DATA SUPPLEMENT

Appendix A. Search strategies

Table S1. Search strategies for systematic review topics

Search dates: May 2018; updated search July 7, 2022; updated search April 25, 2023.

The updated searches conducted in 2023 included both lupus nephritis and ANCA and combined all
subtopics (antimalarials, immunosuppressive treatments of both proliferative and non-proliferative

lupus nephritis
Database
PubMed

Search strategy

(wegener* OR systemic vasculitis OR ((renal OR kidney*) AND
vasculitis) OR rapidly progressive glomeruloneph* OR (glomerular* AND
necrosis) OR (glomerular* AND crescent*) OR anti-neutrophil
cytoplasmic antibod* OR antineutrophil cytoplasmic antibod* OR (anca
AND vasculitis) OR lupus nephritis OR "lupus glomerulonephritis” OR
"Lupus Nephritis"[Mesh])

AND

("Random Allocation"[Mesh] OR "Clinical Trial" [Publication Type] OR
"Double-Blind Method"[Mesh] OR "Single-Blind Method"[Mesh] OR
random* OR "Placebos"[Mesh] OR placebo OR ((clinical OR controlled)
AND trial*) OR ((singl* OR doubl* OR trebl* OR tripl*) AND (blind*
OR mask*)) OR rct OR crossover OR cross-over OR cross-over OR
"treatment switching" OR "Treatment Switching"[Mesh] OR RCT OR
"Randomized Controlled Trial" [Publication Type])

Embase

#1  ‘vasculitis'/exp OR ‘vasculitis'

#2  renal OR kidney*

#3  #1 AND #2

#4  ‘'rapidly progressive glomerulonephritis'

#5  glomerular AND necrosis

#6  glomerular* AND crescent*

#7  cytoplasmic AND antibod*

#8  antineutrophil OR 'anti neutrophil’

#9  #7 AND #8

#10 ‘anca associated vasculitis'

#11 ‘wegener granulomatosis'

#12 granulomatosis AND polyangiitis

#13 systemic

#14 #1 AND #13

#15 wegener*

#16 #3 OR#4 OR #5 OR #6 OR #9 OR #10 OR #11 OR #12 OR #14
OR #15

#17 'lupus erythematosus nephritis'

#18 'lupus nephritis'

#19 'lupus glomerulonephritis'

#20 #16 OR #17 OR #18 OR #19

#21 ‘'randomized controlled trial'

#22 'crossover procedure'

#23 'double blind procedure'

#24 'double-blind procedure'

#25 'single blind procedure'

#26 'single-blind procedure'

#27 random*

#28 factorial*

#29 crossover OR 'cross over'




#30
#31
#32
#33
#34
#35
#36
#37

#38
#39

'placebo’

single* AND blind*

double* AND blind*

assign*

allocat*

allocat*

‘volunteer'

#21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR
#29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36
#20 AND #37

#20 AND #37 AND ([article]/lim OR [article in press]/lim) AND
[2020-2022]/py

Cochrane CENTRAL

#1

#2

#3

(wegener™®):ti,ab,kw OR (systemic vasculitis):ti,ab,kw OR ((renal or
kidney*) and vasculitis):ti,ab,kw OR (rapidly progressing
glomeruloneph*):ti,ab,kw OR (“glomerular" and (necrosis or
crescent*)):ti,ab,kw (Word variations have been searched)
((anti-neutrophil or antineutrophil) and cytoplasmic
antibod*):ti,ab,kw OR (ANCA associated vasculitis):ti,ab,kw OR
(ANCA-associated vasculitis):ti,ab,kw OR (lupus nephritis OR lupus
glomerulonephritis):ti,ab,kw (Word variations have been searched)
#1 OR #2 with Cochrane Library publication date from Jan 2020 to
present, in Cochrane Reviews, Trials




Appendix B. Concurrence with Institute of Medicine (IOM) standards for guideline

development

Table S2. Guideline development checklist - IOM standards for development of trustworthy clinical

practice guidelines (1)
10M Standard

Establishing transparency

Description

Clear description on the
process of guideline
development.

Addressed in 2020 KDIGO BP
in CKD guideline

See Methods for Guideline
Development

Management of conflicts of
interests

Disclosure of a comprehensive
conflict of interests of the
Work Group against a set-
criteria and a clear strategy to
manage conflicts of interests

See Work Group Financial
Disclosures

Guideline group composition
and guideline development

Appropriate clinical and
methodological expertise in the
Work Group

The processes of guideline
development are transparent
and allow for involvement of
all Work Group Members

For guideline group
composition — see Work Group
Membership

For guideline development
process see Methods for
Guideline Development

Establishing evidence
foundations for rating strength
of recommendations

Rationale is provided for the
rating the strength of the
recommendation and the
transparency for the rating the
quality of the evidence.

See Methods for Guideline
Development

Avrticulation of
recommendations

Clear and standardized
wording of recommendations

All recommendations were
written to standards of GRADE
and were actionable
statements. Please see Methods
for Guideline Development

External review

An external review of relevant
experts and stakeholders was
conducted. All comments
received from external review
are considered for finalization
of the guideline.

An external public review was
undertaken in June 2023.

Updating

An update for the guidelines is
planned, with a provisional
timeframe provided.

The KDIGO clinical practice
guideline will be updated.
However, no set timeframe has
been provided.




Table S3. Adapted systematic review reporting standards checklist - IOM standards for systematic
reviews (2
Appropriate IOM systematic Addressed in 2020 KDIGO diabetes in CKD guideline

review standards*

Methods

Include a research protocol See Table 4 clinical question and systematic review topics in

with appropriate eligibility PICO format

criteria (PICO format)

Include a search strategy See Appendix A

Include a study selection and See guideline development process see Methods for Guideline

data extraction process Development — Literature searching and article selection, data
extraction

Methods on critical appraisal See Methods for Guideline Development — Critical appraisal of
studies

Methods of synthesize of the See Methods for Guideline Development — Evidence synthesis and

evidence meta-analysis

Results

Study selection processes See Methods for Guideline Development — Figure MC1 — Search
yield and study flow diagram

Appraisal of individual studies  The summary of findings tables in Appendix C & D provide an

quality assessment of risk of bias for all studies in a comparison between
intervention and comparator.

Meta-analysis results See Appendix C & D for summary of findings tables for meta-
analysis results for all critical and important outcomes

Table and figures See Appendix C & D for summary of findings tables

References

1. Institute of Medicine Committee on Standards for Developing Trustworthy Clinical Practice Guidelines. Clinical practice
guidelines we can trust. Graham R, Mancher M, editors. National Academies Press Washington, DC; 2011.

2. Institute of Medicine Committee on Standards for Systematic Reviews of Comparative Effectiveness R. In: Eden J, Levit L,
Berg A, Morton S, editors. Finding What Works in Health Care: Standards for Systematic Reviews. Washington (DC): National
Academies Press (US) Copyright 2011 by the National Academy of Sciences. All rights reserved; 2011.



Appendix C. Data supplement - Summary of findings (SoF) tables cited in the guideline text

Table S4.

Population: Patients with ANCA-associated vasculitis and mild-to-moderate CKD
Intervention: Rituximab
Comparator: Cyclophosphamide

Follow up 6 months

more)

Absolute effect estimates | Certainty of the
Outcome Study results and evidence Plain text summar
Timeframe measurements Cyclophosph Rituximab (Quality of Y
amide evidence)
Relative risk: 1.0 28 28
(95% Cl1: 0.21 - 4.7) per 1000 per 1000 Very Low We are uncertain
All-cause Based on data from . e isk whether rituximab
mortality 241 patients in 2 Difference: 0 fewer per | Duetoseriousrisk ;oo o decreases
6 months studies? 1000 of bias, Due to Very | 7,/ ce mortality at
Follow up 21 months | (95% Cl: 22 fewer - 104 | S€TIOUs imprecision? 6 months
(mean) more)
No studies were found
- 0, -
kidEnned Sdt;is%zse (95%Cl: -) ) that looked at end-
Y Difference: stage kidney disease
No studies were found
0, 0, .-
250 é)llgss of (95% CI: -) . that looked at >50%
Difference: loss of GFR
Relative risk: 0.89 92 82
(95% Cl: 0.42-1.92) | per 1000 per 1000
Based on data from . Moderate Rituximab probably
Infection® 241 patients in 2 Difference: 10 fewer per Due to serious made little or no
studies® 1000 imprecisionS | difference on infection
Follow up 21 months |  (95% CI: 53 fewer - 85
(mean) more)
No studies were found
0, .-
Malignancy (95% CI:-) . that looked at
Difference: malignancy
Relative risk: 1.02 661 674
(95% CI: 0.79 - 1.32) | per 1000 per 1000 Rituximab probably
Complete Based on data from . Moderate has little or no
remission 236 patients in 2 Difference: 13 more per Due to serious difference on
6 months studies® 1000 imprecision’ complete remission at
Follow up 21 months | (95% ClI: 139 fewer - 212 6 months
(mean) more)
Relative risk: 1.01 646 652 Rituximab may have
Complete (95% CI: 0.77 - 1.33) | per 1000 per 1000 Low had little or no
remission - Based on data from . D . difference on
PR3-ANCA 114 patients in1 | Difference: 6 more per 1000 u?rgo \r/ee(l:'i);isoer:éous complete remission in
6 months study?® (95% CI: 149 fewer - 213 P PR3-ANCA at 6

months




Absolute effect estimates | Certainty of the

Serious adverse

Qutcome Study results and evidence Plain text summar
Timeframe measurements Cyclophosph Rituximab (Quality of Y
amide evidence)
Relative risk: 0.95 636 604 Rituximab may have
Complete | (95% CI: 0.65 - 1.39) | Per 1000 per 1000 Low had little or no
remission - Based on data from Difference: 32 fewer per | pue to very serious differenceon
MPO-ANCA 114 patients in 1 1000 imprecisiontt complete remission in
6 months study“’ (95% CI: 223 fewer - 248 p MPO-ANCA at 6
Follow up 6 months more) months
Relative risk: 0.63 242 152
(95% CI: 0.35 - 1.14) | Per 1000 per 1000 Moderate Rituximab probably
Relapse Based on data from Difference: 90 fewer per Due o serious _ haslittle or no
1-6 months 187 patients in 1 1000 imprecision®3 difference on relapse
study-2 (95% Cl: 157 fewer - 34 from 1-6 months
Follow up 18 months more)
Relative risk: 0.93 818 rel
elative risk: U. er 1000 er 1000 ituxi
Sustained | (95% CI-0.66-13) | " P Low Flt'ttlzxg:“rfg gl‘?f)érzer‘]‘éz
remission | Based on data from 44 | Difference: 57 fewer per | pue to very serious on sustained remission
12 months patients in 1 study4 1000 imprecision’® 1 h
Follow up 24 months | (95% Cl: 278 fewer - 245 at 12 months
more)
Relative risk: 0.98 818 802
(95% CI: 0.89 - 1.09) | per 1000 per 1000 PR
Based on data from Moderate Rituximab probably

has little or no

242 patients in 2 Difference: 16 fewer per | puye to serious risk | . X
events <16 1000 i 7 difference on serious
studies of bias adverse events
Follow up 21 months |  (95% CI: 90 fewer - 74
(mean) more)

Measured by: No studies were found
Annual GFR | Scale: - Lower better
that looked at annual

loss Difference: GFR loss

Systematic review [448] with included studies: [427], [413] Baseline/comparator: Control arm of reference used for
intervention.
Risk of bias: Serious. Unclear of outcome assessors, resulting in potential for detection bias in RAVE 2010; Imprecision:
Very Serious. Wide confidence intervals, due to few events.
Serious infection
Systematic review [448] with included studies: [413], [427] Baseline/comparator: Control arm of reference used for
intervention.
Imprecision: Serious.
Systematic review [448] with included studies: [413], [427] Baseline/comparator: Control arm of reference used for
intervention.
Imprecision: Serious. Low number of patients.
Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Very Serious. Low number of patients, only data from one study, Wide confidence intervals.
. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. Low number of patients, Wide confidence intervals, only data from one study.
. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Serious. Low number of patients, only data from one study.

14. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.

. Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals.

. Systematic review [448] with included studies: [427], [413] Baseline/comparator: Control arm of reference used for
intervention.

. Risk of bias: Serious. Unclear of outcome assessors, resulting in potential for detection bias in RAVE 2010.
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Table S5.

Population: Patients with relapsing ANCA-associated vasculitis and mild-to-moderate CKD
Intervention: Rituximab then azathioprine
Comparator: Cyclophosphamide then azathioprine

Absolute effect estimates

Certainty of the
Qutcome Study results and T evidence .
; Cyclophospha  Rituximab : Plain text summary
Timeframe measurements mide then then (Qggllty of
azathioprine  azathioprine evidence)
No studies were found
- 0, .
ﬁqlcl)r(t::ﬁtse (95%Cl: -) . that reported at all-
y Difference: cause mortality
End-stage (95% CI: -) Nohstuldlei v:j/ere fo(;md
kidney disease i . that looked at end-
Difference: stage kidney disease
No studies were found
0, s
Infection (95%Cl: -) . that reported at
Difference: infection
No studies were found
0, 0, .-
>50% loss of (95% Cl: -) - that reported >50%
GFR Difference: loss of GER
No studies were found
0, " -
Malignancy (95% CI:-) . that reported
Difference: malignancy
Relative risk: 1.59 420 668
0, - -
Complete (95%CI: 1.09 - 2.32) per 1000 per 1000 Moderate Rituximab probably
P Based on data from . - A |
remission 101 patients in 1 Difference: 248 more per Due to serious increases complete
6 months 1 imprecision? remission at 6 months
study 1000
Follow up 18 months | (95% CI: 38 more - 554 more)
Relative risk: 2.04 240 490
(95% ClI: 1.16 - 3.6) per 1000 per 1000 Rituximab probably
rce(:nn?fslgﬁ Based on data from Diff - Dl?g(t)gig?;[gus increases complete
i i ifference: more per issi
12 months 101 patlentss inl 1000 p imprecision® remission at 12
study’ months
Follow up 18 months | (95% Cl: 38 more - 624 more)
Relative risk: 1.86 200 372 S
(95% CI: 0.96-3.6) | per 1000 per 1000 Rituximab probably
Complete Based on data from Moderate has little or no
remission 101 patients in 1 Difference: 172 more per Due to serious difference on
18 months study® 1000 imprecision complete remission at

Follow up 18 months

(95% ClI: 8 fewer - 520 more)

18 months




Absolute effect estimates

Certainty of the
Qutcome Study results and - evidence .
; Cyclophospha  Rituximab : Plain text summary
Timeframe measurements mide then then (Qggllty of
azathioprine  azathioprine evidence)
o 347 108
Relative risk: 0.31 per 1000 per 1000
(95% CI: 0.13 - 0.78) . Moderate ituximab probabl
Relapse Based on data from 95 |  Difference: 239 fewer per Due to serious R(Ijteucxrlegies F?::I)a asey
patients in 1 study” 1000 imprecision® P
Follow up 18 months (95% CI: 302 fewer - 76
fewer)
o 180 11
Relative risk: 0.06 per 1000 per 1000 o
(95% C1: 0.0 - 0.94) . Moderate Rituximab probably
Major relapse | Based on data from 95| Difference: 169 fewer per Due to serious decreases major
patients in 1 study® 1000 imprecision® relapse
Follow up 18 months (95% CI: 180 fewer - 11
fewer)
Serious adverse (95% Cl: -) No studies were fpund
events . that reported serious
Difference: adverse events
Measured by: .
Annual GFR | Scale: - Lower better No studies were found
| . that reported annual
0ss Difference:

GFR loss

Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Serious. Low number of patients, only data from one study.
Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Serious. Low number of patients, only data from one study.

Imprecision: Serious. Low number of patients, only data from one study.
Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Serious. Low number of patients, only data from one study.

Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.

1
2
3
4.
5. Systematic review with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.
6
7
8
9
1

0. Imprecision: Serious. Low number of patients, only data from one study.

References
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Table S6.

Population: Patients with systemic ANCA-associated vasculitis
Intervention: Pulse cyclophosphamide plus azathioprine
Comparator: Continuous cyclophosphamide plus azathioprine

Absolute effect estimates

) Certainty of the
Outcome Study results and Continuous Pulse evidence Plain text summar
Timeframe measurements cyclophospha cyclophospha (Quality of Y
mide plus mide plus evidence)
azathioprine  azathioprine
Relative risk: 0.53 123 65 Pulse
(95% CI: 0.19 - 1.52) per 1000 per 1000 Low cyclophosphamide
All-cause Based on data from Difference: 58 fewer per | pye to very serious plus azathioprine
mortality 149 patients in 1 1000 imprecision? may have little or no
study® (95% CI: 100 fewer - 64 P difference on all-
Follow up 18 months more) cause mortality
Relative risk: 0.97 191 185 Pulse
0, . -
All-cause (95% ClI: 0.48 - 1.96) per 1000 per 1000 cyclophosphamide
. Based on data from Low S
mortality 133 patients in 1 i Due to very serious plus azathioprine
Long-term pstud 5 Difference: 6 fewer per 1000 - reci{;ion“ may have little or no
follow-up Ve (95% Cl: 99 fewer - 183 P difference on all-
Follow up Median 4.3 more) cause mortalit
(IQR 2.95, 5.44) years y
Relative risk: 4.35 19 83 Pulse
(95% CI: 0.52 - 36.13) per 1000 per 1000 Low cyclophosphamide
End-stage Based on data from Due to very serious plus azathioprine
kidney disease 116 patlengs inl | Difference: 64 more per 1000 imprecision® may have little or no
study (95% CI: 9 fewer - 667 more) difference on end-
Follow up 18 months stage kidney disease
Relative risk: 0.84 147 123
(95% CI: 0.35 - 1.99) per 1000 per 1000 Pulse
End-stage Based on data from Low cyclophosphamide
kidney disease 133 patients in 1 Difference: 24 fewer per | pye to very serious plus azathioprine
Long-term study’ 1000 imprecision® may have little or no
follow-up Follow up 4.3 (IQR (95% CI: 96 fewer - 146 P difference on end-
2.95, 5.44) years more) stage kidney disease
(median)
No studies were
0, 0, s
Zsoé;%ss of (95%Cl: -) . found that looked at
Difference: >50% loss of GFR
Relative risk: 0.67 137 92 Pulse
(95% CI: 0.27 - 1.67) |  Per 1000 per 1000 Low cyclophosphamide
Infection? Based on data from Difference: 45 fewer per | pye to very serious plus azathioprine
149 patients in 1 1000 imprecisiont! may have little or no
study’® (95% Cl: 100 fewer - 92 P difference on
Follow up 18 months more) infection
No studies were
0, " -
Malignancy (95% CI:-) . found that looked at
Difference:

malignancy
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Absolute effect estimates .
Certainty of the
Outcome Study results and Continuous Pulse evidence Plain text
Timeframe measurements | cyclophospha cyclophospha (Quality of ain text summary
mide plus mide plus evidence)
azathioprine  azathioprine
Relative risk: 0.99 1000 990 Pulse
(95% CI: 0.94 - 1.03) per 1000 per 1000 cyclophosphamide
Se?‘rwgiecfﬁ Based on data from . ) Dﬁg?gi;?itgus plus azathioprine
116 patients in 1 Difference: 10 fewer per - > | probably has little or
18 months Study?2 1000 imprecision -
y no difference on
Follow up 18 months | (95% CI: 60 fewer - 30 more) complete remission
Relative risk: 1.89 111 210
(95% CI: 0.77 - 4.62) per 1000 per 1000 Low Pulse
Relapse Based on data from . _ Due 1o Very serious cyclophosphamide
p 116 patients in 1 | Difference: 99 more per 1000 | =** Y Ser plus azathioprine
study™ (95% Cl: 26 fewer - 402 Imprecision may increase relapse
Follow up 18 months more)
Relative risk: 1.57 147 231
(95% CI: 0.76 - 3.24) per 1000 per 1000
Based on data from Pulse
Lssgﬁfesfm 133 patients in 1 . _ Due to \I/_eor\;/vserious cycIophosp_harqide
follow-u study?e Difference: _84 more per 1000 o oreciciont” plus azathioprine
P Follow up 4.3 (IQR (95% Cl: 35 fewer - 329 P may increase relapse
2.95, 5.44) years more)
(median)
Relative risk: 0.58 452 262 |
(95% Cl: 0.36-0.92) | Per 1000 per 1000 Pulse
) Based on data from . . Modera_te cyclophosp_harr]lde
Leukopenia 149 atients in 1 Difference: 190 fewer per Due to serious plus azathioprine
patients 1000 imprecision®® probably decreases
study (95% CI: 289 fewer - 36 leukopeni
Follow up 18 months f eukopenta
ewer)
Measured by: No studies were
AnnLIJ(;)iSISGFR Scale: - Lower better - . found that looked at
Difference: annual GFR loss

Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Very Serious. Wide confidence intervals, only data from one study.

Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
Risk of bias: No serious. due to long-term follow-up study with post-randomization. However, with good attrition rate;
Imprecision: Very Serious. Wide confidence intervals, only data from one study.

Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Very Serious. due to few events, only data from one study, Wide confidence intervals.

Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Very Serious. due to few events, only data from one study, Wide confidence intervals.

Serious infections

. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. Wide confidence intervals, only data from one study.

. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Serious. Only data from one study, Low number of patients, Wide confidence intervals.

. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. due to few events, Wide confidence intervals, only data from one study.

. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. due to few events, Wide confidence intervals, only data from one study.

. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Serious. Only data from one study.
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Table S7.

Population: Patients with ANCA-associated vasculitis
Intervention: Mycophenolate mofetil
Comparator: Cyclophosphamide

Absolute effect estimates Certainty of the
Qutcome Study results and evidence Plain text summar
Timeframe measurements Cyclophosph  Mycophenolate (Quality of Y
amide mofetil evidence)
Relative risk: 1.4 45 63
(95% CI: 0.46 - 4.3) per 1000 per 1000 Low Mycophenolate
All-cause Based on_data _from Due to serious risk _ mofetil may have
mortalit 224 patients in 2 . _ of bias, Due to |little or no difference
y studies Difference: 18 more per 1000 serious on all-cause
Follow up 33 months | (95% CI: 24 fewer - 149 more) imprecision2 mortality
(mean)
Relative risk: 1.0 29 29 We are uncertain
(95% Cl: 0.14-6.9) | per 1000 per 1000 Due\tge\r,é’}?s‘é”rious whether
End-stage Based on data from Y mycophenolate

kidney disease

140 patients in 1
study®

Difference: 0 fewer per 1000

risk of bias, Due to
Very serious

mofetil increases or
decreases end-stage

95% CI: 25 fewer - 171 more i ision?
Follow up 18 months ( ) Imprecision kidney disease
No studies were
0, 0, .
ESOQ;ESS of (95%Cl: -) . found that looked at
Difference: >50% loss of GFR
Relative risk: 1.3 175 228
(95% CI: 0.81 - 2.06) | per 1000 per 1000
Based on data from Moderate mo“flle);i(ioﬁgigzllat?}as
Infection 290 patients in 4 . Due to serious risk littl P diff Y
studies® Difference: 53 more per 1000 of bias® ittle or no difference
Follow up 20 months | (95% CI: 33 fewer - 186 more) on infection
(mean)
Relative risk: 1.04 36 37
(95% CI: 0.27 - 3.98) | per 1000 per 1000 Low
Based on data from Due to serious risk m'\gect(i)lp:fanog\?e
Malignancy 224 patients in 2 . of bias, Due to littl d'¥f
studies’ Difference: 1 more per 1000 serious ittle or no difference
Follow up 33 months | (95% Cl: 26 fewer - 107 more) |  jmprecision® on malignancy
(mean)
Relative risk: 1.09 658 717
. Mycophenolate
0, -
Complete (95%CI: 0.84 - 1.41) | per 1000 per 1000 Moderate mofetil probably
Based on data from
remission 216 pati in3 . Due to serious risk | makes little or no
6 months pa“e.”ti in Difference: 59 more per 1000 of bias® difference to
studies (95% CI: 105 fewer - 270 more) remission
Follow up 6 months
Relative risk: 1.36 293 398
(95% CI: 0.8 - 2.31) per 1000 per 1000
Based on data from Moderate mohé)t/icloﬁgf)r;%llatias
Relapse 189 patients in 2 . Due to serious risk littl P diff Y
studiest! Difference: 105 more per 1000 of bias, 2 ittle or no difference
Follow up 33 months | (95% CI: 59 fewer - 384 more) on relapse
(mean)
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Absolute effect estimates

Certainty of the

Major relapse

Based on data from
189 patients in 2
studies®®
Follow up 33 months
(mean)

Difference: 29 more per 1000
(95% CI: 39 fewer - 184 more)

Due to serious risk
of bias, Due to
serious
imprecision

Qutcome Study results and evidence Plain text summar
Timeframe measurements Cyclophosph  Mycophenolate (Quality of Y
amide mofetil evidence)
Relative risk: 1.32 91 120
(95% CI: 0.57 - 3.02) | per 1000 per 1000 Low

Mycophenolate
mofetil may have
little or no difference
on relapse

Serious adverse

Relative risk: 1.25
(95% CI1: 0.86 - 1.81)
Based on data from

400
per 1000

500
per 1000

Low
Due to serious risk
of bias, Due to

Mycophenolate
mofetil may have
little or no difference

Difference:

events 140 patientsin1 | pifference: 100 more per 1000 serious on serious adverse
study (95% CI: 56 fewer - 324 more) | jmprecision®® events
Follow up 18 months
Measured by: .
Annual GFR | Scale: - Lower better fosr? dsttrl:gtlelzglv(izjeat
loss

annual GFR loss

1. Systematic review [448] with included studies: [443], [444] Baseline/comparator: Control arm of reference used for

intervention.

2. Risk of bias: Serious. Unclear of blinding of outcome assessors, resulting in potential for detection bias; Imprecision:
Serious. Wide confidence intervals.

3. Systematic review [448] with included studies: [444] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Very Serious. Unclear of blinding of outcome assessors, resulting in potential for detection bias, due to
inclusion of abstract only publication; Imprecision: Very Serious. Wide confidence intervals, only data from one study.

5. Systematic review [448] with included studies: [404], [407], [412], [443] Baseline/comparator: Control arm of reference
used for intervention.

6. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.

7. Systematic review [448] with included studies: [444], [443] Baseline/comparator: Control arm of reference used for

intervention.

8. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias;
Imprecision: Serious. Wide confidence intervals.
9. Systematic review [448] with included studies: [444], [443], [404], [407] Baseline/comparator: Control arm of reference
used for intervention.

10.
11.

intervention.
12.
13.

intervention.
14.

Risk of bias: Serious. Unclear blinding of outcome assessors.
Systematic review [448] with included studies: [443], [444] Baseline/comparator: Control arm of reference used for

Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.
Systematic review [448] with included studies: [443], [444] Baseline/comparator: Control arm of reference used for

Risk of bias: Serious. Unclear blinding of outcome assessors; Imprecision: Serious. Wide confidence intervals.

. Systematic review [448] with included studies: [412] Baseline/comparator: Control arm of reference used for intervention.
16.

Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias, due to inclusion of
MYCYC 2007 is an abstract and a full study report has not been published; Imprecision: Serious. Only data from one study,

Low number of patients.
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Table S8.

Population: Patients with ANCA-associated vasculitis
Intervention: Methotrexate
Comparator: Cyclophosphamide

Difference:

Absolute effect estimates | Certainty of the
Qutcome Study results and evidence Plain text summar
Timeframe measurements | Cyclophospha (Quality of y
. Methotrexate -
mide evidence)
Relative risk: 0.94 43 40 Very Low \We are Uncertain
All-cause | (95% CI: 0.14 - 6.39) | Per 1000 per 1000 | puye to serious risk
; . whether methotrexate
mortality Based on data from 95 | pifference: 3 fewer per 1000 of bias, Due to increases or decreases
18 months patients in 1 study* (95% CI: 37 fewer - 232 very serious all-cause mortalit
Follow up 18 months more) imprecision? Y
Relative risk: 2.82 0 0
95% ClI: 0.12 - 67.52 er 1000 er 1000 Very Low We are uncertain
End-stage P P
Kidne disgease Based on data from 95 Due to serious risk | whether methotrexate
Lony _term patients in 1 study® ) of bias, Dueto | increases or decreases
follgw-u Follow up 6 (0.1 - | Difference: 0 fewer per 1000 | very serious end-stage kidney
P 10.8) years (95% ClI: 0 fewer - 0 fewer) imprecision* disease
(median)
No studies were found
0, 0, .-
250 é’F";{SS of (95% CI: -) _ that looked at >50%
Difference: loss of GFR
Relative risk: 1.56 174 271
Very Low .
0, - -

Infection (95/; CI.dO.GZf 3.96) per 1000 per 1000 Due to Serious risk r:Ni are unﬁertaln
Long-term Base_ on _ata rom95| ] of bias. Due to | ether methotrexate
follow-u patients in 1 study® | Difference: 97 more per 1000 very erious | increases or decreases

P Follow up Median 6 (95% CI: 66 fewer - 515 i ):ecisionﬁ infection
(0.1 - 10.8) years more) p
Relative risk: 1.17 65 76
(95% Cl1: 0.34 - 4.1) per 1000 per 1000 Very Low .
Malignancy | Based on data from 95 Due to serious risk QN?] are unﬁertaln
Long-term patients in 1 study’ i . of bias, Dueto |\ ether methotrexate
Difference: 11 more per 1000 P increases or decreases
follow-up Follow up 6 (0.1 - (95% Cl: 43 fewer - 202 very serious malignanc
10.8) years more) imprecision® 9 Y
(median)
Relative risk: 0.96 9 8% L
elative risk: U. er 1000 er 1000 ow

Complete (95% CI: 0.85 - 1.08) p. P Due to serious risk T}Z?é)ﬂft)l(:frnr:sy
remission | Based on data from 95 |  Difference: 37 fewer per of bias, Due to difference on
6 months patients in 1 study® 1000 serious complete remission

Follow up 18 months |  (95% Cl: 140 fewer - 75 imprecision®® P
more)
Relative risk: 1.5 465 698 Low
(95% ClI: 1.03 - 2.17) per 1000 per 1000 | pye to serious risk Methotrexate ma
Relapse Based on data from 89 | pjtference: 233 more per of bias, Due to increase rela sey
patients in 1 study™* 1000 serious P
Follow up 18 months | (9504 CI: 14 more - 544 more) |~ imprecision*?
Measured by: .
Annual GFR | Scale: - Lower better No studies were found
l0ss that looked at annual

GFR loss
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Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very
Serious. Wide confidence intervals, only data from one study, Low number of patients.

3. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very
Serious. Wide confidence intervals, only data from one study, due to few events.

5. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.

6. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very
Serious. Wide confidence intervals, only data from one study.

7. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.

8. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very
Serious. Wide confidence intervals, only data from one study.

9. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.

10. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious.
Only data from one study, Low number of patients.

11. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.

12. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious.
Only data from one study, Low number of patients.

References

[414] Karras A, Pagnoux C, Haubitz M, Groot K, Puechal X, Tervaert JWC, et al. Randomised controlled trial of prolonged
treatment in the remission phase of ANCA-associated vasculitis. Annals of the Rheumatic Diseases 2017;76(10):1662-1668
[433] De Groot K, Rasmussen N, Bacon PA, Tervaert JWC, Feighery C, Gregorini G, Gross WL, Lugmani R, Jayne DRW.
Randomized trial of cyclophosphamide versus methotrexate for induction of remission in early systemic antineutrophil
cytoplasmic antibody-associated vasculitis. Arthritis and Rheumatism 2005;52(8):2461-2469

[448] Walters GD, Willis NS, Cooper TE et al. Interventions for renal vasculitis in adults. The Cochrane Database of Systematic
Reviews 2020;1 CD003232

17



Table S9.

Population: Patients with systemic ANCA-associated vasculitis
Intervention: Pulse cyclophosphamide
Comparator: Continuous cyclophosphamide

Absolute effect estimates

Certainty of the

T?nLigcr);rfe S#ggsziseﬁgnigd Continuous Pulse (Sﬂgﬁtncgf Plain text summary
cyclophospha cyclophospha Jality
mide mide evidence)

Relative risk: 0.87 294 256
All-cause (95% Cl1: 0.42 - 1.8) per 1000 per 1000 Low Pulse )
mortality Based on_data 'from ) ) Due to serious risk cyclophos_phamlde

129 patients in 3 Difference: 38 fewer per ) may have little or no

At the end of : 1000 of bias, Due to :
follow-up studies % ClI- serious imprecision? difference on _aII-
Follow up 23 months | (95% Cl: 171 fewer - 235 cause mortality
(mean) more)

Relative risk: 1.7 118 201

0, . -
End-stage (95% CI: 0.78 - 3.67) per 1000 per 1000 Low Pulse

kidney disease

At the end of

Based on data from
129 patients in 3

Difference: 83 more per 1000

Due to serious risk

cyclophosphamide
may have little or no

. f bias, Due to -
studies® 95% Cl: 26 fewer - 315 ot bias, . ., | difference on end-
the study Follow up 23 months ( more) Serious imprecision stage kidney disease
(mean)
No studies were
0, 0, " -
2502'};5 of (95% CI: -) . found that looked at
Difference: >50% loss of GFR
Relative risk: 0.71 574 247
(95% CI: 0.32 - 1.58) per 1000 per 1000 Low Pulse
Based on data from . - isk cyclophosphamide
Infection® 129 patients in 3 Difference: 101 fewer per | Due to serious ris may have little or no
studies® 1000 of bias, Due to difference on
Follow up 23 months | (95% CI: 216 fewer - 115 | S€rious imprecision’ infection
(mean) more)
No studies were
0, .-
Malignancy (95% CI:-) . found that looked at
Difference: malignancy
Relative risk: 1.17 813 951 Pulse
Complete (95% ClI: 1.0 - 1.35) per 1000 per 1000 Moderate cyclophosphamide
remifsion Based on data from 97 | ' pifference: 138 more per | Duetoseriousrisk | probably increases
patients in 2 studies® 1000 of bias® complete remission
Follow up 18 months | (9504 CI: 0 fewer - 285 more) slightly
Relative risk: 1.75 242 424
(95% CI: 1.0 - 3.05) per 1000 per 1000 Low
Based on data from - - Pulse
Relapse 119 patients in 3 Due to serious risk

studies?®
Follow up 23 months
(mean)

Difference: 182 more per
1000
(95% ClI: 0 fewer - 496 more)

of bias, Due to
serious imprecision!

cyclophosphamide
may increase relapse
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Absolute effect estimates Certainty of the
T?nLigcr);rfe S#ggsziseﬁgnigd Continuous Pulse (Sﬂgﬁtncgf Plain text summary
cyclophospha cyclophospha id Y
mide mide evidence)
Relative risk: 0.43 382 164
(95% CI: 0.22 - 0.84) per 1000 per 1000 Pulse
Based on data from . Moderate cvelophosphamide
Leukopenia 129 patients in 3 Difference: 218 fewer per | puye to serious risk | /° oPnosP
studies’? 1000 of bias'® probably decreases
Follow up 23 months | (95% CI: 298 fewer - 61 leukopenia
(mean) fewer)
Annual GFR Scall\ell 'e-af_uor\?virbgétter No studies were
loss ' . found that looked at
3 years Difference: annual GFR loss

1. Systematic review [448] with included studies: [405], [402], [396] Baseline/comparator: Control arm of reference used for
intervention.

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated
early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.; Imprecision: Serious. Wide
confidence intervals.

3. Systematic review [448] with included studies: [405], [402], [396] Baseline/comparator: Control arm of reference used for
intervention.

4. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated
early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.; Imprecision: Serious. due to
few events.

5. Serious infections

6. Systematic review [448] with included studies: [402], [396], [405] Baseline/comparator: Control arm of reference used for
intervention.

7. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated
early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.; Imprecision: Serious. Wide
confidence intervals.

8. Systematic review [448] with included studies: [405], [402] Baseline/comparator: Control arm of reference used for
intervention.

9. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated
early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.

10. Systematic review [448] with included studies: [396], [402], [405] Baseline/comparator: Control arm of reference used for
intervention.

11. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated
early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups., Incomplete data and/or large loss
to follow up, due to [reason]; Imprecision: Serious. due to few events.

12. Systematic review [448] with included studies: [402], [396], [405] Baseline/comparator: Control arm of reference used for
intervention.

13. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated
early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.
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Table S10.

Population: Patients with ANCA-associated vasculitis and severe kidney disease
Intervention: Reduced-dose oral glucocorticoid
Comparator: Standard-dose oral glucocorticoid

Absolute effect estimates

kidney disease

838 patients in 2
studies*
Follow up 6 months or
median 2.9 years

Difference: 2 more per 1000
(95% CI: 39 fewer - 56 more)

of bias, Due to
serious imprecision?

Certainty of the
Outcome Study results and | ooy ced-dose  Standard-dose evidence Plain text summary
Timeframe measurements oral oral (Quality of
glucocorticoid glucocorticoid evidence)
Relative risk: 0.85 109 130
(95% CI: 0.60 - 1.22) per 1000 per 1000 L Reduced-dose
ow e
All-cause Based on data'from Due to serious risk glucocor_tlcmds may
mortality 838 patle_nti in2 Difference: 20 fewer per of bias, Due to have little or no
studies 1000 S .o | difference on all-
serious imprecision :
Follow up 6 months or | (9504 C|: 52 fewer - 29 more) cause mortality
median 2.9 years
Relative risk: 1.01 146 155
(95% CI: 0.75—1.36) per 1000 per 1000 Reduced-dose
Based on data from LO\.N . glucocorticoids may
End-stage Due to serious risk

have little or no
difference on end-
stage kidney disease

No studies were

Follow up 6 months or

median 2.9 years

(95% CI: 40 fewer - 97 more)

0, 0, " -
2502'};5 of (95%Cl:-) . found that looked at
Difference: >50% loss of GFR
Relative risk: 0.57 239 326
(95% CI: 0.23 - 1.37) per 1000 per 1000 Low Reduced-dose
Infection Based on data from . Due to serious risk glucocorticoids may
Ot 838 patients in 2 Difference: 140 fewer per ) have little or no
serious vl 1000 of bias, Due to . :
studies serious imprecision? difference on serious
Follow up 6 to 12 (95% CI: 251 fewer - 121 P infection
months more)
Relative risk: 0.94 14 15 :
We are uncertain
0, . —
%5 /01?7'5(;'06 per 1000 per 1000 Very low whether reduced
134 p;ﬂg;tf in1 (95% Cl: 14 fe)wer - 206 sparseness* decreases
more i
Follow up 6 months malignancy
Relative risk: 1.04 600 573
(95% CI: 0.93 - 1.17) per 1000 per 1000 Reduced-dose
Sustained Based on data from Moderate glucocorticoids
remission 838 patients in 2 . Due to serious risk | probably has little or
studies? Difference: 23 more per 1000 of bias® no difference on

sustained remission
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Difference: 43 more per 1000

Absolute effect estimates Certainty of the
Outcome Study results and | ooy ced-dose  Standard-dose evidence Plain text summary
Timeframe measurements oral oral (Quality of
glucocorticoid glucocorticoid evidence)
Relative risk: 6.60 43 0
(95% CI: 0.35— per 1000 per 1000 We are uncertain
125.35) Due t\c/)evrgrlosvc\alrious whether reduced
Relapse Based on data from y dose glucocorticoids

imprecision and

increases or

Adverse events,
serious

134 patients in 1 4
’ study? ) (95% CI: 12 fewer - 99 more) sparseness decreases relapse
Follow up 6 months.
Relative risk: 0.73 598 623
(95% CI: 0.34 - 1.57) per 1000 per 1000 Low Reduced-dose

Based on data from
838 patients in 2
studies!
Follow up 6 months or
median 2.9 years

Difference: 168 fewer per
1000

(95% CI: 411 fewer - 355
more)

Due to serious risk
of bias, Due to
serious imprecision?

glucocorticoids may
have little or no

difference on serious
adverse events

Annual GFR
loss
3 years

Measured by:
Scale: - Lower better

Difference:

No studies were
found that looked at
annual GFR loss

hrwN PR

Included studies: [LoVAS 2021]], [449].
Risk of bias: Serious. Unblinded studies; Imprecision: Serious. Wide confidence intervals.
Included study: [LoVAS 2021].
Risk of bias: Serious. Unblinded studies; Imprecision: Very Serious. Very wide confidence intervals. Other: Serious.

Single study only.

5. Risk of bias: Serious. Unblinded studies.
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Table S11.

Population: Patients with ANCA-associated vasculitis and severe kidney disease
Intervention: Avacopan
Comparator: Placebo

Absolute effect estimates Certainty of the
Qutcome Study results and evidence Plain text summary
Timeframe measurements Avacopan Placebo (anllty of
evidence)
Relative risk: 0.99 6 2
0, M —
(?Bsa?edctnodlzia f?(')?g’) per 1000 per 1000 Very low We are uncertain
All-cause 372 patients in 2 Due to serious risk | whether avacopan
mortality studiest Difference: 0 fewer per 1000 | Of bias, Due to v_ery2 increases or
Follow up 3 to 12 (95% CI: 2 fewer - 11 more) | Serious imprecision® | decreases mortality
months
No studies were
End-stage (95% Cl: -) found that looked at
kidney disease Difference: end-stage kidney
disease
No studies were
0, 0, .-
zsog;gss of (95%CI:-) . found that looked at
Difference: >50% loss of GFR
Relative risk: 0.91 618 722
(95% CI1: 0.79 — 1.04) per 1000 per 1000

Based on data from

Low
Due to serious risk

Avacopan may make

Infection 372 patients in 2 Difference: 65 fewer per ) little or no difference
studies? 1000 of bias, DUe to 15 <o rious infections
Follow up 3 to 12 (95% CI: 152 fewer - 29 serious |mpreC|5|on3
months more)
No studies were
0, .-
Malignancy (95% CI:-) . found that looked at
Difference: malignancy
Relative risk: 1.18 645 549
(95% CI: 1.00 — 1.40) per 1000 per 1000
Remission, | Based on 372 patients Due 0 srious sk | Ioacs o nreased
sustained* in 2 studies’ Difference: 99 more per 1000 of bias® remission
Follow Upth3 1012 | (959 CI: 0 fewer - 220 more)
months
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Absolute effect estimates |  Certainty of the
Qutcome Study results and evidence lai
Timeframe measurements (Quality of Plain text summary
Avacopan Placebo -
evidence)
Relative risk: 0.48 101 157
(95% CI: 0.28 —0.84) | Pper 1000 per 1000 Very low We are uncertain
Relapse® Based on data from Difference: 82 fewer per Due to serious risk | whether avacopan
315 patients in 1 1000 of bias, Due to increases or
study* (95% ClI: 113 fewer — 25 sparse data’ decreases relapse
Follow up 12 months fewer)
Relative risk: 0.75 3?800 5‘;(2)00
(95% CI: 0.61 - 0.94) per per
- . Moderate Avacopan probably
Adverse events, | Based on 372_pa1t|ents Difference: 136 fewer per | pye to serious risk | leads to fewer severe
severe in 2 studies 1000  bias® d
Follow up 3 to 12 ) of bias adverse events
0 p (95% CI: 211 fewer - 33
months fewer)
Relative risk: 0.89 150 166
Avacopan may make
0, . —
Discontinuation (95 A’dCI' 2'526 ;'41) per 1000 per 1000 LOW isk little or no difference
due to adverse Base' on 37 'patlents . ) Due tq serious ris on adverse events
in 2 studies Difference: 18 fewer per of bias, Due to .
events 1000 S PP leading to
Follow up 3 to 12 serious imprecision di PN
months (95% CI: 73 fewer — 68 more) Iscontinuation
Annual GFR N . No studies were
loss (>3 year (95% CI:-) ) found that looked at
follow-up) Difference: annual loss of GFR

=

Included studies: [Jayne 2021] [Merkel 2020].

2. Risk of bias: Serious. One of two studies with high loss to follow-up and change in primary outcome [Merkel 2020];
Imprecision: Very serious. Very wide confidence intervals. Other: Serious. Relative risk based on a single study since one
study had no events [Merkel 2020]

Risk of bias: Serious. One of two studies with high loss to follow-up and change in primary outcome [Merkel 2020];
Imprecision: Serious. Wide confidence intervals.

Defined as BVAS = 0.

Risk of bias: Serious. One of two studies with high loss to follow-up and change in primary outcome [Merkel 2020].
Worsening of disease after previous BVAS=0.

Risk of bias: Serious. One of two studies with high loss to follow-up and change in primary outcome [Merkel 2020]; Other:
Very serious. Sparse: single study only.

w

Nooh~
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Table S12.

Population: Patients with ANCA-associated vasculitis and severe kidney disease
Intervention: Avacopan low dose (10 mg 2x/day)
Comparator: Avacopan high dose (30 mg 2x/day)

Absolute effect estimates Certainty of the
Qutcome Study results and evidence Plain text summar
Timeframe measurements Avacopan low  Avacopan (Quality of Y
dose high dose evidence)
Relative risk: not 0 0 :
Very low We are uncertain
All-cause ?Slg%?gg per 1000 per 1000 Due to serious risk | whether lower-dose
mortality | Based on data from 29 | Difference: 0 fewer per 1000 of bias, Dueto | avacopan increases
patients in 1 study? (95% CI: 126 fewer — 126 | Serious imprecision, or decre_ases
Follow up 3 months more) Due to sparse data? mortality
No studies were
End-stage (95% ClI: -) found that looked at
kidney disease Difference: end-stage kidney
disease
No studies were
0, 0, " -
250(/;';%55 of (5% Cl:-) ) found that looked at
Difference: >50% loss of GFR
. No studies were
0, s
Ir;gerti:(t)lgsn, (95%CI:-) . found that looked at
Difference: serious infection
No studies were
0, .
Malignancy (95%Cl: -) . found that looked at
Difference: ma”gnancy
Relative risk: 1.43 200 573 Very low
Remission. | (95% C1:0.73—2.80) | per 1000 per 1000 Due toyserious Avacopan probably
sustained | Based on data from 29 | pjtference: 23 more per 1000 | jmprecision, Due to | €205 10 increased
patients in 1 study (95% CI: 167 fewer - 567 sparse data® remission
Follow up 3 months more)
No studies were
0, s
Relapse (95%Cl:-) . found that looked at
Difference: ma”gnancy
No studies were
Adverse events, (95% Cl: -) found that looked at
severe Difference: severe adverse
events
. A No studies were
%E:?Qt;g%aetr':en (95% Cl: -) found that looked at
events Difference: severe adverse

events
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Absolute effect estimates

Certainty of the

Qutcome Study results and evidence Plain text summar
Timeframe measurements Avacopan low  Avacopan (Quality of Y
dose high dose evidence)
Annual GFR 0 . No studies were
loss (>3 year (95% CI:-) ) found that looked at
follow-up) Difference: annual loss of GFR

1. Included study: [Merkel 2020].
2. Risk of bias: Serious. High loss to follow-up and change in primary outcome [Merkel_2020_33128347]; Imprecision: Very
serious. No events. Other: Serious. Single study only.

Serious. Wide confidence interval. Other: Serious. Single study only.

References

Risk of bias: Serious. High loss to follow-up and change in primary outcome [Merkel_2020_33128347]; Imprecision:

[Merkel 2020] Merkel PA, Niles J, Jimenez R, Spiera RF, Rovin BH, Bomback A, Pagnoux C, Potarca A, Schall TJ, Bekker P;
CLASSIC Investigators. Adjunctive Treatment With Avacopan, an Oral C5a Receptor Inhibitor, in Patients With Antineutrophil
Cytoplasmic Antibody-Associated Vasculitis. ACR Open Rheumatol. 2020 Nov;2(11):662-671. doi: 10.1002/acr2.11185. Epub
2020 Oct 31. PMID: 33128347
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Table S13.

Population: Patients with ANCA-associated vasculitis and severe kidney disease
Intervention: Plasma exchange as adjunctive therapy
Comparator: Control (usual care)

Absolute effect estimates

Certainty of the
Qutcome Study results and Plasma Evidence Plain text summar
Timeframe measurements Control (usual exchange as (Quality of y
care) adjunctive evidence)
therapy
Relative risk: 1.0 613 613
(95% CI: 0.89 - 1.11) per 1000 per 1000 Plasma exchange may
Low
Serious adverse | Based on data from - have little or no
- in 2 . Due to very serious diff ;
events 841 patle_ntﬁ in Difference: 0 fewer per 1000 risk of bias? ifference on serious
studies (95% Cl: 67 fewer - 67 more) adverse events
Follow up unclear
Relative risk: 1.02 172 175
(95% CI: 0.78 - 1.33) per 1000 per 1000
Based on data from Low Plasma e>_<change may
All-cause 989 patients in 7 Due to very serious have little or no
mortality studies® Difference: 3 more per 1000 risk of bias* difference on_all-cause
Follow up 30 months | (95% Cl: 38 fewer - 57 more) mortality
(mean)
Relative risk: 1.01 180 182
All-cause 0 |
mortality (95% g:l. 0(.178 -f1.33) per 1000 per 1000 § Plasma exchange
Studies with Base on data from Mo erate probably has little or
I 925 patients in 4 ) Due to serious risk diff Il
newer plasma studies® Difference: 2 more per 1000 of bias® no difterence on all-
exchange | -\ up 30 months | (95% CI: 40 fewer - 59 more) cause mortality
regimens only
(mean)
Relative risk: 0.43 375 161
(95% CI: 0.23 - 0.78) per 1000 per 1000
End-stage Based on data from . Moderate I:(I)?)S;E? eé(ggrzggss
kidney disease | 147 patients in 2 Difference: 214 fewer per | pye to serious risk | P d Y id
3 months studies’ 1000 of bias® d?” -stages ! ne)r/1
Follow up 3 months (95% Cl: 289 fewer - 82 Isease at 3 months
(mean) fewer)
Relative risk: 0.45 376 169
(95% CI: 0.29 - 0.72) per 1000 per 1000
End-stage Based on data from . Moderate I:(I)T)S;E? egg:g;g:s
kidney disease | 235 patients in 6 Difference: 207 fewer per | pue to serious risk | P d Y id
12 months studies® 1000 of bias® en 'Sé?ge ldney
Follow up 36 months (95% ClI: 267 fewer - 105 Isease
(mean) feWer)
End-stage Relative risk: 0.44 376 165
kidney disease | (95% CI: 0.24 - 0.81) per 1000 per 1000
12 months Based on data from . Moderate I:(I)e;)s;gla eé(gchrzr;g:s
Studies with 172 patients in 3 Difference: 211 fewer per | Duye to serious risk pend-stzi/ e Kidne
newer plasma studies'* 1000 of bias® disgease y
exchange | Follow up 56 months |  (95% Cl: 286 fewer - 71
regimens only (mean) fewer)
No studies were found
0, 0, s
23 OéFlgSS of (95%Cl: -) _ that looked at >50%
Difference: loss of GFR
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Absolute effect estimates

Certainty of the
Qutcome Study results and Plasma Evidence Plain text summar
Timeframe measurements Control (usual exchange as (Quality of y
care) adjunctive evidence)
therapy
Relative risk: 1.26 253 319
(95% CI: 1.03-1.54) |  per 1000 per 1000
Based on data from Low Plasma exchange ma
Infection®® 956 patients in 5 ) Due to very serious - inf ge may
studies! Difference: 66 more per 1000 risk of bias!® Increase Infection
Follow up 25 months (95% CI: 8 more - 137 more)
(mean)
Relative risk: 1.26 257 324
Infection'® (95% CI: 1.02 - 1.55) per 1000 per 1000
Studies with Based on data from Low
newer plasma 893 patients in 3 . Due to very serious Plgsma exc_ha]lcnge_ may
exchange studies® Difference: 67 more per 1000 risk of bias!® increase infection
regimens only | Follow up 36 months | (95% CI: 5 more - 141 more)
(mean)
No studies were found
0, .
Malignancy (95%Cl: -) . that looked at
Difference: malignancy
Relative risk: 1.02 560 571
Sustained (95% CI: 0.89 - 1.16) per 1000 per 1000 Very Low Plasma exchange may
complete Based on data from Due to very serious have little or no
remigsion 704 patientsin 1 | pifference: 11 more per 1000 | sk of bias, Due to difference on
study® (95% CI: 62 fewer - 90 more) |Serious imprecision® | complete remission
Follow up unclear
Relative risk: 0.62 235 146
(95% CI: 0.3 - 1.26) per 1000 per 1000
Based on data from ) Moderate Plt;;15tr)r|1a ﬁxcl;fanlge
Relapse 137 patients in 1 Difference: 89 fewer per Due to serious probably has little or
study?* 1000 imprecision? no difference on
Follow up 3.5 years (95% CI: 164 fewer - 61 relapse
(median) more)
Annual GFR Scall\e/l 'e-af_uor\i/irbgétter No studies were found
loss ’ . that looked at annual
3 years Difference: GFR loss

Systematic review [448] with included studies: [411], [413] Baseline/comparator: Control arm of reference used for

intervention.

Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to
inclusion of abstract only study PEXIVAS.
Systematic review [448] with included studies: [400], [398], [428], [411], [422], [421], [413] Baseline/comparator: Control
arm of reference used for intervention.
Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to
one trial taking over 10 years and resulting in change in equipoise due to changing physicians, also one study allowed for
cross-over one month after therapy, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias,
due to inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis; Imprecision: No serious.
Systematic review [448] with included studies: [413], [421], [428], [411] Baseline/comparator: Control arm of reference
used for intervention.
Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to
inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis.
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7. Systematic review [448] with included studies: [411], [428] Baseline/comparator: Control arm of reference used for
intervention.

8. Risk of bias: Serious. Unclear lack of blinding of outcome assessors, resulting in potential for detection bias.

9. Systematic review [448] with included studies: [421], [416], [428], [411], [422], [398] Baseline/comparator: Control arm of
reference used for intervention.

10. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to one
trial taking over 10 years and resulting in change in equipoise due to changing physicians, Incomplete data and/or large loss
to follow up in Mauri 1985.

11. Systematic review [448] with included studies: [428], [421], [411] Baseline/comparator: Control arm of reference used for
intervention.

12. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to one
trial taking over 10 years and resulting in change in equipoise due to changing physician.

13. Serious infections

14. Systematic review [448] with included studies: [398], [442], [421], [400], [411] Baseline/comparator: Control arm of
reference used for intervention.

15. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to
one trial taking over 10 years and resulting in change in equipoise due to changing physicians, also one study allowed for
cross-over one month after therapy, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias,
due to inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis.

16. Serious infections

17. Systematic review [448] with included studies: [411], [413], [421] Baseline/comparator: Control arm of reference used for
intervention.

18. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to
one trial taking over 10 years and resulting in change in equipoise due to changing physicians, also one study allowed for
cross-over one month after therapy, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias,
due to inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis.

19. Systematic review [448] with included studies: [442] Baseline/comparator: Control arm of reference used for intervention.

20. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to
inclusion of abstract only study PEXIVAS; Imprecision: Serious. Only data from one study.

21. Systematic review [448] with included studies: [411] Baseline/comparator: Control arm of reference used for intervention.

22. Imprecision: Serious. Only data from one study.
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Table S14.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Azathioprine
Comparator: Maintenance therapy: Cyclophosphamide

Absolute effect estimates | Certainty of the
Outcome Study results and evidence Plain text summar
Timeframe measurements | Cyclophospha Azathioprine (Quality of y
mide evidence)
Relative risk: 0.77 164 126
0, - -
All-cause | (95% C1:0.35-1.72) | per 1000 per 1000 Low Azathioprine may
. Based on data from Due to serious .
mortality - . - - have little or no
144 patients in 1 . risk of bias, Due diff I
I;olr;g-term study® Difference: 38 fewer per 1000 t0 serious iiterence onl_a -cause
oflow-up Follow up 8.5 years | (95% CI: 107 fewer - 118 more) |  jmprecision? mortality
(median)
Relative risk: 1.65 68 112
(95% CI: 0.57 - 4.79) er 1000 er 1000 Very Low We are uncertain
End-stage P P
Kidne disgease Based on data from Due to serious | whether azathioprine
Lony _term 144 patients in 1 . risk of bias, Due | increases or decreases
follgw-u study?® Difference: 44 more per 1000 | {0 very serious end-stage kidney
P Follow up 8.5 years | (95% CI: 29 fewer - 258 more) |  jmprecision* disease
(median)
No studies were found
0, 0, .
230 é;(l)?ss of (95%Cl- -) . that looked at >50%
Difference: loss of GFR
Relative risk: 1.03 178 183
0, . -
(95% CI: 0.51 - 2.06) per 1000 per 1000 Moderate Azathioprine probably
Based on data from
Infection 144 patients in 1 . Due to serious has little or no
patient Difference: 5 more per 1000 |  jmprecision® |difference on infection
study (95% CI: 87 fewer - 189 more)
Follow up 18 months
No studies were found
0, .-
Malignancy (95%Cl: -) ) that looked at
Difference: malignancy
Relative risk: 1.13 137 155
(95% CI: 0.51 - 2.5) per 1000 per 1000 P
Relapse Based on data from Modera_te Azathlop_rlne probably
18 months 144 patients in 1 i . Due to serious . has little or no
7 Difference: 18 more per 1000 |  jmprecision® | difference on relapse
study (95% CI: 67 fewer - 206 more)
Follow up 18 months
Relative risk: 1.46 360 526
(95% CI: 1.0 - 2.14) per 1000 per 1000 Azathioprine may
Relapse Based on data from Moderate have no effect or
Long-term 144 patients in 1 . Due to serious slightly increase
follow-up study® Difference: 166 more per 1000 |  jmprecision’® relapse in long-term
Follow up 8.5 years | (95% CI: 0 fewer - 410 more) follow-up
(median)
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Absolute effect estimates | Certainty of the
Qutcome Study results and evidence Plain text summar
Timeframe measurements Cyclophospha — (Quality of Y
. Azathioprine -
mide evidence)
Relative risk: 0.65 479 311
(95% CI: 0.42 - 0.99) per 1000 per 1000 Moderate o
. Based on data from - Azathioprine may
Leukopenia 144 patients in 1 . Due to serious | a6 leukopenia
p dyit Difference: 168 fewer per 1000 |  jmprecision’? p
study (95% CI: 278 fewer - 5 fewer)
Follow up 18 months
Measured by: .
Annual GFR | Scale: - Lower better No studies were found
loss ) ) that looked at annual
Difference: GFR loss

1. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. due to long-term follow-up study post randomization but with a good attrition rate, due to [reason];
Imprecision: Serious. Only data from one study, Low number of patients, only data from one study, Low number of patients,
Wide confidence intervals.

Hw

Serious. Only data from one study, Low number of patients, Wide confidence intervals.

Hoo~No o

Serious. Only data from one study, Low number of patients.
11. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.
12. Imprecision: Serious. Only data from one study, Low number of patients.

References

Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.
Risk of bias: Serious. due to long-term follow-up study post randomization but with a good attrition rate. Imprecision: Very

Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Serious. Only data from one study, Low number of patients.
Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Serious. Only data from one study, Low number of patients.
Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.
0. Risk of bias: No serious. due to long-term follow-up study post randomization but with a good attrition rate; Imprecision:

[408] Jayne D, Rasmussen N, Andrassy K, Bacon P, Tervaert JW, Dadoniene J, et al. A randomized trial of maintenance therapy
for vasculitis associated with antineutrophil cytoplasmic autoantibodies. New England Journal of Medicine 2003;349(1):36-44

[448] Walters GD, Willis NS, Cooper TE, et al. Interventions for renal vasculitis in adults. The Cochrane Database of Systematic
Reviews 2020;1 CD003232
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Table S15.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Mycophenolate mofetil
Comparator: Maintenance therapy: Azathioprine

Absolute effect estimates Certainty of the
Qutcome Study results and evidence Plain text summar
Timeframe measurements — Mycophenolate (Quality of Y
Azathioprine : -
mofetil evidence)
No studies were
End-stage (95% Cl: -) found that looked at
kidney disease Difference: end-stage kidney
disease
No studies were
0, 0, .
2502;(';% of (95%Cl: -) . found that looked at
Difference: >50% loss of GFR
No studies were
- 0, .o
'r“;wlcl)r(t::ﬁtse (95%CI:-) . found that looked at
y Difference: all-cause mortality
No studies were
0, .
Malignancy (95% CI:-) . found that looked at
Difference: malignancy
Relative risk: 0.39 100 39
(95% CI: 0.11 - 1.43) per 1000 per 1000 Mycophenolate
. Based on data from Low - mofetil may have
Infection 1 - in1 ) Due to very serious littl diff
56 patltejntls in Difference: 61 fewer per 1000 imprecision? | "1 or _”C; Ifference
study (95% CI: 89 fewer - 43 more) on infection
Follow up 4 years
Relative risk: 1.47 375 551
0, . -
(95% ClI: 1.04 - 2.09) per 1000 per 1000 Moderate Mycophenolate
Based on data from - .
Relapse 156 patients in 1. . Due to serious mofetil probably
P v Difference: 176 more per 1000 imprecision* increases relapse
study (95% CI: 15 more - 409 more)
Follow up 4 years
Measured by: .
R No studies were
Ann?gslsGFR Scale: - Lower better _ found that looked at
Difference: annual GFR loss
1. Systematic review [448] with included studies: [406] Baseline/comparator: Control arm of reference used for intervention.
2. Imprecision: Very Serious. Wide confidence intervals, only data from one study, Low number of patients.
3. Systematic review [448] with included studies: [406] Baseline/comparator: Control arm of reference used for intervention.
4. Imprecision: Serious. Only data from one study, Low number of patients.
References
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Table S16.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Azathioprine
Comparator: Maintenance therapy: Methotrexate

Absolute effect estimates | Certainty of the
Outcome Study results and evidence .
Timeframe measurements o (Quality of Plain text summary
Methotrexate ~Azathioprine uality
evidence)
Relative risk: 1.25 190 238
All-cause (95% ClI: 0.64 - 2.45) per 1000 per 1000 L Azathioprine may
. ow .
mortality Based on data from . Due to very serious have little or no
Long-term 126 patients in 1 Difference: 48 more per 1000 im reci)gionz difference on all-
follow-up study? (95% Cl: 68 fewer - 276 P cause mortality
Follow up 10 years more)
Relative risk: 0.88 1 98
End-stage | (95% CI: 0.34-2.27) | Per 1000 per 1000 Low Azathioprine may
Kidney disease | Based on data from Difference: 13 fewer per | pye to very serious have little or no
Long-term 126 patients in 1 1000 imorecision® difference on end-
follow-up study? (95% CI: 73 fewer - 141 P stage kidney disease
Follow up 10 years more)
No studies were
0, 0, .-
Esoé’;%ss of (95% CI:-) . found that looked at
Difference: >50% loss of GFR
Relative risk: 0.73 349 255
. (95% CI: 0.46 - 1.25) |  Per 1000 per 1000 Azathioprine
Infection Based on data from i Moderate robably has little or
Long-term 126 patients in 1 Difference: 94 fewer per Due to serious | no dif}/ference on
follow-up P v 1000 imprecision® i focti
study (95% Cl: 188 fewer - 87 infection
Follow up 10 years more)
Relative risk: 1.1 159 175
- (95% CI: 0.5 - 2.4) per 1000 per 1000 Azathioprine may
'\Cg:g?tz?ﬁ]y Based on data from . Due to b;w serious have little or no
p "g 126 patients in 1 | Difference: 16 more per 1000 | ©1© y serl difference on
ollow-up study’ (95% CI: 79 fewer - 223 Imprecision malignancy
Follow up 10 years more)
Relative risk: 1.1 333 366
(95% CI: 0.68 - 1.77) per 1000 per 1000 Azathioprine may
Moderate -
Relapse Based on data from . Due to serious have little or no
3 years 126 patients in1 | Difference: 33 more per 1000 | - =y | difference on relapse
study9 (95% Cl: 107 fewer - 256 Imprecision at 3 years
Follow up 3 years more)
Relative risk: 1.12 540 605
(95% CI: 0.83 - 1.51) per 1000 per 1000 Azathioprine may
Lsséa?esfm Based on data from Diff o 1000 Dtl;gct]gesg?itgus have little or no
3 i i ifference: 65 more per i
follow-up 126 patients in 1 p imprecision'2 difference on relapse

study™*

Follow up 10 years

(95% ClI: 92 fewer - 275

more)

at 10 years
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Absolute effect estimates | Certainty of the
Qutcome Study results and evidence Plain text summary
Timeframe measurements Methotrexate ~ Azathioprine (Qqallty of
evidence)
Relative risk: 0.58 190 110 Azathioprine
(95% Cl: 0.25-1.38) | Per 1000 per 1000 Moderate probably has little or
Adverse event Based on data from Difference: 80 fewer per Due to Serious no difference on
126 patients in 1 1000 imorecisiont adverse events
study?? (95% ClI: 142 fewer - 72 P resulting in death or
Follow up 3 years more) drug discontinuation
Measured by: .
. No studies were
Ann'ilc?slsGFR Scale: - Lower better _ found that looked at
Difference: annual GFR loss

OCeNoOOA~WNE

Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Very Serious. Wide confidence intervals, only data from one study.

Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Very Serious. Wide confidence intervals, only data from one study.

Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Serious. Only data from one study.

Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.
Imprecision: Very Serious. Wide confidence intervals, only data from one study.

Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.

10. Imprecision: Serious. Wide confidence intervals, only data from one study, Low number of patients.

11. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.
12. Imprecision: Serious. Wide confidence intervals, only data from one study, Low number of patients.

13. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.
14. Imprecision: Serious. Only data from one study, Low number of patients.
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Table S17.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Extended azathioprine
Comparator: Maintenance therapy: Standard azathioprine

kidney disease

117 patients in 1
study®

Difference: 64 fewer per 1000

Absolute effect estimates Certainty of the
Qutcome Study results and evidence Plain text
Timeframe measurements Standard Extended (Quality of summary
azathioprine  azathioprine evidence)
Relative risk: 2.81 25 70 We are uncertain
(95% CI: 0.69 - 11.5) per 1000 per 1000 Very Low whether extended
All-cause Based on data _from D_ue to very serious or sta_mda_rd
mortalit 162 patients in 2 . _ risk of blas,_ Due to z?\zathloprlne
y studies! Difference: 45 more per 1000 very serious increases or
Follow up 48 months | (95% CI: 8 fewer - 263 more) imprecision? | decreases all-cause
(mean) mortality
71 7 We are uncertain
Relative risk: 0.1 per 1000 per 1000 whether extended
(95% CI: 0.01 - 1.86) Due\tlg?e/rli_civsvrisk or standard
End-stage Based on data from azathioprine

of bias, Due to
Very serious

increases or
decreases end-

Major relapse

Based on data from
117 patients in 1
study*®
Follow up 48 months

Difference: 189 fewer per 1000
(95% CI: 260 fewer - 45 fewer)

95% ClI: 70 fewer - 61 more i ision?
Follow up 48 months ( ) Imprecision stage kidney
disease
No studies were
>50% loss of (95% ClI: -) found that looked
GFR Difference: at >50% loss of
GFR
— 208 237 We are uncertain
Relative risk: 1.14 Very Low
(95% CI: 0.38 - 3.41) per 1000 per 1000 Due to very serious Whit:];;%;rédm
Infection® | Based on data from 45| risk of bias, Due to hioori
patients in 1 study® | Difference: 29 more per 1000 very serious azathioprine
95% CI: 129 fewer - 501 more i ision’ Increases or
Follow up 48 months | )| imprecision decreases infection
No studies were
0, " -
Malignancy (95%Cl- -) . found that looked
Difference: at malignancy
Relative risk: 0.41 538 221
(95% CI: 0.26 - 0.64) per 1000 per 1000
Based on data from Moderate Extgnde'd
| - . . . isk azathioprine
Relapse 162 patientsin 2 | pjfference: 317 fewer per 1000 | Due to serious ris robably decreases
studies® of bias® P Y
(95% CI: 398 fewer - 194 relapse
Follow up 48 months fewer)
(mean)
Relative risk: 0.41 321 132 Low
(95% CI: 0.19 - 0.86) per 1000 per 1000 Extended

Due to serious risk
of bias, Due to
serious
imprecision*

azathioprine may
decrease major
relapse
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Absolute effect estimates

Certainty of the

Serious adverse

(95% CI: 0.78 - 9.66)
Based on data from

Qutcome Study results and evidence Plain text
Timeframe measurements Standard Extended (Quality of summary
azathioprine  azathioprine evidence)
S 54 149 We are uncertain
Relative risk: 2.75 per 1000 per 1000 Low whether extended

Due to serious risk
of bias, Due to

or standard
azathioprine

events 117 patienlt;s inl Difference: 95 more per 1000 serious increases or
study (95% CI: 12 fewer - 468 more) | imprecision’® | decreases serious
Follow up 48 months adverse events
Measured by: i
Annual GFR | Scale: - Lower better fyfnzutjﬁ;ﬁ(;’;ifd
loss

Difference: at annual GFR loss

1. Systematic review [448] with included studies: [414], [423] Baseline/comparator: Control arm of reference used for
intervention.

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance
bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to early termination of the
AZA-ANCA due to poor recruitment.; Imprecision: Very Serious. Wide confidence intervals, due to few events.

3. Systematic review [448] with included studies: [414] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias,
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only
data from one study, Low number of patients, Wide confidence intervals.

5. Serious Infections

6. Systematic review [448] with included studies: [423] Baseline/comparator: Control arm of reference used for intervention.

7. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance
bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to early termination of the
AZA-ANCA due to poor recruitment.; Imprecision: Very Serious. Wide confidence intervals, only data from one study,
Low number of patients.

8. Systematic review [448] with included studies: [423], [414] Baseline/comparator: Control arm of reference used for
intervention.

9. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias,
due to early termination of the AZA-ANCA due to poor recruitment.

10. Systematic review [448] with included studies: [414] Baseline/comparator: Control arm of reference used for intervention.

11. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias,
Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: Serious.
Only data from one study, Low number of patients.

12. Systematic review [448] with included studies: [414] Baseline/comparator: Control arm of reference used for intervention.

13. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias,
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data
from one study, Low number of patients.
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35



Table S18.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Tailored rituximab therapy

Comparator: Maintenance therapy: Fixed-schedule rituximab therapy

Absolute effect estimates

Follow up 28 months

(95% CI: 50 fewer - 690 more)

imprecision'?

Certainty of the
Qutcome Study results and Fixed- . evidence .
Timeframe measurements schedule rith;!?;eadb (Quality of Plain text summary
rituximab thera evidence)
therapy Py
Relative risk: 0.33 37 12
(95% CI: 0.04 - 3.14) per 1000 per 1000 Low Tailored rituximab
All-cause Based on data from Due to very therapy may have little
mortality 162 patients in 1 Difference: 25 fewer per 1000 serious or no difference on all-
study? (95% CI: 36 fewer - 79 more) imprecision? cause mortality
Follow up 28 months
No studies were found
kicliznr]ed_iitss%Zse (95%Cl: -) ) _ that looked at end-stage
Y Difference: kidney disease
o . No studies were found
2502;‘;{“ of (95%Cl: -) _ that looked at >50%
Difference: loss of GFR
Relative risk: 1.0 222 222
(95% CI: 0.56 - 1.78) per 1000 per 1000 Low Tailored rituximab
| . Based on data from Due to very therapy may have little
nfection - - . -
162 patients in 1 Difference: 0 fewer per 1000 serious or no difference on
study? (95% Cl: 98 fewer - 173 more) | imprecision* infection
Follow up 28 months
Relative risk: 0.33 37.0 12.0
(95% CI: 0.04 - 3.14) Low Tailored rituximab
Malignanc Based on data from . _ Due to very therapy may have little
gnancy 162 patients in 1 Difference: 25.0 fewer serious or no difference on
study® (95% Cl: 36.0 fewer - 79.0 imprecision® malignancy
Follow up 28 months more)
Relative risk: 1.63 99 161
(95% CI: 0.71 - 3.71) per 1000 per 1000 Low Tailored rituximab
Relapse’ Based on data from Due to very therapy may have little
162 patients in 1 Difference: 62 more per 1000 serious or no difference on
study® (95% CI: 29 fewer - 268 more) | Imprecision® relapse
Follow up 28 months
Relative risk: 2.0 111 222 Low Tailored rituximab
Relapse'®in | (95% CI: 0.55 - 7.22) per 1000 per 1000 Due t therapy may have little
relapsing Based on data from 56 | ue to very or no difference on
disease patients in 1 study?* | Difference: 111 more per 1000 serious relapse in patients with

relapsing disease

Major relapse®®

Relative risk: 2.0
(95% CI: 0.52 - 7.72)
Based on data from
162 patients in 1
study
Follow up 28 months

37
per 1000

74
per 1000

Difference: 37 more per 1000
(95% Cl: 18 fewer - 249 more)

Low
Due to very
serious
imprecision®

Tailored rituximab
therapy may have little
or no difference on
major relapse
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Absolute effect estimates

Follow up 28 months

(95% ClI: 21 fewer - 1303 more)

imprecision’®

Certainty of the
Qutcome Study results and Fixed- . evidence .
Timeframe measurements schedule rith;!?;eadb (Quality of Plain text summary
rituximab therapy evidence)
therapy
A 40 160 Tailored rituximab
Relative risk: 4.0 ;
; . er 1000 per 1000 Low therapy may have little
Major relapse®® | (95% Cl: 0.48 - 33.58) P )
inrelapsing | Based on data from 56 | Due to very orno d|ffe|rence_on
disease patients in 1 study! | Difference: 120 more per 1000 Serious major relapse In

patients with relapsing

disease
Relative risk: 0.84 383 322

(95% CI: 0.55 - 1.28) per 1000 per 1000 Low Tailored rituximab
Serious adverse | Based on data from Due to very therapy may have little

events 162 patients in 1 Difference: 61 fewer per 1000 serious or no difference on
study?*® (95% CI: 172 fewer - 107 more) imprecision?® | serious adverse events

Follow up 28 months

Annual GFR Scal'\él:e-a f_uor\?vcérb ?Jlétter Mean Mean No studies were found

l0ss . . that looked at annual

Difference:

GFR loss

1. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
2. Risk of bias: No serious. Not all pre-specified outcomes were reported in this study, i.e., quality of life; Imprecision: Very
Serious. Only data from one study, Wide confidence intervals.

3. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
4. Imprecision: Very Serious. Wide confidence intervals, only data from one study.
5. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
6. Imprecision: Very Serious. Wide confidence intervals, only data from one study.
7. reappearance or worsening of AAV symptoms, that is, BVAS>0.
8. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
9. Imprecision: Very Serious. Wide confidence intervals, only data from one study.
. reappearance or worsening of AAV symptoms, that is, BVAS>0.
. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. Wide confidence intervals, only data from one study.
defined as life-threatening or involving at least one major organ
. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. Wide confidence intervals, only data from one study.

defined as life-threatening or involving at least one major organ
. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. Wide confidence intervals, only data from one study.
. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.
. Imprecision: Very Serious. Wide confidence intervals, only data from one study.
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[448] Walters GD, Willis NS, Cooper TE, et al. Interventions for renal vasculitis in adults. The Cochrane Database of Systematic
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Table S19.

Population: Patients with ANCA-associated vasculitis and relapsing disease
Intervention: Maintenance therapy: Rituximab
Comparator: Maintenance therapy: Azathioprine

Absolute effect estimates | Certainty of the
Qutcome Study results and evidence lai
Timeframe measurements — T (Quality of Plain text summary
Azathioprine  Rituximab -
evidence)
Relative risk: 0.95 16 17
(95% CI: 0.07 - 13.1) per 1000 per 1000 Very Low \We are uncertain
Based on data from Due to serious risk L
All-cause 5 - in2  bi whether rituximab
mortality 85 patients in i . of bias, Due to increases or decreases
studiest Difference: 3 fewer per 1000 very serious all.cause mortalit
Follow up 28-48 | (95% CI: 58 fewer - 53 more) | imprecision? Y
months
No studies were found
= 0, .o
kidEnr:ed Sdt;’iS%ZSE (95%Cl: -) . that looked at end-
Y Difference: stage kidney disease
No studies were found
0, 0, .-
ZSOé'lgss of (95% CI:-) . that looked at >50%
Difference: loss of GFR
Relative risk: 0.98 181 183
0, . —
(95% CI: 0.57 — 1.68) per 1000 per 1000 Very I__ow ) We are uncertain
Based on data from Due to serious risk L
Infection® 285 patients in 2 i . of bias, Due to whether rituximab
e Difference: 1 more per 1000 e increases or decreases
studies (95% Cl: 101 fewer - 99 Very serious . .
: . e infection
Follow up 28-48 more) imprecision
months
o 565 435
Relatlv.e risk: 0.77 per 1000 per 1000 Low
(95% CI: 0.57 ~ 1.05) i Due to serious risk | Rituximab may have
Malignanc Based on data from Difference: 129 fewer per of bias, Due to lower risk}:)f
gnancy 170 patients in 1 1000 ! I
study® (95% CI: 278 fewer - 20  serious malignancy
Follow up 48 months more): p
Relative risk: 0.59 501 247
(95% ClI: 0.45-0.77) per 1000 per 1000
Based on data from . Moderate Rituximab probably
Major relapse 285 patients in 2 Difference: 249 fewer per | Due to serious risk | decreases major
studies® 1000 of bias® relapse
Follow up 28-48 (95% CI: 345 fewer - 152
months fewer)
Relative risk: 0.08 450 36 Lo . .
. er 1000 er 1000 Low Rituximab in patients
. (95% CI: 0.01 - 1.36) p p . . . o Pe
Major relapse Based on data from . Due to serious risk | with relapsing disease
in relapsing e Difference: 414 fewer per of bias, Dueto | may have little or no
di 115 patients in 1 1000 : - .
isease study? o 1. serious difference on major
(95% CI: 445 fewer - 162 imprecision?t relapse
Follow up 28 months more)
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Absolute effect estimates | Certainty of the

Qutcome Study results and evidence .

Timeframe measurements — S (Quality of Plain text summary
Azathioprine  Rituximab uality
evidence)
Measured by: .
Annual GFR | Scale: - Lower better No studies were found
loss . . that looked at annual
Difference: GER loss

1. Systematic review [448] with included studies: [403] [Smith 2023] Baseline/comparator: Control arm of reference used for
intervention.

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias,
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide
confidence intervals, only data from one study, Low number of patients.

3. Serious infections

4. Systematic review [448] with included studies: [403] [Smith 2023] Baseline/comparator: Control arm of reference used for
intervention.

5. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias,
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide
confidence intervals, only data from one study, Low number of patients.

6. Systematic review [448] with included studies: [Smith 2023] Baseline/comparator: Control arm of reference used for
intervention.

7. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias;
Imprecision: Serious. Only data from one study.

8. Systematic review [448] with included studies: [403] [Smith 2023] Baseline/comparator: Control arm of reference used for
intervention.

9. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.

10. Systematic review [448] with included studies: [403] Baseline/comparator: Control arm of reference used for intervention.

11. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias;
Imprecision: Serious. Only data from one study, Low number of patients.
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Table S20.

Population: Patients with ANCA-associated vasculitis and relapsing disease
Intervention: Maintenance therapy: Rituximab
Comparator: Maintenance therapy: Placebo

kidney disease

Based on data from 97
patients in 1 study*
Follow up 28 months

Difference: 0 fewer per 1000
(95% ClI: 39 fewer — 39 more)

serious
imprecision, Due
to sparse data?

Absolute effect estimates | Certainty of the
Qutcome Study results and o evidence Plain text summar
Timeframe measurements Rituximab Placebo (Quality of Y
maintenance  maintenance evidence)
Relative risk: not 0 0 Very low
calculable per 1000 per 1000 | Due to serious risk | We are uncertain
All-cause (0 events) of bias, Due to | whether maintenance
mortality | Based on data from 97 | pjfference: 0 fewer per 1000 serious rituximab increases or
patients in 1 study* (95% CI: 39 fewer — 39 more) | imprecision, Due | decreases mortality
Follow up 28 months to sparse data?
Relative risk: not 0 0 Very low
calculable per 1000 per 1000 Due to serious risk | We are uncertain
End-stage (0 events) of bias, Dueto | whether maintenance

rituximab increases or
decreases ESKD

No studies were found

at remission

0, 0, .-
250 é;?gss of (95% CI: -) . that looked at >50%
Difference: loss of GFR
S 120 85 Very low
Relatl\{e risk: 1.41 per 1000 per 1000 Due to serious risk | We are uncertain
(95% CI: 0.42 — 4.69)  bi heth .
Infection Based on data from 97 | p; . of bias, Dueto | whether maintenance
fents in 1 studvl Difference: 35 more per 1000 serious rituximab increases or
patients in 1 study (95% Cl: 85 fewer - 155 imprecision, Due | decreases infection
Follow up 28 months more) to sparse data?
No studies were found
0, s
Malignancy (95%Cl:-) . that looked at
Difference: ma"gnancy
No studies were found
0, .
Remission (95%Cl: -) . that looked at
Difference: remission
o 40 255
Relative risk: 0.16 per 1000 per 1000 Low
(95% CI: 0.04 - 0.66) . Due to serious risk Maintenance
Relapse Based on data from 97 | Difference: 215 fewer per of bias, Due to rituximab may
patients in 1 study? 1000 sparse data, Strong | decrease relapse
Follow up 28 months |  (95% Cl: 351 fewer - 79 effect 3
fewer)
. No studies were .
Annual GFR (95% Cl: -) found that looked (95% ClI: -)
loss Difference:
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Absolute effect estimates

Certainty of the

Qutcome Study results and evidence Plain text summar
Timeframe measurements Rituximab Placebo (Quality of y
maintenance  maintenance evidence)
. 420 383 Very low -
Relative risk: 1.10 . . We are uncertain
per 1000 per 1000 Due to serious risk whether maintenance

Adverse events,
severe

Based on data from 97

(95% CI: 0.67 — 1.79)

patients in 1 study*
Follow up 28 months

Difference: 37 more per 1000

(95% CI: 158 fewer - 232
more)

of bias, Due to
serious
imprecision, Due
to sparse data?

rituximab increases or
decreases severe
adverse events

Discontinuation
due to adverse
events

Based on data from 97

Relative risk: 3.76
(95% ClI: 0.44 —
32.44)

patients in 1 study*
Follow up 28 months

21
per 1000

80
per 1000

Difference: 59 more per 1000
(95% CI: 27 fewer - 144
more)

Very low
Due to serious risk
of bias, Due to
serious
imprecision, Due
to sparse data?

We are uncertain
whether maintenance
rituximab increases or

decreases
discontinuation due to
adverse events

1.
2.
Only data from one study.
3.
due to strong effect (RR = 0.16).
References

Included study: [Charles_2020_32479166].
Risk of bias: Serious. Selective reporting (primary outcome omitted); Imprecision: Serious. No events; Other: Serious

Risk of bias: Serious. Selective reporting (primary outcome omitted); Other: Serious Only data from one study; upgraded

Charles P, Perrodeau E, Samson M, et al. Long-Term Rituximab Use to Maintain Remission of Antineutrophil Cytoplasmic
Antibody-Associated Vasculitis: A Randomized Trial. Ann Intern Med. 2020 Aug 4;173(3):179-187. doi: 10.7326/M19-3827.
Epub 2020 Jun 2. PMID: 32479166
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Table S21.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Antibiotics (trimethoprim-sulfamethoxazole)
Comparator: Maintenance therapy: Placebo

intervention.

Absolute effect estimates | Certainty of the )
Qutcome Study results and evidence Plain text
Timeframe measurements Placebo Antibiotics (Qqallty of summary
evidence)
o 25 8 L
Relative risk: 0.33 per 1000 per 1000 Antibiotics may
All-cause (95% CI: 0.01 - 7.76) . Low have little or no
mortality Based on data from 81 Difference: 17 fewer per | pye to very serious| difference on all-
6 months patients in 1 study* 1000 imprecision?  |cause mortality at 6
Follow up 6 months (95% CI: 25 fewer - 169 months
more)
No studies were
End-stage (95% ClI: -) found that looked
kidney disease Difference: at end-s_tage kidney
disease
No studies were
>50% loss of (95% Cl: -) found that looked
GFR Difference: at >50% loss of
GFR
No studies were
0, " -
Infection (95%Cl:-) . found that looked
Difference: at infection
No studies were
0 -
Malignancy (95%Cl:-) . found that looked
Difference: at malignancy
Relative risk: 1.14 7% 507 Low Antibiotics ma
(95% CI: 0.98 - 1.33) per 1000 per 1000 e ( Yy
Complete Based on data from 111 ) Due to serious risk | have little or no
remission e s Difference: 111 more per of bias, Due to difference on
patients in 2 studies 1000 : g
1 year Follow up 12 months serious complete remission
P (95% CI: 16 fewer - 263 imprecision* at 1 year
(mean) more)
L 590 755 o
Relative risk: 1.28 per 1000 per 1000 Low ) Antlblotlcs_
Complete (95% CI: 0.94 - 1.76) . Due to serious probably has little
remission Based on data from 80 Difference: 165 more per imprecision, Due | or no difference on
2 years patients in 1 study® 1000 to serious risk of | complete remission
Follow up 24 months (95% Cl: 35 fewer - 448 bias® at 2 years
more)
Measured by: .
. No studies were
AnmljgslsGFR Scale: - Lower better . found that looked
Difference: at annual GFR loss
1. Systematic review [448] with included studies: [425] Baseline/comparator: Control arm of reference used for intervention.
2. Imprecision: Very Serious. Wide confidence intervals, only data from one study, Low number of patients.
3. Systematic review [448] with included studies: [431], [425] Baseline/comparator: Control arm of reference used for
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4. Risk of bias: Serious. In Zycinska 2009 the groups were not balanced. Patients in the placebo group were older, had worse
kidney function and a higher mean BVAS score at baseline; Imprecision: Serious. Low number of patients.

5. Systematic review [448] with included studies: [425] Baseline/comparator: Control arm of reference used for intervention.

6. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Low number of patients.

References

[425] Stegeman CA, Cohen TJ, de Jong PE, Kallenberg CG. Trimethoprim-sulfamethoxazole (co-trimoxazole) for the prevention
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1996;335(1):16-20

[431] Zycinska K, Wardyn KA, Zielonka TM, Krupa R, Lukas W. Co-trimoxazole and prevention of relapses of PR3-ANCA
positive vasculitis with pulmonary involvement. European Journal of Medical Research 2009;14 Suppl 4 265-267

[448] Walters GD, Willis NS, Cooper TE, et al. Interventions for renal vasculitis in adults. The Cochrane Database of Systematic
Reviews 2020;1 CD003232
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Appendix D. Data supplement - Additional SoF tables developed as part of the evidence review

Table S22.

Population: Patients with ANCA-associated vasculitis
Intervention: Intravenous immunoglobulin
Comparator: Placebo

Absolute effect estimates

Certainty of the

Qutcome Study results and Intravenous evidt_ence Plain text summary
Timeframe measurements Placebo immunoglob (Quality of
li evidence)
ulin
Relative risk: 1.17 267 312
(95% CI: 0.39 - per 1000 per 1000 Very Low We are uncertain
Based 03r.15c(12ta from . Due to serious risk | whether intravenous
Relapse 31 patients in 1 Difference: 45 more per | of bias, Due to very | immunoglobulin
pstudy1 (05% C1 11(;)39? - serious increases or
6 Cl: ewer - i ision?
Follow up 12 more) imprecision decreases relapse
months
Relative risk: 0.2 118 24
(95% CI: 0.01 - per 1000 per 1000 We are uncertain
3.88) very I.‘OW . whether intravenous
All-cause Based on data from i . Due to serious risk immunoglobulin
! | ' Difference: 94 fewer per | of bias. Due to very ! 9
mortality 34 patients in 1 1000 sierious increases or
study? (95% CI: 117 fewer - 340 imprecision® decreases all-cause
Follow up 12 more) mortality
months
No studies were
End-stage (95% ClI: -) found that looked at
kidney disease Difference: end-stage kidney
disease
csmiiosor | @)
GFR Difference: >50% loss of GFR
No studies were
0, .-
Infection (95% Cl:-) . found that looked at
Difference: infection
No studies were
0, .-
Malignancy (95% CI:-) . found that looked at
Difference: malignancy
No studies were
Complete (95% CI:-) found that looked at
remission Difference: complete remission
R 353 822 Moderate Intravenous
Treatmenst R(eglggl/vglsk :1%33 per 1000 per 1000 | pye to serious risk | immunoglobulin
response 6 Cl: 1.18 - ; :
3 rr?onths 4.61) Difference: 469 more per c_)f blgs, Due_tp probably increases
1000 serious imprecision, | treatment response
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Based on data from | (95% ClI: 64 more - 1274 Upgraded due to

34 patients in 1 more) Large magnitude of
study® effect’
Follow up 12
months

Measured by:

Annual GFR | Scale: - Lower better No studies were

found that looked at

loss Difference: annual GFR loss

1. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias and pharmaceutical
sponsor involved in random sequence generation; Imprecision: Very Serious. Wide confidence intervals, only data from one
study, Low number of patients

3. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias and pharmaceutical
sponsor involved in random sequence generation; Imprecision: Very Serious. Wide confidence intervals, only data from one
study, Low number of patients

5. Treatment response - BVAS reduction of 50% between entry

6. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.

7. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias and pharmaceutical
sponsor involved in random sequence generation; Imprecision: Serious. Only data from one study, Low number of patients;
Upgrade: Large magnitude of effect.

References
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Table S23.

Population: Patients with ANCA-associated vasculitis
Intervention: Plasma exchange
Comparator: Immunoadsorption

Absolute effect estimates i
Outcome Study results and Cer(ta.;;\llir&'%gz the Plain text
Timeframe measurements | Immunoadso Plasma . ) summary
rption exchange (Quality of evidence)
Relative risk: 1.64 87 143 Very Low We are uncertain
All-cause (95% CI: 0.3-8.89) | Pper 1000 per 1000 | pye to serious risk of whether plasma
. Based on data from | Dpifference: 56 more per bias, Due to very P
mortality - . : p I . exchange increases
44 patients in 1 1000 serious imprecision,
6 months e - or decreases all-
study (95% Cl: 61 fewer - 686 Due to serious cause mortality
Follow up 6 months more) indirectness?
Relative risk: 0.58 190 110 :
Very Low We are uncertain
0, . -
End-stage (95 A)2C8I.2)0 12 per 1000 per 1000 Due to serious risk of | whether plasma
kidney disease | Based on data from | Difference: 80 fewer per | Dias, Due tovery exchange increases
6 months 39 patients in 1 1000 serious imprecision, | or decreases end-
study? (95% Cl: 167 fewer - 346 Due to serious stage kidney
Follow up 6 months more) indirectness* disease
No studies were
>50% loss of (95% ClI: -) found that looked
GFR Difference: at >50% loss of
GFR
No studies were
0, -
Infection (95% Cl:-) . found that looked
Difference: at infection
No studies were
0, -
Malignancy (95% CI: -) . found that looked
Difference: at malignancy
No studies were
Complete (95% Cl: -) found that looked
remission Difference: at complete
remission
Measured by: .
Annual GFR | Scale: - Lower better No studies were
loss . _ found that looked
Difference: at annual GFR loss

=

Primary study [429] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection
bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias; Indirectness:
Serious. Differences between the population of interest and those studied, study included patients with Goodpasture's
syndrome and 87% of patients without Goodpasture's syndrome had ANCA antibodies; Imprecision: Very Serious. Wide
confidence intervals, only data from one study, Low number of patients

Primary study [429] Baseline/comparator: Control arm of reference used for intervention.

Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection
bias; Indirectness: Serious. Differences between the population of interest and those studied, study included patients with
Goodpasture's syndrome and 87% of patients without Goodpasture's syndrome had ANCA antibodies; Imprecision: Very
Serious. Wide confidence intervals, only data from one study, Low number of patients

~>w
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Table S24.

Population: Patients with ANCA-associated vasculitis
Intervention: Etanercept
Comparator: Placebo

Outcome Study results and Absolute effect estimates Ce r;?/'ig%gg the Plain text
Timeframe measurements Placebo Etanercept | (Quality of evidence) summary
Relative risk: 1.0 494 494
(95% ClI: 0.74 - per 1000 per 1000
1.35) Low Etanercept may
Infection Based on data from |  pjtference: 0 fewer per | Due to serious risk of | have little or no
174 patients in 1 1000 bias, Due to serious difference on
study* (95% CI: 128 fewer - 173 imprecision? infection
Follow up 22 more)
months (median)
Relative risk: 12.42 0
(95% CI: 0.71 - per 1000 per 1000 There were too few
217.18) Very Low who experienced
Maliananc Based on data from Due to serious risk of | the malignancy, to
gnancy 174 patients in 1| pifference: fewer per 1000 | bias, Due tovery | determine whether
study® serious imprecision® | etanercept made a
Follow up 22 difference
months (median)
Relative risk: 0.93 753 700
0, . -
(95 A)lcll.l )0.77 per 1000 per 1000 Low Etanercept may
Complete : . - . have little or no
remission - Based on_data_from Difference: 53 fewer per | Due to serious rl_sk of difference on
- 174 patients in 1 1000 bias, Due to serious :
Sustained " - . sustained
SIUdy (95% Cl: 173 fewer - 83 imprecision remission
Follow up 22 more)
months (median)
Relative risk: 0.93 328 305
(95% CI: 0.56 - per 1000 per 1000
1.56) Very Low Etanercept may
Relapse Based on data from | pifference: 23 fewer per | Due to serious risk of | have little or no
126 patients in 1 1000 bias, Due to very difference on
study® (95% CI: 144 fewer - 184 serious imprecision’ relapse
Follow up 22 more)
months (median)
Relative risk: 1.91 24 46
(95% CI: 0.36 - per 1000 per 1000 ;
i1 veryLow | e el
AII—caqse Based on_data_from Difference: 22 more per Due_‘ to serious risk of increases or
mortality 174 patients in 1 1000 bias, Due to very decreases all-cause
studies® _ (95% ClI: 15 fewer - 220 | Serious imprecision® mortality
Follow up Median more)
22 months
No studies were
End-stage (95% ClI: -) found that looked
kidney disease Difference: at end-stage kidney
disease
>50% loss of No studies were
GFR (95% ClI: -) found that looked
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Difference: at >50% loss of
GFR

Annual GFR | Scale: - Lower better

Measured by: No studies were

found that looked

loss Difference: at annual GFR loss

1. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection
bias; Imprecision: Serious. Only data from one study, Low number of patients

3. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.

4. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.

5. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection
bias; Imprecision: Serious. Only data from one study, Low number of patients

6. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.

7. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection
bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients

8. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.

9. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection
bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients
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Table S25.
Population: Patients with ANCA-associated vasculitis
Intervention: Lymphocytapheresis
Comparator: Standard of care — intravenous methylprednisone, glucocorticoids, and cyclophosphamide

Absolute effect estimates

Outcome Study results and Certainty of the evidence Plain text
Timeframe measurements Standard of Lymphocyta (Quality of evidence) summary
care pheresis
Relative risk: 0.4 417 167 We are uncertain
(95% CI: 0.1-1.67) | per 1000 per 1000 Very Low whether
All-cause | 5 ced on data f - D ious risk of bias, | lymphocytapheresi
mortality ased on data from | pjfference: 250 fewer per | Due to serious risk of bias, | lymphocytapheresi
6 months 24 patients in 1 1000 Due to very serious s increases or
study* (95% Cl: 375 fewer - 279 imprecision? decreases all-cause
Follow up 6 months more) mortality
Relative risk: 0.33 250 83 We are uncertain
(95% CI: 0.04 - per 1000 per 1000 whether
End-stage 2.77) . Due to s\e/rei)xsl_r?:;l( of bias lymphocytapheresi
kidney disease | Based on data from | Difference: 167 fewer per Due to verv serious | S increases or
6 months 24 patients in 1 1000 - y serl decreases end-
study? (95% CI: 240 fewer - 443 Imprecision stage kidney
Follow up 6 months more) disease
No studies were
>50% loss of (95% ClI: -) found that looked
GFR Difference: at >50% loss of
GFR
No studies were
0, -
Infection (95% Cl:-) . found that looked
Difference: at infection
No studies were
0, -
Malignancy (95% CI: -) . found that looked
Difference: at malignancy
No studies were
Complete (95% Cl: -) found that looked
remission Difference: at comp_lete
remission
Measured by: .
. No studies were
AnnLIJSSISGFR Scale: - Lower better - found that looked
Difference at annual GFR loss

=

Primary study [402] Baseline/comparator: Control arm of reference used for intervention.
Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection
bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear
blinding of participants and personnel, resulting in potential for performance bias, unclear of blinding of outcome assessors,
resulting in potential for detection bias, Inadequate sequence generation/ generation of comparable groups, resulting in
potential for selection bias, Inadequate concealment of allocation during randomization process, resulting in potential for
selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias,
Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to
follow up, Selective outcome reporting, Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals,
Only data from one study, Low number of patients
Primary study [402] Baseline/comparator: Control arm of reference used for intervention.
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4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection
bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear
blinding of participants and personnel, resulting in potential for performance bias, unclear of blinding of outcome assessors,
resulting in potential for detection bias, Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals,
Only data from one study, Low number of patients
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Table S26.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Leflunomide
Comparator: Maintenance therapy: Methotrexate

Absolute effect estimates

Certainty of the
Qutcome Study results and Maintenance Maintenance evidence Plain text
Timeframe measurements therapy: therapy: (Qqality of summary
methotrexate leflunomide evidence)
No studies were
All-cause (95% ClI: -) found that looked
mortality Difference: at all-cause
mortality
No studies were
End-stage (95% ClI: -) found that looked
kidney disease Difference: at end-stage kidney
disease
No studies were
>50% loss of (95% ClI: -) found that looked
GFR Difference: at >50% loss of
GFR
Relative risk: 1.17 429 502 ;
(95%CI: 0.66- | per1000  per 1000 We are uncertain
2.07) Moderat leflunomit
) oderate eflunomide as
Infection B%de ;?e?]?;airf]r(l)m Difference: 73 more per Due to serious maintenance
pstu dy! —— ffg(f)ewer 450 imprecision? therazy increases
oLl - or decreases
FOIrlr?c‘]"r’] tl:]‘; 24 more) infection
No studies were
0 -
Malignancy (95% Cl:-) . found that looked
Difference: at malignancy
Relative risk: 0.52 464 241 :
(95% Cl:0.22- | per1000 per 1000 e are dhcertain
1) Moderat eflunomid
oderate eflunomide as
Relapse Bz;s:d ;?e(rj]::;ai;r?m Difference: 223 fewer per | pye to serious maintenance
pstu oy (95%C: égg(i‘ewer o1 imprecision? therapy increases
(] . -
Follow up 24 more) or delcreases
months relapse
Relative risk: 0.15 250 38 -
(95% CI:0.02- | per1000  per 1000 we ari”';]ce”a'”
L17) Moderat eflunomid
oderate eflunomide as
Major relapse Bz;s:d ;?e?;’:;ai;r?m Difference: 212 fewer per |  Duye to serious maintenance
pstu oy . 1000 imprecision® therapy increases
Follow up 24 (95% Cl: 245 fewer - 43 or decreases major
months more) relapse
Serious adverse L 0 0 There were too few
events Relative risk: 11.81 per 1000 per 1000 Very Low who experienced
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(95% ClI: 0.69 -
203.68)
Based on data from
54 patients in 1

Difference: 0 fewer per
1000

Due to very serious
risk of bias, Due to
very serious
imprecision®

the serious adverse
events, to
determine whether
leflunomide as

study”’ (95% CI: 0 fewer - 0 fewer) maintenance
Follow up 24 therapy made a
months difference

Annual GFR
loss

Measured by:
Scale: - Lower better

Difference:

No studies were
found that looked
at annual GFR loss

1. Primary study [420] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: No serious. Study terminated early due to high rate of relapses in control group; Imprecision: Serious. Only

data from one study, Low number of patients

w

Primary study [420] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: No serious. Study terminated early due to high rate of relapses in control group; Imprecision: Serious. Only

data from one study, Low number of patients, Only data from one study, Low number of patients, Only data from one study,
Low number of patients

o

data from one study, Low number of patients

~

Primary study [420] Baseline/comparator: Control arm of reference used for intervention.
6. Risk of bias: No serious. Study terminated early due to high rate of relapses in control group; Imprecision: Serious. Only

Primary study [420] Baseline/comparator: Control arm of reference used for intervention.

8. Risk of bias: Very Serious. Study terminated early due to high rate of relapses in control group; Imprecision: Very Serious.
Wide confidence intervals, Only data from one study, Low number of patients
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Table S27.
Population: Patients with ANCA-associated vasculitis who have undergone plasma exchange adjunctive
therapy or usual care

Intervention: Maintenance therapy: Cyclosporine
Comparator: Maintenance therapy: Cyclophosphamide

Absolute effect estimates .
Certainty of the
Outcome Study results and | Maintenance Maintenance evidence Plain text
Timeframe measurements therapy: therapy: (Quality of summary
cyclop_hospha cyclosporine evidence)
mide
No studies were
All-cause (95% ClI: -) found that looked
mortality . at all-cause
Difference: mortality
No studies were
End-stage (95% ClI: -) found that looked
kidney disease Difference: at end-stage kidney
disease
No studies were
>50% loss of (95% ClI: -) found that looked
GFR Difference: at >50% loss of
GFR
No studies were
0, .-
Infection (95%Cl: -) . found that looked
Difference: at infection
No studies were
0, "o
Malignancy (95% CI:-) . found that looked
Difference: at malignancy
Relative risk: 1.38 406 560 :
(95% CI: 0.82 - per 1000 per 1000 Cyclosporine as
maintenance
2.33) . _ Moderate therapy probably
Relapse Based on data from | Difference: 154 more per Due to serious has little or no
64 patients in 1 1000 imprecision? dif
study (95% CI: 73 fewer - 540 ffrerence on
more) relapse
Follow up 5 years
Measured by: .
. No studies were
Ann?gslsGFR Scale: - Lower better _ found that looked
Difference: at annual GFR loss

1. Primary study [431] Baseline/comparator: Control arm of reference used for intervention.

2. Imprecision: Serious. Low number of patients, Only data from one study
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Table S28.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Preemptive therapy for relapse
Comparator: Maintenance therapy: Standard of care

Absolute effect estimates

; Certainty of the
Maintenan -
Outcome Study results and thearlart)‘;'a;)r? evidence Plain text summar
Timeframe measurements Standard of emptive (Quality of y
care therapy for evidence)
relapse
No studies were
- 0, .-
ﬁql(l)é:ﬁtse (95% CI:-) . found that looked at
y Difference: all-cause mortality
No studies were
End-stage (95% ClI: -) found that looked at
kidney disease Difference: end-stage kidney
disease
No studies were
0, -
Malignancy (95% CI:-) . found that looked at
Difference: ma“gnancy
No studies were
0, 0, "o
ESOQ;ESS of (95% CI:-) . found that looked at
Difference: >50% loss of GFR
No studies were
0, -
Infection (95%Cl: -) . found that looked at
Difference: infection
Relative risk: 0.23 677 156
o 1 N .
(95% CI: 0.03 per 1000 per 1000 Very Low We are uncertain
1.59) - . | whether pre-emptive
Based on data from i . Due_ to serious risk therapy for relapse
Relapse ;e Difference: 521 fewer per | of bias, Due to very ;
60 patients in 2 1000 serious for maintenance
studies® (95% CI: 657 fewer - 399 imprecision? therapy increases or
Follow up 9 months more) decreases relapse
(mean)
Measured by: No studies were
Annual GFR | Scale: - Lower better Mean Mean .
0ss . _ ound that looked at
Difference: annual GFR loss

1. Systematic review [448] with included studies: [400], [432] Baseline/comparator: Control arm of reference used for

intervention.

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection
bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias of Tervaert
1990 and Boomsma 2003 is an abstract only; Imprecision: Very Serious. Low number of patients, Wide confidence

intervals.
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Table S29.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Methotrexate
Comparator: Maintenance therapy: Cyclophosphamide

Absolute effect estimates

: Certainty of the
Maintenan - - .
TQutcome Study results and aintena .ce Maintenance evidence Plain text summary
imeframe measurements therapy: therapy: lity of evid
lophospha py: | (Quality of evidence)
CYCIOPROSPNA o thotrexate
mide
Relative risk: 0.44 63 28 :
(95%CI:0.04- | per1000  per 1000 We are ncertain
whether
4.67) Very Low
All-cause Based on data from i - Due to serious risk of methotrexate as
) " ! Difference: 35 fewer per > maintenance therapy
mortality 68 patients in 1 1000 bias, Due to very increases or
1 i H icinon2
study (95% CI: 60 fewer - 231 | Serious imprecision® | -l cause
Follow up 24 more) mortalit
months y
No studies were
End-stage (95% ClI: -) found that looked at
kidney disease Difference: end-stage kidney
disease
No studies were
0, 0, .-
zsoé;;ss of (95% CI:-) . found that looked at
Difference: >50% loss of GFR
No studies were
0, ' -
Infection (95% Cl:-) . found that looked at
Difference: infection
No studies were
0, -
Malignancy (95% CI:-) . found that looked at
Difference: malignancy
Relative risk: 1.14 219 250
(95% Cl1: 0.48 - per 1000 per 1000 We are uncertain
2.72) Very Low whether
Relapse Based on data from |  pjfference: 31 more per | Due to serious risk of | methotrexate as
68 patients in 1 1000 bias, Due to very | maintenance therapy
study? (95% CI: 114 fewer - 377 | Serious imprecision* increases or
Follow up 24 more) decreases relapse
months
Measured by: .
. No studies were
Ann?;lSISGFR Scale: - Lower better . found that looked at
Difference: annual GFR loss

1. Primary study [418] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection
bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of

blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence
intervals, Only data from one study, Low number of patients
3. Primary study [418] Baseline/comparator: Control arm of reference used for intervention.




4. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection
bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of
blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence
intervals, Only data from one study, Low number of patients
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Table S30.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Belimumab plus azathioprine
Comparator: Maintenance therapy: Placebo plus azathioprine

Absolute effect estimates

Qutcome Study results and | Maintenance Maintenance | Certainty of the Evidence Plain text
Timeframe measurements therapy: therapy: (Quality of evidence) summary
Placebo +  Belimumab +
azathioprine  azathioprine
Relative risk: 2.94
(95%Cl:0.12- | per1000  per 1000 There were 100 fets
70.67) Very Low perience
All-cause Based on data from Due to very serious the all-pause
- - . . C - mortality to
mortality 105 psatﬂgggs in1 | pifference: fewer per 1000 'mpre;&i;ﬁzét%f;?a:f”ous determine whether
belimumab made a
Follow up 12 difference
months
No studies were
End-stage (95% Cl: -) found that looked
kidney disease Difference: at end-stage kidney
disease
No studies were
>50% loss of (95% Cl: -) found that looked
GFR Difference: at >50% loss of
GFR
Relative risk: 0.98 77 75
(95% ClI: 0.26 - per 1000 per 1000 There were too few
3.72) Very Low who experienced
Infection Based on data from |  pigference: 2 fewer per | ~ Due to very serious the infection to
105 patients in 1 1000 imprecision, Due to serious | determine whether
study? (95% Cl: 57 fewer - 209 publication bias* belimumab made a
Follow up 12 more) difference
months
Relative risk: 8.83
(95% ClI: 0.49 - per 1000 per 1000 There were too few
160.07) Very Low who experienced
. Based on data from Due to very serious the infection to
Malignancy

105 patients in 1
study®
Follow up 12
months

Difference: fewer per 1000

imprecision, Due to serious
publication bias®

determine whether
belimumab made a
difference

Major relapse

Relative risk: 2.94
(95% CI1: 0.12 -
70.67)
Based on data from
105 patients in 1
study’
Follow up 12
months

per 1000 per 1000

Difference: fewer per 1000

Very Low
Due to very serious
imprecision, Due to serious
publication bias®

There were too few
who experienced
the major relapse

to determine
whether

belimumab made a

difference

Serious adverse
events

Relative risk: 0.74

347
per 1000

257
per 1000

Low

Belimumab may
have little or no
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(95% CI: 0.27 -
1.97)

Based on data from
105 patients in 1
study®
Follow up 12
months

Difference: 90 fewer per
1000

(95% CI: 253 fewer - 337
more)

Due to serious imprecision,

Due to serious publication
bias'®

difference on
serious adverse
events

Relative risk: 0.74
(95% CI: 0.27 -
1.97)

154
per 1000

114
per 1000

Low

Belimumab may

Vasculitis Based on data from |  pifference: 40 fewer per | Due to serious imprecision, | have little or no
relapse 105 patients in 1 1000 Due to serious publication difference on
study™ (95% Cl: 112 fewer - 149 bias* vasculitis relapse
Follow up 12 more)
months

1. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly
commercially funded studies.

3. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.

4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly
commercially funded studies.

5. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.

6. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly
commercially funded studies.

7. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.

8. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly
commercially funded studies.

9. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.

10. Imprecision: Serious. Only data from one study; Publication bias: Serious. Mostly commercially funded studies.

11. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.

12. Imprecision: Serious. Only data from one study; Publication bias: Serious. Mostly commercially funded studies.
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Table S31.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Rituximab
Comparator: Maintenance therapy: Placebo

Absolute effect estimates

Qutcome Study results and Maintenance Maintenance Certainty of the Evidence Plain text
Timeframe measurements therapy: therapy: (Quality of evidence) summary
Placebo Rituximab
Relative risk There were too few
. per 1000 per 1000 who experienced
(95%CI: -)
Based on data from Low the all-cause
All-cause - . - mortality to
mortality 97 patients in 1 i . Due to very serious determine whether
study? Difference: fewer per 1000 imprecision? :
maintenance
Follow up 28 L
therapy: rituximab
months i
made a difference
No studies were
End-stage (95% Cl: -) found that looked
kidney disease Difference: at end-stage kidney
disease
No studies were
>50% loss of (95% Cl: -) found that looked
GFR Difference: at >50% loss of
GFR
Relative risk: 1.41 86 121
0, . -
(95 A>4C6Ié )0.42 per 1000 per 1000 Maintenance
Based oﬁ data from . Low therapy: rituximab
Infection 97 patients in 1 Difference: 35 more per Due to very serious may have little or
P v 1000 imprecision® no difference on
study (95% ClI: 50 fewer - 317 infection
Follow up 12 more)
months
No studies were
0, (-
Malignancy (5% CI: -) . found that looked
Difference: at ma"gnancy
Relative risk: 0.16 256 41
(95% CI: 0.04 - per 1000 per 1000
0.66) Maintenance
Relanse Based on data from | pifference: 215 fewer per Moderate therapy: rituximab
P 97 patients in 1 1000 Due to serious imprecision® | probably decreases
study® (95% CI: 246 fewer - 87 relapse
Follow up 28 fewer)
months
Relative risk: 0.81 298 241
(95% Cl: 0.42 - per 1000 per 1000 Maintenance
1.56) Low therapy: rituximab
Serious adverse | Based on data from | pifference: 57 fewer per - may have little or
events 97 patients in 1 1000 P Dueir;o ;/:gi);f;r:';ous no difference on
study’ (95% Cl: 173 fewer - 167 P serious adverse
Follow up 28 more) events
months
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Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.
Imprecision: Very Serious. Only data from one study, Low number of patients.

Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.
Imprecision: Very Serious. Wide confidence intervals, Only data from one study.

Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.
Imprecision: Serious. Only data from one study.

Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.
Imprecision: Very Serious. Only data from one study.
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Table S32.

Population: Patients with ANCA-associated vasculitis
Intervention: Maintenance therapy: Mizoribine
Comparator: Maintenance therapy: Placebo

Absolute effect estimates

Serious adverse
events

Based on data from
53 patients in 1
study®
Follow up 12
months

Difference: 77 more per
1000

(95% CI: 44 fewer - 195
more)

Due to serious risk of bias,
Due to very serious
imprecision®

TQut(;ome Study results e;nd Maintenance Maintenance Certalnlt_)t/ offthe_gwdence Plain text
imeframe measurements therapy: therapy: (Quality of evidence) summary
Placebo Mizoribine
No studies were
- 0, -
ﬁqlcl)r(t::ﬁtse (95%Cl: -) . found that looked
y Difference: at mortality
No studies were
End-stage (95% ClI: -) found that looked
kidney disease Difference: at end-stage kidney
disease
No studies were
>50% loss of (95% Cl: -) found that looked
GFR Difference: at >50% loss of
GFR
Relative risk: 1.12 107 120
0, . —
(95% CI: 0.25 per 1000 per 1000 We are uncertain
5.05) Very Low o
. Based on data from i . Due to serious risk of bias whe_ther mizoribine
Infection A Difference: 13 more per ; ' increases or
53 patients in 1 1000 Due to very serious decreases
study* (95% Cl: 158 fewer - 184 imprecision® infections
Follow up 12 more)
months
No studies were
0, -
Malignancy (95%Cl: -) . found that looked
Difference: at malignancy
Relative risk: 1.68 143 240
(95% CI: 0.53 — per 1000 per 1000
5.28) Very Low We are uncertain
Relapse Based on data from | pjfference: 97 more per | Due to serious risk of bias, | whether mizoribine
53 patients in 1 1000 Due to very serious increases or
study® (95% CI: 115 fewer - 309 imprecision* decreases replapse
Follow up 12 fewer)
months
Relative risk: 5.37 0 77
(95% CI1: 0.27 — per 1000 per 1000 -
106.88) Very Low We are uncertain

whether mizoribine
increases or
decreases serious
adverse events

el N

Systematic review with included studies: [Mase 2022] Baseline/comparator Control arm of reference used for intervention.
Imprecision: Very Serious. Only data from one study, Low number of patients.
Systematic review with included studies: [Mase 2022] Baseline/comparator Control arm of reference used for intervention.
Imprecision: Very Serious. Only data from one study, Low number of patients.
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5. Systematic review with included studies: [Mase 2022] Baseline/comparator Control arm of reference used for intervention.
6. Imprecision: Very Serious. Only data from one study, Low number of patients.
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