vs RTX/CY+GC)
2 DD A R EMFTIEL, PEEMNOD PERFERIZHT 5%
REFEEIUTOESY,

- ESRD (£#ifE) :1,000 AZf=Y, 103 AR4 (185 Nigis>
~T1 NiE) (TACR2021 i€ K54 »1 K Y3IA)

LEDfEREMBIE, ESRD IZRRET &, CY/RTX IZ PE ZiBA0
TOMRIIPEELEZD.

%, MEPEX (& Cr 5.7 LEDBEMNTY R —EhTL
.

Ff=, PEXIVAS HERDY TV L — TR TIE, RTFRIE
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UELY, BREBRIERDIEIRT, PEADIESAPEHEE
YPPr@ENLIARICH f=. BohdIMEDEELY, EF
LLBEEhEE L.

- IM3% Cr 5.6 RFHDHEE : HR 0.98 [0. 65-1. 48]
- i Cr 5.6 U EFIFEMNDESE : HR 0.77 [0.53-
1.11]

LELY, SELGERE (ECr 5.7UERE) 2/#515
BIZE T, PEENNIKPERFEAICH L T ESRD MHZRLS
WEDEEZBND.

ik

MEPEX 5%E%. J Am Soc Nephrol. 20071; 18: 2180-2188.
ACR2021 i€ K54 . Arthritis Care Res (Hoboken).
2021; 73: 1088-1105.
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il JH—FIETFIUR BIMHEER
O XK&EW CY/RTX+GC+PE  (PE &) & CY/RTX+GC (PE #) DL T,
O
@ NSy BEXBETOALIZDONT
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CQ2-1 M#BRFARXEHHEIR (2015F LIED R EENETR)

@ Pubmed(Medline)& & =

#7 Add Search #5 AND #6 #6 Add Search ("Plasma Exchange”[MH] OR “Blood Component Removal”[MH])#5 Add Search #1 AND #2 AND #3 AND #4 #4 Add Search
(Humans[MH] AND (English[LA] OR Japanese[LA]) AND (“2015/1/1”[PDAT] : “2020/11/30”[PDAT])) #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]) #2 Add Search cyclophosphamide #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))

#¥ZH:2020E1289H

SEFEERRN

#1 ((ME X ERHRE E SR BEE/TH or ANCARBSE I E % /AL) or ME 24T P BRI B I ABDE/TH or BMERM LR ME X /TH or IFEAER M S RIME R ERIZFIE
fiE/TH or IFEREKME LR IME X 1EPISFAERE/TH or ZHRME X MEPIZFIEAE/TH or FFELEKMH 2 RME R MERZFIEAE/TH or (BRRRB/AL and (IME #/TH or ME #/AL)) or
(pauci/AL and immune/AL) or RIRIKB K-SR HEITHE/TH or FUARBRIAREIEHURIE/TH or (ZEBIIRX-FEETME/TH or ZSHREIARK-FEETIE/AL) or (B REIRK-FEETME/TH
or $EEITEZ R EARK/AL) or (ZREIIR X FEETME/TH or FEETE S RMEBIIRK/AL) or (ZREIPR X -HEEIE/TH or #EETTEENAREE 2 /AL) and (PDAT=1994/01/01:2006/12/31)
or (DT=1994:2006)))) not (L) FIh,—T AXA-2 5% /TH or £BMIT1)FT<,—T X/AL or GoodpasturefEIREE/AL or 7 YR/INAFv—EREE/AL or (IgA/TH and M %/TH) or
Henoch—Schoenlein/AL)

#2 (I 2 FPERMRE HUARSE/TH or ANCABSEME 26 /AL) or M1 X-HuiF P ERHIAE EHAREE/TH or TAMIBRI LR MME % /TH or IFERERME Z HME X RFIE
fIE/TH or 3FERERME L HIME R ERAZFIERE/TH or ZHIME RERZFIERE/TH or IFERIKME L FKIME XS EAE/TH or (BRBE/AL and (IME X /TH or ME X /AL)) or
(pauci/AL and immune/AL) or RERIFB K-SUEAEITIE/TH or FLABRKIAEEIRIKIE/TH or (ZHEBIARK-HEETME/TH or 2 REIIR X FEETE/AL or (ZREIRK-FEE1E/TH
or FEENME 2 RENRAK/AL) or (ZHEIRE—FEETME/TH or FEETHE L FMEBIIRA/AL) or (ZFEIAR X -FEET4/TH or FEETIHENARE B % /AL) and ((PDAT=1994/01/01:2006/12/31)
or (DT=1994:2006)))) and (L) FYr,—T A-£ 5% /TH or £F 4T T<;—T X/AL or GoodpasturefEIZEEE/AL or ' YR/NAF¥—fEIZEE/AL or (IgA/TH and & %/TH) or
Henoch—Schoenlein/AL)

#3  #1 or #2

#4 (RD=A2TF) R or RD=5% LALLLEXSKER or RD=#5> 4 LAL L8R EKER or RD=LLEXFAZT or 27R—MBFZZ/TH or SEHIXTEBEFZZ/TH) and (CK=Ek and CK=Rf A(19~44)
or CK=Fh4E(45~64) or CK=5 33 (65~) or CK=5 &3 (80~)) and (PDAT=2015/01/17:2020/11/26) and (PT=[RZE %) and (LA=A A&

#5 #3 and #4

#6  ((Cyclophosphamide/TH or Cyclophosphamide/AL) or #Z#0<9A/KRAT7IR/AL) and (MEFATH#L/TH or MIFAIHL/AL or (MR BRZEE/TH or 7ITL— X /AL))

#7  #5 and #6

¥ZEH:20205E1289H



@ Cochrane(CENTRALR &

#1
#2

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

(((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)

#3
#4
#5
#6
#7
#8

#1 or #2

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

#3 and #4

((plasma exchange) or plasmapheresis or apheresis):ti,abkw (Word variations have been searched)
#5 and #6 with Publication Year from 2015 to 2020, in Trials

#7 not pubmed

¥ZH:2020E1289H
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v

A9 )—=vYJ Lt 3

X (n=38)

4

B Z 5Tl L =2

WXE (n=7) 2

\

MEH (n=3) / /X% (n=h)

B &<l AANT

4

HRE (n=3) / #/XH(h=H)
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BR4t L 1= 3CHk B
(n=31)
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w3 (n=2)

<PBrotEEE>

CHRTYA UNEEEEST (n=2)




CQ2-1 PIRNSHMT—TIL
CQ2-1 EJE/ MPA/GPA OEMEEABE ROV aarFal R+ vaarFaf FAEREREL I Z7uds A 77 IFERFI YR I =T LRI

arFaf R+ VaarFaf RREGHEEREFT IV Z7aR: XA 77 I RERRI YV +HIERBO L L BH A2

@M. Walsh. N Engl J Med 2020;382:622-31.

AT A RCT

BEAE Y/ eS| F—=ARTVT, RAX— HFH AL A Trv—0, TILVAAXVT, AR AFva, =a—V—F K,
INTxz— R=FGU R AL RAxz—T U AFXVA TAUT

FAANIEENE (EUVAS JRBL0HE72 © b | 15 FLL T Chapell-Hill 478 % i 729~ MPO- % 7213 PR3-ANCA(ELISA) Wit GPA 7213 MPA JEfG], 7D HSE i

BHAVUTFLH) BROFKME (LLT) OWTId a7 iR
- BT OBEFEMR BRIRE 22 DREH F 721X RIEMEIA: & AR & 1 5 RERIKE % T, 2> eGFR < 50ml/min/1.73m2 *
it 723 HE B

 SREE M AE 22 O il I AN Ei (L > b7 E 20 CDICFEE S, R E XERA-CAIRMI MK 2 £ U
SEGI E 7213 CO2 BRSPS SRR 2 454 C & 72 VELIfL 2 58 80 T2 SiE 5]

BrotEETE - 3 7 AL ERIN D eGFR <50 OAEH]

- 1 GBM HUARBGMER] E 72 1 X8 AR TRUR OS5 RO TLE 2780 T SiEH

- T U NEISO 21 HELERID DB & 72 o T ER]

« 15 il O JiE il o i bt

CHARNCY 7 a7 4 A7 7 2 REEEZHER L7ZERF, 14 BUNICRO Y7 a7 4327 7 2 KX 30mg/BHUL L%~
L R=ynr /7 v R=y & UIER], 28 HUNIZU Y ¥~ 7 2 L7 iEf]

« APHEZR E OB L 0 FHIE O T CYC/RTX, AT 1 A R, F 7213 MHEAZHOEVE O A8 & )k S 7= 5E
il

» T U HLEUSO 3 o HENC PE & AT L 7 iE B

IWATIRES AT A ROMERER:H#E (Standard- dose group) & i+ 58 (Reduced-PSL-dose group) Zi1Z41C PSL + CYC
or RTX |ZIMAERHFILEZAT D RELATORVEEZ RS, 4 BEA iRt 217 - 72,

GC DG AFLTF L F=Y 1O 2EiE0.5g~1g/ml, & 1g-3g) #HifT L7=#%. KEIZH LT 50~75mg/ H O
B 5.2 R

+ Standard-dose group: #%5 3 #HH XY 10~15mg/week T 30mg/H F CTHifE L. LM%l 2.5~bmg/week Tliia L




week23 (2 bmg/H # kT 5

* Reduced-dose group: #¢5- 2 H LV 25~40mg/ HIZJl& L, LA 2.5~5mg/week Tii&E L 198 HIZ(X 5mg/H %
BT %

- week23 75 weekb52 F Tld bmg/H #ikki 5

CYC DA% -

- IVCY 04 15mg/kg(e R 1.2g/[) & f A0 8 Bl 2 HFEIC G L, 0% 3 EI 3 BEEIc& 512575

- POCY O#4: 2mglkg/ H (K 200mg/ H)

- B EREITFRCBHREBICEDEREE L, &5 I A MK B & 2GS I EECR G RO AT O I LITEFFAS
niz

- MR IVCY @ 24 REFILANIZIFE Ty (RO OHE1T 12 REHILL L 1T T b MIEsc# 217 9)

- 3~6 » H® CYC fEM%I% AZA % week52 F THEH

RTX OfEHIHE -

- 37bmg/m2 & 7 HIB XTG4 B 57 5 (5-14 H OF G- HIHFTHEEITFFA)

<R 14 B UNICHIEE G- 24TV, 4 [ H OGN 42 HUNIZK T2

- MAEASHAI L RTX $ 5% 48 R LANIZIF T D720

« RTX &5 G5O T AMICE RuraF Y 2 100mg YD AT a4 RELiFHe A% I VA& ET 5
M AERZ D I7 ik

- DAY BEE E T TR BEE C O MR HITER D 23, 2 HIEIEIEILRR O A

- 60/ml/kg (ERTE) OT VT I VBBREITV, E7 a7 ) CEREEREIF TD R (272 UL Y 2 7 O WEBINE &
L T M FFEY)

© T U NEIRR 14 BLUNIZ T EET S

TR = k=3 i)

6

TR, AR EOERE

FFEHEHUE (sustained Remission) ; 7 > & AEIf: 6 » A LINOERER IS L V12 » HUL EO R L
FPCHEHEUE (major) ; EAFER . BVAS/WG T major item D 5 B 1 DLl B £ 721384k
R EHEYE (minor) ; EMEERK % . BVAS/WG T® major item (25 4172\ 1 DLL EOFHHR B £ 721384k

FHfATRE 72 T D b A & BRI R A

FEC. 8 (RARERER) . RUIB A2, BERAIHERT, HEERIYERS; 12 » A

SN O CFE7e L)

PE 7% : W) 62.8+14.4
No PE #f : 63.5+13.7




SN O FERELR B NER PE B : PR3 5 143 A (40.6%), MPO 5t 209 A (59.4%)
No PE £ : PR3 B51% 143 A (40.6%), MPO 51k 209 A (59.4%)
4K . PR3 5% 286 A (40.6%), MPO 514 418 A (59.4%)
FIRAEBREOES Glidivid) PE Bf : 342 A (97.2%)

No PE #f : 349 A (99.1%)
2K 691 A (98.1%)

BIRAE (Cr7p k) FLfE PE & : iy 27 L7 F =2 ) 327 IQR: 206-491) u mol/L, ZEHTHiiT 66 A (18.8%)
No PE Bf : i~ L7 F=> ¥ 336 IQR: 209-495) 1 mol/L, EHTifT 74 A (21.0%)




cQ2-1 YRH-INAFRT—TIL

HERNBDEHE FHHER Risk of Bias Z Dt
o ZEEH- A& " NABELSIE NABEAN | FBELE | TBEAAR HREE . NN ATROAA
TOMDLOBR  gar ot A B Tem Ulmes o mim Ubmsis s oo femxe OV BRS Giplemaraim
BT Walsh, CYC/RT | CYC/RT x x Hazard ratio:
(64F) 2000  RCT  “xupE X o 46 o 53 0.87(0.58-1.29) Low
— Zaumer Rk ratioh _ B A ELTATERLSN TG
(104) 2002~ ROT CGYOrPE L OYC 18 2 10 2 0.83(0.133-5.23) LU - FAISRIE AT
SET (AAVES:E) Szpirt, CYC(x | CYC(* Risk ratio': F—TUINLDRBETHYFHE
(54F) 2011 RCT  cyAnPE  cyA) 16 4 16 6 067(067-192)  SOMe conCems pemiatn Bl
. Walsh, CYC/RT  CYC/RT + + Relative risk ratio: F—TUSRILORERTHYEE
Rs 09 200  RCT “xape X 352 204 352 202 101(0.89-1.15)  SOM€ CONCCMS st n Bt
Zaumer Rk ratioh 21 HELFETERESN T
B (104F) " RCT CYC+PE| CYC 18 4 15 3 ISk ratio - High L, EFTICIRBEENA-TORILA
2002 1.11(0.29-4.21) s
m Szpirt, CYC(+  CYC(£ Risk ratio': F—TUSNLOHBRTHY FEE
s 2011 RCT cyanPE  cyA) 10 ’ 10 ? 1000054-184)  °MC NS pE B AT N DI
e s Walsh, CYC/RT CYC/RT X X Hazard ratio: F—TUSRILORERTHYEE
ESRDRAEZR (%) 2020 RCT | “xupE X 352 67 352 /1 0.81(0.57-1.13)  SOMC ONCCMS e mmaENn 18
Bt AZLABETERIESA T
. Zauner, Risk ratio: 8 L, FRIICRESh=TOraLLA
ESRDSIESR (10%) | “p5gp ' | RCT | CYCPE| CYC 1L ! 15 6 1.25(0.58-2.71) High m\ﬁ? g?%tg ?L ﬁﬁé.;/r&‘y rEEE
LTSN TLVELY,
ESRDFE4E 5 Szpirt, | pop | CYO(x  CYO(x . 0 . 4 Risk ratio": A—TUSN L OHBRTHY FlE
3 A) 2011 CyAMPE = CyA) 0.11(0.01-1.91) SOMe COoNCems qygz & mEFh 51=6
ESRD s 4E 2 Szpirt, CYC(x | CYC(=x Risk ratio: A—=TIRNILOREBETHYFHEE
(54) 2011 RCT cyanPE  cyA) 10 2 10 ! 0.29(0.07-1.17)  °°MC N DEEMREFTNLI
e s Walsh, CYC/RT CYC/RT % % Incidence rate ratio: F—ToSRILOHBTHY T EE
=g (2 2020  RCT “xape X 352 224 352 225 1.21(0.96-1.52)  S°M€ CONCCMS pymmRa LN Bt
B R RAER Walsh, reT  CYC/RT CYC/RT 359 ol 359 it Incidence rate ratio: A—=TIRNILOREBETHYFHEE
(124 8) 2020 X+PE X 1.16(0.87-1.56)  SOM€ CONCEMS e R aEn Bl
FEQoL Walsh, CYC/RT CYC/RT o o Mean Difference " F—=TUIR)ILORERTHY T &
SF36-PCS (124°8) | 2020 RCT | “xapE X %2 | BMEARE 362 BRERRE 00 0a7t0061) SOM COMCEMS EmiaEnBl-th
FEHQOL Walsh, CYC/RT CYC/RT = =T Mean Difference: F—ToSRILDOHBRTHY T EE
SF36-MCS (124 8) | 2020 "CT  xsPE X %62 | BMEARE | 952 | BHETEE | 055 (067t0176) O™ oMM OEEH TN

% Cochrane Database Syst Rev. 2020;1:CD003232 (https://doi.org/10.1002/14651858.CD003232.pub4) &) 5
T AR ED BRevmanS AZF AL EICTEY




CQ2-1 YR INAFRYI)—&557

Outcome

death

sustained remission
ESRD

SAEs

severe infections (12m)
SF36

death 10y

NA

relapse 10y
AAV-related death 5y
relapse by

ESRD 3m

ESRD 5y

Qverall Bias

Selection of the reported result
Measurement of the outcome

Mising outcome data

Deviations from intended interventions

Randomization process

Walsh 2020
Walsh 2020
Walsh 2020
Walsh 2020
Walsh 2020
Walsh 2020
Zauner 2002
Zauner 2002
Zauner 2002
Spzirt 2011
Spzirt 2011
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Deviations from the intended interventions
Missing outcome data
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Selection of the reported result



CQ2-1 Z#LANFAvYE

€CQ2-1: 7L AMTAYE BT (£HEIR)

Mgz |HY M3}l Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Zauner 2002 2 18 2 15 3.4% 0.83[0.13,5.23] 2002
Szpirt 2011 4 16 6 16 10.3% 0.67[0.23,1.92] 2011 v
Walsh 2020 46 352 53 352 86.2% 0.87[0.60, 1.25] 2020 -
Total (95% ClI) 386 383 100.0% 0.84 [0.60, 1.19] <
Total events 52 61

|

Heterogeneity: Tau® = 0.00; Chi® = 0.21, df = 2 (P = 0.90); I* = 0%

0.1 02 05

1
2 5 10
Test for overall effect: Z = 0.98 (P = 0.33) o . o .
MIFREEITOIEFSA MERBPETHLROIESIN
FELEERAEL FELEERAEL
€CQ2-1: 74LAMFOvL ERSD (RHBAR L) LRI (LK)
mEFRHEHY mIFREEL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Zauner2002 7 18 6 15 21.9% 0.97 [0.42, 2.27] 2002 4*7
Szpirt, 2011 2 16 7 16 9.2% 0.29[0.07, 1.17] 2011 ™
Walsh2020 67 352 71 352 68.9% 0.94 [0.70, 1.27] 2020
Total (95% Cl) 386 383 100.0% 0.85 [0.54, 1.33]
Total events 76 84
[ 2 _ . 2 _ _ 12 — 0 } } 1 } }
Heterogeneity: Tau® = 0.05; Chi® = 2.68, df = 2 (P = 0.26); I* = 25% 0.05 0> T ! 0

Test for overall effect: Z = 0.70 (P = 0.48)

MIFRPEITH=IESH
ESRD FIEFEHEL

MIFRBEITHEDNESIN
ESRD HFJERAELY



€CQ2-1: 74LANTOvr Efg#RF(12 hA)

miFxREHY MRl Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
Walsh 2020 204 352 202 352 100.0% 1.01 [0.89, 1.15]
Total (95% ClI) 352 352 100.0% 1.01 [0.89, 1.15]
Total events 204 202

0.01 0.1 1 10 100

Heterogeneity: Not applicable

Test for overall effect: Z = 0.15 (P = 0.88) N ~ .
MIFTBEITHENEIS MERBRETLIESN
BEfEEENTL BRI AN
€CQ2-1:7xLANTOvd B (2ER)
mEgsMmpY  mIERMAL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Zauner 2002 4 18 315 17.4% 1.1110.29, 4.21] 2002 '
Szpirt 2011 9 16 9 16 82.6% 1.00 [0.54, 1.84] 2011 ——
Total (95% Cl) 34 31 100.0% 1.02 [0.58, 1.77]
Total events 13 12

Heterogeneity: Tau? = 0.00; Chi® = 0.02, df = 1 (P = 0.88); I* = 0% 0=1 0=2 055 : é 5
Test for overall effect: Z = 0.06 (P = 0.95) A ot 35 M A ESA
BRENMEL BRENMEL



€CQ2-1:74LAMTOYE SEAs(EELHEER) (6 4F)

mE % HY m#ER AL Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Walsh 2020 224 352 225 352 100.0% 1.00[0.89, 1.11]
Total (95% CI) 352 352 100.0% 1.00 [0.89, 1.11]
Total events 224 225
Heterogeneity: Not applicable i i ! I I
Test for overall effect: Z = 0.08 (P = 0.94) wj;m gﬁo()ﬁ; " : mﬁg;;%ﬁ 5 m\l';a "
SA7Es D R 5 EAEL SAEs MDFAEFEHEL
€CQ2-1: 74LAMTAYE EfERESE(12 M A)
ME %5 Y Mg L Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Walsh 2020 76 352 65 352 1000%  117[087,157) I
Total (95% Cl) 352 352 100.0% 1.17[0.87, 1.57] €@
Total events 76 65
Heterogeneity: Not applicable — —
S5 0.7 .
Test for overall effect: £ = 1.03 (P = 0.30) mﬂ%ﬁ»}@fgéotoliaﬁ 1 Jiuiﬁliézﬁ%irbﬁb\(i%ﬁ

BIEREEDREERDN A BRI D FIE R
BN HYMELY



€CQ2-1: 74LXFFOvk SF36-PCS (FaiRY QOL £Efii) (12 » A)

MEXBR/HY  MRRBGL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Walsh 2020 39.04 10.3562 352 37.96 10.3562 352 100.0% 1.08[-0.45, 2.61] "l—
Total (95% C) 352 352 100.0% 1.08 [-0.45, 2.61] 2
Heterogeneity: Not applicable i X ) § A

Test for overall effect; Z = 1.38 (P = 0.17)

MEFRWEITHOENEIA MERBETOREIN

FATRET QOL A E LY w2 QOL SEEAE LY

€CQ2-1: 4L AR FAvYE SF36-MCS(B{A#) QOL EF{i) (12 ™ A)

e %50 IMmEE T AL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
Walsh 2020 51.94 8.2579 352 51.4 8.2579 352 100.0% 0.54[-0.68, 1.76]
Total (95% Cl) 352 352 100.0% 0.54 [-0.68, 1.76]
Heterogeneity: Not applicable 10 3 ) ! 1

Test for overall effect: Z = 0.87 (P = 0.39)

MFRBETHENFIA MBERBEIToEIH

SREI QOL FHEATELY B {k# QOL SEEA S L



C02-1 HRDFEL® (SoF) T—TJL (RCT)

CQ2-1 : EEZ MPA/GPA MEMEAARBETROSIILOOILFIaA F+5I)Laa)LFaA FREFEIEE+I70KRR 77 I FEEEFEYYXOTITEEOS /)L
FaAA4 F+5 )30 Fa4 FREFIEZ+70KRRAT77I FEERFY YT THMBERBOES SNEEAMN?

Patient or population: AAV
Setting:

Intervention: PE
Comparison: no PE

Anticipated absolute effects’ (95% ClI)

Relative effect Ne of participants Certainty of the evidence
CRlones (95% Cl) (studies) (GRADE) S
Risk with no PE Risk with PE
B 159 per 1,000 134 per 1,000 RR0.84 769 DPPD
(£ HARS) ’ (96 to 190) (0.60 to 1.19) (3RCTs) HIGH
ESRD 186 per 1,000 RR0.85 769 PDD
(& H3R9) 219 per 1,000 (118 10 292) (05410 1.33) (3RCTs) MODERAQ :
B 574 per 1,000 580 per 1,000 RR 1.01 704 OPPD
12 # B) ' (511 to 660) (0.89 t0 1.15) (LRCT) HIGH
B 395 per 1,000 RR 1.02 65 fasYa)
(L H#3R) 387 per 1,000 (225 10 685) (05810 1.77) (2 RCTs) LOVCV?, zO
SAEs 639 per 1,000 RR 1.00 704 SPISPISEISY)
(6 %) 639 per 1,000 (569 to 710) (0.89 o 1.11) (LRCT) HIGH
BB FAE 185 per 1,000 216 per 1,000 RR1.17 704 PPPD
12 5+ 8) ' (161 to 290) (0.87 t0 1.57) (LRCT) HIGH
SF36-PCS The mean SF36-PCS 0 B sler 704 OODD
(12 » B) was 0 (0.45 lower to 2.61 higher) ) (LRCT) HIGH
SF36-MCS The mean SF36-MCS MD 0.54 higher 704 OOOD
(12 # B) was 0 (0.68 lower to 1.76 higher) ) (LRCT) HIGH

*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; MD: Mean difference

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
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002 R & SRR

@®PubMed BFRK

#7 Add Search #5 AND #6 46 12:10:20

#6 Add Search (“Plasma Exchange”[MH] OR “Blood Component Removal”[MH]) 21114 11:59:36

#5 Add Search #1 AND #2 AND #3 AND #4 339 11:57:19

#4 Add Search (Humans[MH] AND (English[LA] OR Japanese[LA]) AND (”1994”[PDAT] : “3000”[PDAT])) 7665228 11:57:03

#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 11:56:35

#2 Add Search cyclophosphamide 62732 11:56:07

#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 11:55:35

®%RA . 2015/1/12

OEFFHEBRER

& K- F P BRI B HARBEE/TH or ANCA BB E £ /AL) or ME X-HIFFERMMEHARE/TH or BMBMZSFRMELX/TH or IFEEEKME SR ME X MEPISFIESE/TH or IFEABKMESRME X1
AZIERE/TH or £RME XMNZFIEE/TH or FEEIKM S RME XMERNFERE/TH or (BEB/AL and (IME#/TH or ME#K/AL)) or (pauci/AL and immune/AL) or RIKIKE K- E1T14/TH
or MAIKARERIEARIE/TH or ((ZREMARX-FEEHE/TH or LRENRK-FEETE/AL) or (ZHEIMRK-FEEME/TH or EETMELHKEMRK/AL) or (ZFEIRK-FEEIME/TH or FEETME L FIESIAR 2%
/AL) or (ZHBIARX-FEEE/TH or #EETMEEIAREBE #%/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (TY TV b—TRX-25M/TH or 2B T T b—TX/AL or
Goodpasture SEEEE/AL or 4"y KSR F v —JE{&EEE/AL or (IgA/TH and & %/TH) or Henoch-Schoenlein/AL) 11,559

#2 (B R-F BRI B AREE/TH or ANCA BEEME 2/AL) or MER-HuIFHEMMRRENIARE/TH or BEMEIEMNZHEMER/TH or IFELEkME LR ME K MERISEIERE/TH or FEAERML R M
ERMRZFEE/TH or BROEXMERZFEE/TH or FERERMZHME XMEHZFIELE/TH or (BRB/AL and (IWEH/TH or ME2/AL)) or (pauci/AL and immune/AL) or ARERIAE #-ZERHEST
4/TH or ARBRAEERIUAE/TH or ((ZHEIPRA-FEETME/TH or ZHREARX-FEETME/AL) or (ZSRBIRLX-FETHE/TH or HEMEZFEBARK/AL) or (ZHREARK-FEEE/TH or HEEMHEZ RIS
BR#%/AL) or (ZRENNRX-FEEITE/TH or FEETEENARBEIEX/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T 5T b—FRX-25M/TH or €54 T) T< b—TX/AL
or Goodpasture fEIREE/AL or &y K/INRF v —fEREE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808

#3 #1 or #2 12, 367

#4 RD=AHF7F1 IR or RD=5 & LIbLLLEEAER or RD=#3 > 4 LILELEGERER or RD=LLEHAZT or a7Rk— MEFZE/TH or FEFIXIERHAZE/TH) and (CK=E k and (CK=mk A (19~44) or CK=ch4F
(45~64) or CK==#r3& (65~) or CK==#r3& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZ:%30) and (LA=HA:ZE) 72,640

#5 #3 and #4 23

#6 ((Cyclophosphamide/TH or Cyclophosphamide/AL) or OS2 AHRRX 77 = K/AL) and (("7VLREEE (EEWEEE)"/TH or /LR EEE/AL) or ((M#E3cH#/TH or M#F3THA/AL) or (MMKRELH
BEE/THor 77z L—IX/AL))) 2,056

#7 #5 and #6 5

¥%H : 2015/1/17



#1 (M R-HFh B EHIRREE/TH or ANCA BESEM & 26/AL) or M K-HitFhERMAEEHIRRDE/TH or BEMBMSRMER/TH or IFEEBRME SR ME R IENZFIEAE/TH or IFREIRME S RME R ERFIELE/TH or £
FMEXMERFEE/TH or IFERIRM SR MERIENZFIEE/TH or (BIRB/AL and (ME2/TH or ME#/AL)) or (pauci/AL and immune/AL) or RERIAE K-SEMETM/TH or FARRAEEBRIKE/TH or ((ZHER
R-HEEE/TH or ZRBIIRA-FEETIE/AL) or (ZHEARK-FEEE/TH or EEMELRBIIRK/AL) or (ZHENARX-FEEHE/TH or FEEIMEL FHIMEEARK/AL) or (ZREIMRA-FEEIME/TH or FEETIESIAREE 2¢/AL) and
((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (T F< h—FTR-2 &1 /TH or 28T F< F—F RX/AL or Goodpasture SE{EEE/AL or 4w K/SRF ¥ —iE{EEE/AL or (IgA/TH and M %/TH) or
Henoch-Schoenlein/AL) 11, 559

#2  ((MEX-HIFh R EHIRRSE/TH or ANCA BSSEME X/AL) or MEX-HiFhEkMMEEHIRESE/TH or BEMBMNSHEMEX/TH or IFEEIRIE S RME X MERZFIERE/TH or IFEAIKIE SR ME X ERNZFERE/TH or %
FMEXERFIEME/TH or IFEEERME S RME RMENZFEAE/TH or (BMRA/AL and (IME2/TH or ME#/AL)) or (pauci/AL and immune/AL) or RERAE h-SuEMEITHE/TH or FUARBRAEERAE/TH or ((ZHEIAR
K-FEEIE/TH or ZRBERA-FEEIME/AL) or (B HENRAX-KEHE/TH or BEEELZRBIIRIK/AL) or (ZHEMRX-FEHME/TH or HBEIMES FHMEEARE/AL) or (ZRBIBRA-FEEIME/TH or FEETMESIAREE2¢/AL) and
((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (LT b—TX-25M/TH or £5M T 1) T b—TX/AL or Goodpasture fE{EEE/AL or &' K/XRF v —fEfREE/AL or (IgA/TH and mE#/TH) or
Henoch-Schoenlein/AL) 808

#3 #1 or #2 12,367

#4 RD=AAZTFTF 1R or RD=5 & LILLLEERER or RD=#3 o 4 LIELLLEEAER or RD=LLEHAZE or a7R— FWAZE/TH or SEMIXIERRAZE/TH) and (CK=E k and (CK=pk A (19~44) or CK=mh4F (45~64) or CK==#&r#& (65
~) or CK==#5% (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=IRZi%3X) and (LA=BA3E) 72,640

#5 #3 and #4 23

#6 ((Cyclophosphamide/TH or Cyclophosphamide/AL) or #O< 4 O/KRA T 7 I K/AL) and (IM¥E3H/TH or MIE3THL/AL or (MiER S BRZER/TH or 77z L—I X /AL)) 561

#7 #5 and #6 1

¥%H : 2015/1/17

#1 (B R-sF IR B AREE/TH or ANCA BE:EME 26/AL) or MEXR-HIFHERMRERIARE/TH or BRMIRMZHME %/TH or IFELEKMELHKME XMERSFIERE/TH or FEABKMES RN
ERMUEAFIERE/TH or LHRMERMEAFIERE/TH or FEAKMELZSROEXERZFELE/TH or (BRBE/AL and (IEH/TH or mMEH/AL)) or (pauci/AL and immune/AL) or RERAE -2 HRELT
%/TH or MARBRAEEEERMAIE/TH or ((ZHEIARA-FEETME/TH or ZSRENRKR-FEEE/AL) or (ZSHRBIARK-FEEHE/TH or FEEMHELSHBIIRK/AL) or (ZSHBIIRK-FEETE/TH or #EEIMHEZRMES
A% /AL) or (BREIRX-FERTIE/TH or #EEEEIARFEE%/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) not (LTI b—TR-2£5M/TH or 25T T F—TX/AL
or Goodpasture JEI&EE/AL or 'y KINRF ¥ —JEIZEE/AL or (IgA/TH and mE #/TH) or Henoch-Schoenlein/AL) 11,559
#2 (M€ R-FhERHRE EHAREE/TH or ANCA BEEME #%/AL) or ME Xt ERMMBEHARE/TH or BAMEBEMLHRMEK/TH or FEIRKMELRME XIEAFIEAE/TH or IFEEIKMEZ KM
ERMRZFERE/TH or ZROEXMRIFEE/TH or FERERMZRME XMERZFIELE/TH or (BRB/AL and (IWEH/TH or ME2%/AL)) or (pauci/AL and immune/AL) or SRERIAE #-ZRHEST
4/TH or ARBKARERERMAIE/TH or (ZHBARAX-FEEIME/TH or ZREPRK-FEEHE/AL) or (ZRERK-FEEHIE/TH or FHBEIMELHKBIRK/AL) or (ZBHREBARK-FEEIE/TH or #EEIMHZRMED
BR2¢/AL) or (ZHEBHARK-FEETTE/TH or #EETMESIARFFE 2¢/AL) and ((PDAT=1994/01/01:2006/12/31) or (DT=1994:2006)))) and (T 7<% Fr—FTR-£5M/TH or £85I T3 F—FX/AL
or Goodpasture fEIREE/AL or &y K/INRF v —yEREE/AL or (IgA/TH and Mm% #/TH) or Henoch-Schoenlein/AL) 808
#3 #1 or #2 12, 367
#4 RD=AZF7F IR or RD=5 V& L{LLLEEAER or RD=#3 > 4 LILLLEERER or RD=LLEXHAZE or a7Rk— MERZE/TH or SEMIXIERRRZE/TH) and (CK=E k and (CK=mk A (19~44) or CK=rp%
(45~64) or CK==#&r& (65~) or CK==#&53& (80~)) and PDAT=1994/01/01:2014/12/31) and (PT=[RZEi#3X) and (LA=BAAX:E) 72,640
#5 #3 and #4 23
#6  ((Cyclophosphamide/TH or Cyclophosphamide/AL) or 4 AKX 77 = K/8)LA/AL) and (M0#E3c#a/TH or M#EacHa/AL or (MKREKHBEEE/TH or 77z L— X /AL)) 567
#7 #5 and #6 1

W% A :2015/1/17



@CENTRAL &=

#

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

#2

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

#3

#lor #2 197

#4

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

#3 and #4 110

#6

((plasma exchange) or plasmapheresis or apheresis):ti,ab,kw (Word variations have been searched) 1738
#7

#5 and #6 18

Publication Year from 1994 to 2015, in Trials

#8

#7 not pubmed 7
®Z%EA : 2015/1/17
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>

C02-2 TEF>ARATOT77A4 1"

Qual ity assessment No. of patients Effect
No. of Study Risk of Inconsistency Indirectness Imorecision Other GC+POCY GC+POCY Relative Absolute Quality Importance
studies  design bias y P considerations +PE +GC /N)LR (95% CI) (95% CI)
= @HA)
randomised not . . very 11/70 11/67 RR 0. 96 7 fewer per 1000 12100
1 trials serious not serious |not serious serious? none (15.7%) (16. 4%) (0.45t0 2.06) | (from 90 fewer to 174 more) Low? CRITICAL
(125 A)
randomised not . . very 19/70 16/67 RR1. 14 33 more per 1000 12100
1 trials serious not serious |not serious serious? none (27.1%) (23. 9%) (0.64 to 2.02) | (from 86 fewer to 244 more) Low? CRITICAL
e G %)
randomised not . . very 35/69 35/68 RR 0.99 5 fewer per 1000 12100
I trials | serious | "OF Serious [not serious| .\ e2 none (50.7% | (51.5% | (0.71 to 1.37) | (from 149 fewer to 190 more) Low? CRITICAL
KEPELE QA
randomised N . . L 22/70 34/67 RR 0.62 193 fewer per 1000 12100
1 trials serious' | not serious |not serious| serious none 31, 4%) (50. 7%) (0.41 to 0.94) | (From 30 fewer to 299 fewer) Lo CRITICAL
RKPBELE U2 nA)™
randomised N . . L 29/70 38/67 RR 0.73 153 fewer per 1000 12100
' | trials | Serious | ot serious jnot serious| serious none @4 | 66.7% | (0.52 to 1.03) | (From 17 more to 272 fewer) | Lowe | CRITICA
KPBELE G F) ™
randomised N . . R 40/69 46/68 RR 0. 86 95 fewerper 1000 15100
! trials | SCrious’ | not serious |not serious | serious none (58.0% | (67.6%) | (0.66 to 1.11) | (from 74 more to 230 fewer) |  LOW': CRITICAL

No. of
studies

Study
design

ERGHERE (12H2A)

Risk of
bias

Qual ity assessment
No. of patients

Inconsistency Indirectness Imprecision

Other
considerations

GC+POCY
+PE

GC+POCY
+GC /8L R

Relative
(95% CI)

Effect

Absolute
(95% CI)

Quality

Importance

randomised A . . very 35/70 32/61 RR 1.05 24 more per 1000 1000
1 trials | Serious’ | not serious |not serious| ;o o none (50.0% | (47.8% | (0.74 to 1.48) | (From 124 fewer to 229 more) | VERY Low-2 | CRITICAL
FERLERE (12HA)
randomised A . . very 20/70 17/67 RR 1.13 33 more per 1000 1000
1 trials | Serious’ | not serious not serious| .\ none 28.6% | (25.4% | (0.65 to 1.96) | (from 89 fewer to 244 more) | VERY Low-2 | CRITICAL
BY 65
randomised A . . very 10/69 16/68 RR 0.62 89 fewer per 1000 1000
1 trials | Serious’ | not serious |not serious| ;o o none (14.5% | 3.5% | (0.30 to 1.26) | (from 61 more to 165 fewer) | VERY Low.2 | MPORTANT

MD : mean difference, RR: relative risk
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CQ2-2 Evidence to Decision T— 7L
i

7]
PROBLEM

CRITERIA

ZOMBIFEBEIBHEASVTT M ?
Is there a problem priority?

FYEELGHECRIMOHSMHERL, & YEBEIRMAS
{#%

HIFE
JUDGEMENTS

O\ R

Or kX4 AIAY4
OFFEER
@57 < T
OlZ Ly

O—#IZIFE 2 AL

YH—FIETUR
RESEARCH EVIDENCE

REHOBRRELHIIETVRGL

BINEIg
ADDITIONAL CONSIDERATIONS
ATFOA4 K/NLREMBZBEOEEZETS
CEEHINELOIEEIRTDHEILE
ETHAS.

ZTDHBOFIHELE

BENEFITS & HARMS OF THE OPTIONS

CHOIETUVRDERMIZIEEE (BEDEE) XEAT

OB FEL L
@3EFE (TR

gn? e
What is the overall certainty of this evidence? O L
OFEEHECEHRENKE L

FELETOMHLICENEITOMEZE K MZDLT,
BERGAEEELHY EFTH?

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

TCEPFEE%TE@ SN KE LVATRE
ORELGREERMECSHRMENZ LY
AIRETE

OKELTTHERMELSHMENLZ L
OMEZE LTSN E > MFEH

FHRINDIEFLVLHREKREVNTTHM?
Are the desirable anticipated effects large?

Ounihvz
OT:,Si/uL\L\i
OFBA

Q- SAlFLy
OlFLy

O—#IZIFE 2 HL

Oz
OT:tSi/UL\L\i
FRENZLELHVHRENENTTA? QT3
. - .T:Ib\/\llill\
Are the undesirable anticipated effects small?
OlFLy
O—@IZFEZ W
Ounihvz
OT:tSi/UL\L\i
EFLOHRFILEFELLBLVHRLYVEREVTTA? |OFH
Are the desirable effects large relative to @ -SAIEL
undesirable effects? Ol

O—8FIZIFE Z 40

IETURADEKRMGIEREN

—SIEFVRATAITI7Z7MILD “Quality” 238

FRINDIEFLLHR - EELLBLHRD

REe

SIEFVRTAT 7LD “Effect” #8HW

LT, RHBARELREERLT U MAHLNY
aEND.

VI 257 45— HEZE 1] - (5)
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MBFZXMEKIZLEERZREHS. L
L, MIERWMATE DR TIE, AAV [Zxt
L TOmBERBORREZVMNE LA
MR ETIERBRLAH S ER b, BEA
IZHIETESDTIEALD.




DEESNDERFEDLGENTTIMN?

Are the resources required small?

QLT
Of=3RAL N Z
OFH

Of=R Al
Ol

HHOBMELDZIETURAL

MBI HEGERITDE LB (BR
EREETD) EROND.
HEREREERHNE HERHMB [BXE
fifiF SHERTR A BHE TR B SR
(MIERBPAIRELE BN D) BRFRHE

& sk (587 HEE%).
B O—#EIZIFE 2 AL
K
w3 Oz 2R MIHREREEEHE XEEHF [T [MEXREIR AN ZLO0, B
L — 3% > — -8 %Eﬂﬁ‘ n;d— s E 2 .
=z bEERORE RS SEEILEEY) 1 | SEINE e SERRL £ SIAREEBTENG, BRSNS
fﬁ:élj;ri:;ni:_tfl\iost small relative to the net O 7= SAELY (4) BHEDIZ k
. OlE Ly Otk T 2 B AR
benefits? %%%j\\; ; JE 5 A B
O—#IZIFEZ AL
@=h MEHOBMELLIIETUREEL RIEIC K > THEITT 2 E SN EH S TEE
- A [ L
_ [REREAORBEATLLSH? et -
“'U . . i . ? Ll
5’ % What would be the impact on health inequities? Ot S A ( p38 12) 28
S O

BEEEZFOTBERYC IOV I LRLIYESLEEIND

O—#IZIFE 2 AL

ZltAh

ACCEPTABILITY

FOATLIVEEBRBERAT—IRILEI—IZRITANLDN
FIM?
Is the option acceptable to key stakeholders?

Oz
@-SALNZ
Of= A lFL
OlF Ly

O—#IZIFE 2 AL

RHORIMERDIIETVRAGL

MmIFZMIREANTHY, TRIEZT
ANBNTHSS. SREEAABROS
MABETHSS.

ESE )5k

FEASIBILITY

FOX T 3 VIEERENTRETT M ?
Is the option feasible to implement?
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@7-S ALY
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C02-2 ZTARAELSY FT—7TIL (RCT)
&Jayne DR, et al. J Am Soc Nephrol. 2007; 18:2180-2188.

REBRTHI > RCT

FREEE BRI 9 M E, 28 fHbk

HAANEE

~ m# -~
(EUVAS 7RIS 407 & & B IS5 RO ANCA BIEME S Cr 500 umol/L BLE

18 Mok, 80 AL, F+o7adtst. iEiRsh. BHES. BEIFXR, CEIFX, HIVRERRE tHOBSRERE, M BN HEBHEEITBEERTHRE
BOMRRERE. AR 24 BELUAICAIHRFEREZET SL50MRENZECEEGMERX. T2 M) —dIIC 2 BMOER. T2 bY—1 &40
Cr200 umol/L LA L. BIEEDHLGAGZRIERE. RIS AEMERIEEROIEBANLUATIZHS. CF 10 AZA THHEAS 2 BRLLE. 500mg LLE®D GC /L
A. BIELIAICPEFEST. #0O G AEMNIMAULE. HBREF~ADTLILX—

PRoVELZE

GC & POCY (It & LRIk, 6 MARIZPOCY &Y AZA~NEE
GC: PSL1mg/kg/day TRAA L 5~12 M B(Z 10mg/day = T
POCY: 2.5mg/kg, 3 AT 1.5mg/kg

AZA: 2mg/kg

PE 2 (n=70)
PE (X7 [@% 14 BLIRIZHELT
GC /X)L R B (n=67)
GC /LA 1,000mg/day T kY —BatAA 5ER 3 A

B 12 A

KPFREE : BRELGC, B &b 6 BME LEmMERE
B - BIAOESR - HLL

B, BRLGEDER

I B3 1268
. . 2 KHEFRL 3, 12/A
S T A o e
SEERTRE AT ™ kL & SF{ES s RRLmmERE - 10
4 BEBRERE 1208
SMEDER (FHHE) TIER 66 8 (22~81)
) PE £ (70) GC /L REE(6T)
SI0E O REEE NS
SMEOERKBAR GPA/NPA 18 /52 £ 24 £,/43 %
BREEEOEE 1009% (Cr 500 umol/L LIE: 735 (498~1,669))

BRE CrirE) BE Y LFTF=> PEEE: 754(500~1,669) umol/L  GC/S)LREE : 718(498~1,566) umol/L




®Walsh M, et al. Kidney Int. 2013; 84: 397-402.

REBRTHI > RCT

FLREE FRJN 9 M E, 28 fEEk

FFRD GPA, MPA137 £&
RE T Pauci-immune DIFEFEHE =1L, N2, FARKRETX.
Cr 500 umol/L L\ EF - IXBMBEEEET HE

HAANEE
(EUWAS R D872 £ 3 S IFEEH)

FH<18 or >80 %, F+H7EHE, ik, BUESOBE, B R XHFME, HCVHifk+, HIVik+, ZotosSttECREREKE,

GBM iR+ FE - (LB 126 2B THRROEHE, ARk 24 BELRNICAIFRFEREZE T HMBEMO &L 5% |ife-threatening LEINMFE,

2B & Y LIRTOBAN, 1 F810 Cr 402, 3mg/dl, ZRMLGRRAICK SETRE, MBFMICEIASWREN - FAKRBEERTXOBRE, 2 8MULD
CY - AZA, >500mg M#E mPSL, 1 ELIADMIERMHE, >IAADEOPSL, HEBETHWSEADT LILF—

GC & POCY [Z@EI%. 6 MAICPOCY kY AZAZER

GC:PSL1mg/kg/day TRBA#E L 5~12 A A< 10mg/day & Ti#m

POCY: 5mg/kg (>60 @7 o 2mg/kg/B) THIAL, 3 HMA DA T 1. 5mg/kg/BIZHE.
AZP: 2mg/kg

PE 2 (n=69)
PE (X7 E#% 14 BLINIZHEAT
GC 7\ )L X B (n=68)
GC /L RIE 1,000mg/day T k') —Batah SiESE 3 A

R 5%

B REGL
B AEBIEEET &SGR I IXEBRE

B, ARG EDER

SEEREA T ™ A . RE: 5%
e ) KHBRE: 54

il 3 EmM: 5 &
SMEDER (FH1 L) PE Bt 67 % (60~70)  GC/SLREE: 66 & (59~T1)

PE & GC/NILREE
SNEOEBEERNR PR3-ANCA P& 14 : 271 & 314
GPA: 17 4& 25 &

BIREEEDEE 1009% (Cr 500 umol/L L EFE - IIBHEEZET HH)

BRE Crixly) BE EHHLTFZY PE 2 701 umol /L GC/SJLREE: 732umol/L




C02-2 YRY - NALTFTAT—TIL (RCT)
MERNEDEFH FHMER Risk of Bias ZDith
- %o)ﬁﬂ S ~
7YrhL|EEE | Ak AT pEs | PEE iy wep a1 M0 B gy g1 81y 117 D x|t Aman (TR 2 [MEXEASLE
DFELR WwmEE | (RCT?) (F§EIZ) 2 EI 5L 1B et 1k eI hi DIERLN DERIt Bt T NAL AT R (g;ﬁ*;%ﬁg)i B £ 58
SETC Jayne, GC+POCY+PE &
@A) 2007 RCT GC+POCY+GC /)L R 70 1 67 11 | ow | ow | ow | ow | ow | ow | ow
SETC Jayne, GC+POCY+PE &
12 5 A) 2007 RCT GC+POCY+GC /)L R 70 19 67 16 |ow | ow |ow |ow | ow |ow | ow
SET= Walsh, GC+POCY+PE &
5 %) 2013 RCT GC+POCY+GC /)L R 69 35 68 35 |ow | ow |ow |ow | ow |ow | ow
KREHA & Eﬁﬁégtg;
HER Jayne, GC+POCY+PE & , , S, BOEFERLIC
G mMA) 2007 RCT GC+POCY+GC /b X 10 22 67 34 [ow low high high low [ow low S Z TS AN 4
5
HER Jayne, GC+POCY+PE & , , S, BOEFRLIC
a2mA) | 2007 | RCT | acepocyeae stz | 7O 29 67 38 o e fow fow oW g B A
5
Jayne,
RKEBEFRL| 2007 GC+POCY+PE &
G | Malsh, | RCT | gc+Pocy+ac sz | 89 = c - Jail lw]
2013)
= j's
EEAHHE a*ﬁﬂ:éhfb\ &
el Jayne, GC+POCY+PE & ] ] L. EEAGHEICE
(%Ifﬁ) 2007 RCT GC+POCY+GC /)L R 70 35 67 32 | ow | ow high high | ow | ow | ow A E A2
DEEEMELH B
= 7l-~
BEBLE HRIESN TG
2L Jayne, GC+POCY+PE & : : LY. EERPEECE
(%Ef,\%) 2007 RCT GC+POCY+GC /)L X 70 20 67 17 |ow | ow high high | ow |ow | ow FaEHFASES
SEEEEN H D
Jayne, ;E___iﬁg 'ih‘CEB DS
5 %) (Walsh RCT GC+POCY+GC /)L R 69 10 68 16 |ow | ow high high | ow |ow | ow S5 7 TR AN B
2013) 5

BEEFERLERET - BREDITHL




C02-2 YRY -NATFRYRY—¢,T52, 74 LR TFAY kRCT)
€C02-2:Risk of Bias B 3BT

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 (atirition bias)

Incomplete outcome data {attrition bias)

. Random sequence generation (selection hias)

@ | Allocation concealment (selection hias)

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

@ | Selective reporting (reporting bias)

[ix]

E Selective reporting (reporting bias)

T Other bias

E L L 1 1 ]

= 0% 28% 50% 76%  100%
Jayne 2007 + + B Low risk of bias [ ]unclear rigk of hias B Hich risk of bias




€002-2: 74 LR +TAY ¢ REE

SET (3 M™A)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed,  95%Cl ~ Fixed, ,95% Cl
Jayne, 2007 11 70 11 67 100.0% 0.96 [0.44, 2.06]
Total (95% CI) 70 67 100.0% 0.96 [0.45, 2.06]
Total events 11 11
Testof ovarai eflect 2. 041 (P = 0.91) ol o 1‘ o0
' ' ' GC+POCY+GC /N JLRA DA GC+POCY+PE M A A
A ZL A ZL
SET (12 /M A)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight _ Fixed. . 95% ClI ~ Fixed, 95%Cl
Jayne, 2007 14 Thn 16 BT 100.0% 114 [0.64, 2.02]
Total {95% CI) 70 67 100.0% 1.14 [0.64, 2.02]
Total events 19 16
Heterogeneity: Mot applicable I I ! I I
Test far averall effect: £= 0.44 (P = 0.6E) 0.01 D°'1 . 1 10 100
GC+POCY+GC 7SILR DA M GC+POCY+PE D A HY
ELEHZ L AR AT AR
T (5 )
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight ~ Fixed, 95% Cl ~ Fixed, 95% ClI
Jayne 2007 (Walsh 2013) 39 B4 34 B3 100.0% 0.99[0.71,1.37]
Total (95% CI) 649 68 100.0% 0.99 [0.71, 1.37]
Total events 35 34
Testfor overal oot 7..0.08 (P = 063 oot 0 1' o 1o
Se= =k GC+POCY+GC 7\ JLR DA M GC+POCY+PE D A HY

FEHAZ N AR AT AR



€002-2:Risk of Bias &

XHBTFE

Jayne 2007

. Random sequence generation (selection hias)

. Blinding of padicipants and personnel (perfarmance hias)
. Blinding of autcame assessment {detection bias)

@ | Allocation concealment (selection biag)

@ | Incomplete outcorme data (attrition bias)

. Selective reporting (reporing bias)

@ | Other bias

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Selective reporting (reporting bias)

Other bias

%, 28% 50%

=

75%

100%

.an risk of bias DUncIearrisk ofbias

[l Hioh risk of bias




€002-2: 74 LR FOY b KEBTTFZE

EHBEFLGBHA)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Evenis Total Weight . Fixed,  95% ClI ~ Fixed, 95%Cl
Jayne. 2007 72 70 34 67 100.0% 0.62 [0.41, 0.94] . 2
Total (95% CI) i1 67 100.0% 0.62 [0.41, 0.94] <
Total events 22 34
T o GC+POCY+GC /X)L R DA A GC+POCY+PE (D75 4%
KEPBEFEMNZ L FKEBEFEMNZ L
EHBFL (125A8)|
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total VWeight . Fixed, ,95%(Cl Fixed, 95% Cl
Jayne, 2007 24 il ag 67 100.0% 0.73[0.82,1.03]
Total {95% Cl) [iLl] 67 100.0% 0.73[0.52,1.03]
Total events 29 a8
Heterogeneity: Mot applicable l l ! l l
0.01 0 1 10 100
Testfor overall effect Z=1.77 (P=0.08 .
I: :I GC+POCY+GC /N JLRA DA H GC+POCY+PE M A M
KEBERLMNE (N KHEELEMNEW
KHMBFRL G 45)|
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight Fixed, = 95% ClI . Fixed,  95% Cl
Jayne 2007 (Walsh 2013) 40 69 4F B8 100.0% 0.86 [0.66, 1.11]
Total {95% CI) 69 68 100.0% 0.86 [0.66, 1.11]
Total events 40 46
Testfor overall st 2o .17 (P = 0.24 ot o 1' 1w
T GC+POCY+GC /S IL R D548 GC+POCY+PE A AT

FKEBEFEMNZ L KEBEREMNZ Y



€002-2:Risk of Bias Bl ERSGHERIR

Random sequence generation (selection bias)

Allocation concealment (selection bias)

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

Incomplete outcome data (attrition bias)

. Blinding of participants and personnel (performance hias)

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

@ | Clinding of outcome assessment (detection bias)
@ | Incormplete outcomne data (attrition bias)

@ | Selective reporting (reporting bias)

E Selective reporting (reporting bias)
=
o Other bias
= : : : : |
o 0% 28% al% Ta%  100%
Jayne 2007 . B Low risk of bias [ ]unclear risk of bias Bl Hioh risk of bias
€C02-2: 74+ LR TRy b ERAHHERE
EESHHERRE(2H,A))
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weighi _ Fixed, ,95%Cl _ Fixed, |, 95% C|
Jayne DRW 2007 34 T 3z 67 100.0% 1.06[0.74,1.48]
Total (95% CI) 70 67 100.0% 1.05 [0.74, 1.48]
Total events 34 32
Heterogeneity: Mot applicable I f ] f i
Test for overall effect: =026 (F =0.749) 0.01 0.1 R 1 . 1o 1DD
GC+POCY+GC 7S ILR DA HY GC+POCY+PE A HY

EEGHEREN DG EEAMEREN DG



€C002-2:Risk of Bias ] EERBRPERIFER

. Random sequence generation (selection hias)

@ | Allocation concealment (selection bias)

. Blinding of participants and persannel (perfarmance hias)

. Blinding of autcome assessment (detection hias)

. Incamplete outcome data (aftrition bias

. Selective reporting {reporting hias)

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) _

E Selective reporting (reporting bias) _
5 other bias [ RN
"E_' L 1 L 1 ]
~ 0% 28% &0% 78%  100%
Jayne 2007 ' . .LDW risk of bias DUncIearrisk of hias .High risk of hias
€002-2: 74+ LR IOy b EERBRLERIEE
EERPERRE2HA))
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight Fixed, 95% Cl ~ Fixed, ,95% Cl
Jayne 2007 20 70 17 B 100.0% 1.13 [0.65, 1.9A]
Total (95% CI) 70 67 100.0% 1.13 [0.65, 1.96]
Tatal events 20 17

Heterogeneity: Mot applicahle
Testfor overall effect =042 (P =0.67)

10 100
GC+POCY+GC / S JL R DA
B E R REA D

—

.01 0.1

GC+POCY+PE MG AY
ERERRERBENDLL




€002-2:Risk of Bias &l H#%

. Blinding of participants and personnel {(peformance hias)

. Fandaom seguence generation {selection bias)
. Allocation concealment (selection hias)

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

. Selective reporting (reparting hias)

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)

E Selective reporting (reporting bias)
2
o Other bias
-lE—' L 1 ! 1 ]
Jayne 2007 © 0% 28% 50% A% 100%
(Walsh 2013) . .LDW risk of hias DUncIearrisk of hias .High risk of bias
€002-2: 24 LR +FOY +F BB
iR G )
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Eventis Total Weight Fixed, 95% Cl Fixed, 95% Cl
Jayne 2007 (Walsh 2013) 10 G5 16 GE 100.0% 0.62 [0.30, 1.26] —
Total (95% CI) 69 68 100.0% 0.62 [0.30, 1.26] -l
Total events 10 16
Heterogeneity: Mot applicable I I I I
Test for overall effect £=1.33(F =013 0.01 A 01 . 10 100 R
GC+POCY+GC /N ILR DA M GC+POCY+PE M A A

BEANZ LY BEANZ Y




002-2 #WRDFELSH (SoF) T—T )L (RCT)

CQ2-2: EFELBEELMYS ANCAEENE XDEREAAB TS IILOOLFAC(R+HEOSHYORRAI7IREHHATIDIE, FIILaa)LFa4R/ILRE
MmIFZBOESSRERN?

Setting:
Intervention: GC+POCY+PE
Comparison: GC+POCY+GC /3L A

Anticipated absolute effects* (95% CI)

- - Relative effect No. of participants Quality of the evidence
OUEConEs o L R SO Ll (95% CI) (studies) (GRADE) COMIENES
A Study population RRO. 96 137 00
@ AA) 164 per 1000 1(5784 her 313%0 (0.45 to 2.06) (1 RCT) LOW?
A Study population RR1. 14 137 00
12 5 B) 239 per 1000 2&%30% th(z)? (0.64 to 2.02) (1 RCT) LOW?
A Study population RRO. 99 137 ®e0O0
(5 ) 515 per 1000 5(13259§£ ;8(5)? (0.71 to 1.37) (1 RCT) Low?
KRBT L Study population RRO. 62 137 ©000
KEN:E 507 per 1000 9212(5)8032 199? (0.41 to 0.94) (1 RCT) LOW"®
KB L Study population RRO. 73 137 ©000
(12 A)* 567 per 1000 e (0.52 to 1.03) (1 RCT) LOW"3
KRBT L Study population RRO. 86 137 ©000
G &) * 676 per 1000 ST L (0.66 to 1.11) (1 RCT) LOW"3
YN Study population
EE% & fHIE 501 T RR. 05 137 1000
(12 75\}51) 478 per 1000 (3530%2 707 (0.74 to 1.48) (1 RCT) VERY LOW'2
BERBE Study population
e 287 per 1000 0.65 1o 1.96) (1'Ren Y o
= Study population RR 0. 62 137 6000
(5 F) 235 per 1000 124761 per 219%(;0 (0.30 to 1.26) (1 RCT) 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).
CI: Confidence interval; RR: Risk ratio; OR: Odds 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

* REIETRZ : RUMNORYPEFZ

1. BRIESNTEST, 7V FHLOHMICEET HAEEENHS.

2. MEMEMEOEEXESALLFR LAY LEDORS DERRTFEEZ F - =0
3. MRMEMOEERESALGFBORKREERMBEZ F1= 0.
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