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(CHCC 2012)
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ANCA )

Kararaén Ivotnuartikev Ayyentidwv
International Chapel Hill Consensus Conference

Box 1. Systemic Vasculitis Nomenclature

Small-vessel vasculitis (SVV)
* Antineutrophil cytoplasmic antibody (ANCA)—associated
vasculitis (AAV)
o Microscopic polyangiitis (MPA)
o Granulomatosis with polyangiitis (Wegener) (GPA)
o Eosinophilic granulomatosis with polyangiitis (Churg-
Strauss) (EGPA)
* Immune complex SVV
< Anti—glomerular basement membrane (anti-GBM) disease
< Cryoglobulinemic vasculitis (CV)
o Immunoglobulin A (IgA) vasculitis (Henoch-Schonlein)
(IgAV)
o Hypocomplementemic urticarial vasculitis (HUV) (anti-C1q
vasculitis)

Medium-vessel vasculitis (MVV)
« Polyarteritis nodosa (PAN)
» Kawasaki disease (KD)

Large-vessel vasculitis
» Takayasu arteritis (TA)
* Giant cell arteritis (GCA)

Variable vessel vasculitis (VVV)
* Behcet disease (BD)
« Cogan syndrome (CS)

Based on 2012 International Chapel Hill Consensus Conference (see Jennette
et al in Additional Readings).
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KAIvikn AANnAogmiKaAvyn

Table 1. Syndromes of AAYV.

ANCA-
Positivity

MPO-
ANCA

Predominant Organ

Incidence * [7] Involvement

Disease PR3-ANCA

Rate of Renal
[nvolvement [77]

RPGN [77]

Nose and sinuses,
lungs, kidneys, joints,
eyes

GPA 1.9-13 ~90% ~75% ~20%

~70%

~50%

Lungs,
upper airways,
peripheral nerves,
heart, skin

EGPA 0.8-4 ~40% <10% 30-40%

~25%

<15%

MPA 1.5-16 ~90% ~25% ~60% Kidneys

>90%

~65%

* per million person-years. Abbreviations: AAV: ANCA-associated vasculitis. ANCA: Antineutrophil cytoplasmic antibody. PR3: leukocyte
proteinase 3. MPO: myeloperoxidase. RPGN: rapidly progressive glomerulonephritis. GPA: granulomatosis with polyangiitis. EGPA:

eosinophilic granulomatosis with polyangiitis. MPA: microscopic polyangiitis.




ANCA : Antineutrophil cytoplasmic antibody

»  ADTOAVTIOCWHATA TTOL OTEEPOVTAI EVAVTI AVTIVOVWY TTOL PPICKOVTAI OTA TTOWTOYEVN
KOKKIQ TOL KUTTAPOTTAQOUATOC TV OLEETEQLOPIAGWY KAl OTA AVOCOTWUATA TWV
UOVOKLUTTAP WV

®» T KOKKIQ TTEQIEXOLY TTANBWPEA AVTIYOVWY £VAVTI TV OTTOIWYV UTTOPOLY VA
AVATITLXOOLY ALTOAVTICWUATA. Ta KAIVIKO CNUAVTIKA €ival ALTA EVAVTI TNG
MOeAoTtTepoeibaonc kail TGS MowTteaonc 3

» KaTtd 7O €vEPYO OTASIO TS VOO OUL : TUTTIKA avhkouy oTnv IgG avocoogaipivn
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Figure 1. Pathogenesis of antineutrophil cytoplasmic antibody (ANCA)-associated vasculitis. ANCA autoantigens (proteinase 3
[PR3] and myeloperoxidase [MPO]) are normally sequestered in the primary granules of neutrophils. Infection or other environmental
stimuli result in neutrophil priming, with movement of PR3 and MPO to the cell surface. Binding of ANCA to these autoantigens re-
sults in activation of neutrophils, which adhere to vascular endothelium. Neutrophil degranulation leads to the release of reactive ox-
ygen species (ROS), proteases, and neutrophil extracellular traps (NETs), damaging the endothelium. Chemokines and tissue
deposition of PR3 and MPO result in the recruitment of autoreactive T cells and monocytes augmenting tissue injury. Drawings
created with BioRender.

| Inflammatory cytokines |
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Opoloyikn Karara&én rcov ANCA

» proteinase 3 (PR3) - cCANCA

» myeloperoxidase (MPO)- pANCA

Table 2. Comparison of Clinical Features by ANCA Specificity

PR3-ANCA

MPO-ANCA

Demographics
Geography
Genetic risk alleles
Pathology

Renal

Respiratory involvement

Upper airway disease

QOutcomes
Relapse rate
Treatment

50-70 y
Northern Europe, North America
HLA-DF, PRTN3, SERPINA1

Necrotizing vasculitis, granulomatous
inflammation

More acute presentation

More common; nodules, cavitation, and central
airway disease more specific to PR3

More common, destructive lesions (nasal
1
perforation, saddle nose)

More likely to have resistant disease
Higher

May respond better to rituximab than
cyclophosphamide

60-80 y (mean, 10 y older than PR3-ANCA)
Southern Europe, Asia
HLA-DQ

Necrotizing vasculitis, no granulomatous
inflammation

More common, more chronic injury on biopsy,
may have a slow indolent course, more likely
renal limited, isolated interstitial kidney disease
(rare), usually MPO-ANCA

Less common; may be chronic lung fibrosis,
peripheral reticulation, honeycombing and usual
interstitial pneumonia more specific to MPO

Rare

Worse long-term survival (more chronic injury)
Lower

Similar response to rituximab and
cyclophosphamide

Abbreviations: ANCA, antineutrophil cytoplasmic antibody; MPO, myeloperoxidase; PR3, proteinase 3.

\\

'‘Ox1 atrAoi BIOSEIKTES
KaAbTepn €161KOTNTA KAl
OTEVOTEQN OXEON OTIC
YEVETIKEC MEAETEC O TUTTOG
TV ANCA atro Tov KAIVIKO
PAIVOTLTTO

CHCC 2012 : va TotToferteital
TO TPOBEUa PR3 — ANCA
GPA / MPO-ANCA GPA



Epyaotnpiakn AANnAosmKaAvyn

Table 1. Frequency of ANCA Positivity in Different Conditions

PR3-ANCA
(mostly cANCA)

MPO-ANCA
(mostly pANCA)

Other

ANCA-Associated Vasculitis

GPA 75% 20% 5% ANCA negative

MPA 30% 60% 10% ANCA negative

EGPA 5% 45% 50% ANCA negative

Renal-limited 10% 80% 10% ANCA negative

vasculitis

Drug-induced 10% 90% Often high titer, dual positivity for MPO and PR3
vasculitis

Nonvasculitis Conditions

Systemic lupus 2% 10% 10% atypical ANCA

Endocarditis 15% 5%

Inflammatory bowel Negative Negative Atypical ANCA, various antigens: ulcerative
disease colitis (50%-67%), Crohn disease (6%-15%)
Primary sclerosing Negative Negative Atypical ANCA, various antigens: 60%-80%
cholangitis

Cystic fibrosis Negative Negative Atypical ANCA pattern, directed against BPI (90%)

Abbreviations: ANCA, antineutrophil cytoplasmic antibody; BPI, bactericidal/permeability-induced protein; cANCA, cytoplasmic antineutrophil cytoplasmic antibody;
EGPA, eosinophilic granulomatosis with polyangiitis; GPA, granulomatosis with polyangiitis; MPA, microscopic polyangiitis; MPO, myeloperoxidase; pANCA, perinuclear
antineutrophil cytoplasmic antibody; PR3, proteinase 3.

10% - 30% xwpic avevpebeivia ANCA
oAV omravia MPO kail PR3 - ANCA




Double - positive AAV

®» ATAQ BETIKN AVOOOTIEVIKN AYYEITIC -Double positive pauci-immune vasculitis :anti-GBM(+),
anti- MPO (+) | anti-PR3(+)
a Patient survival b - b R
Renal survival AAN
100 1.0 GEM
.- -s ARV _ 1 -t AAV il
80 il T N Anti-GBM - e e —  Anti-GBM ood N
= ..., — Double positive E ........ = — Double positive = S
E 601 ; 50']_—l F:_: o .
; 404 é ao04 ., " UE: -
20- & 201 o
= 0.5-
% 24 48 72 9% 120 e 24 48 72 96 120 el
e ' ry r 2 ke p =l 7] n = 14 i 1 _do 25’00 SO000 TS.00 100.00 12500
= a7 - 20 15 10 B (s 2 ar 16 14 1 7 L] Time to ESRD
Time (mo) Time (mo) {mo}

Patients double-seropositive for ANCA and anti-GBM antibodies have varied
renal survival, frequency of relapse, and outcomes compared to single-
seropositive patients Stephen P. McAdoo et all Kidney International (2017)



the Diagnostic and Classification
Criteria in Vasculitis Study (DCVAS)

®» 5991 patients from 136 sites in 32 countries




2022 American College of Rheumatology/European Alliance
of Associations for Rheumatology Classification Criteria for
Microscopic Polyangiitis

Ravi Suppiah," Joanna C. Robson 2 Peter C. Grayson* 2 Cristina Ponte,* Anthea Craven, Sara Khalid,”
Andrew Judge,® Andrew Hutchings,” Peter A, Merkel,*  Raashid A Lugmani> and Richard A, Watts?

specificity of 92.5% sensitivity of 82.4%.

2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR MICROSCOPIC POLYANGIITIS

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

#» These classification criteria should be applied to classify a patient as having microscopic pelyanagiitis
when a diagnosis of small- or medium-vessel vasculitis has been made

¢ Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

CLINICAL CRITERIA

Masal involvernent: bloody discharge, ulcers, crusting, congestion,
blockage or septal defect | perforation -3

LABORATORY, IMAGING, AND BIOPSY CRITERIA

Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA)

or antimyeloperoxidase (anti-MPO) antibodies ANCA positive +6
Fibrosis or interstitial lung disease on chest imaging +3
Pauci-immune glomerulonephritis on biopsy +3

Fositive test for cytoplasmic antineutrophil cytoplasmic antibodies (cANCA)
of antiproteinase 3 (anti-PR3) antibodies -1

Blood eosinophil count = 1 x10%/liter -4

Sum the scores for 6 items, if present. A score of 2 5 is needed for classification of MICROSCOPIC POLYANGIITIS,




2022 American College of Rheumatology/European
Alliance of Associations for Rheumatology
classification criteria for granulomatosis

with polyangiitis

Joanna C Robson @ ' Peter C Grayson @ ,% Cristina Ponte @, Ravi Suppiah,”
Anthea Craven,’ Andrew Judge @ %7 Sara Khalid,> Andrew Hutchings,®
Richard A Watts ® ,>° Peter A Merkel @ ,'® Raashid A Lugmani’

specificity of 94.6% sensitivity of 83.8%

2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR GRANULOMATOSIS WITH POLYANGIITIS

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

» These classification criteria should be applied to classify a patient as having granulomatosis
with polyangiitis when a diagnosis of small- or medium-vessel vasculitis has been made

+ Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

CLINICAL CRITERIA

Nasal invelvernent: bloady discharge, uleers, erusting, congestion,

blockage, or septal defect / perforation +3
Cartilaginous involvernent {inflammation of ear or nose cartilage, hoarse voice

or stridor, endobronchial involvement, or saddle nose deformity) +2
Conductive or sensorineural hearing loss +1

LABORATORY, IMAGING, AND BIOPSY CRITERIA

Pasitive test for cytoplasmic antineutrophil cytoplasmic antibodies (cANCA)

or antiproteinase 3 (anti-PR3) antibodies +5
Pulmonary nodules, mass, or cavitation on chest imaging +2
Granuloma, extravascular granulomatous inflarnmation, or giant cells on biopsy +2
Inflammation, consolidation, or effusion of the nasal/paranasal sinuses,

or mastoiditis on imaging +1
Pauci-immune glomerulonephritis on biopsy +1

Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA)
or antimyeloperoxidase (anti-MPO) antibodies -1

Blood eosinophil count = 1 x10%/liter -4

Sum the scores for 10 items, if present. A score of 2 5 is needed for classification of GRANULOMATOSIS WITH POLYANGIITIS.




2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR EOSINOPHILIC GRANULOMATOSIS WITH POLYANGIITIS

CONSIDERATIONS WHEN APPLYING THESE CRITERIA

+ These classification criteria should be applied to classify a patient as having eosinophilic granulomatosis
with polyangiitis when a diagnosis of small- or medium-vessel vasculitis has been made

+ Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria

- CLINICAL CRITERIA

2022 American College of Rheumatology/European P p
Alliance of Associations for Rheumatology Nasal polyps 3
Classification Criteria for Eosinophilic Granulomatosis Mononeurits multple #
with Polyangntls LABORATORY AND BIOPSY CRITERIA
Peter C Grayson @ ,' Cristina Ponte 23 Ravi Suppiah,” Joanna C Robson @’ Blood eosinophil count 2 1 x10%/liter +5
Anthea Cravenf Andrew JUdge '6'? Sara Kha“d'BAndrew HUKhingSIS Extravascular eosinophilic-predominant inflammation an biopsy +2
Raashid A Lugmani® Richard A Watts © % Peter A Merkel @ ' - - : S

Positive test for cytoplasmic antineutrophil eytoplasmic antibodies (cANCA)

or antiproteinase 3 (anti-PR3) antibodies -3

Hematuria -1

specificity of 99% sensitivity of 75%.

Sum the scores for 7 items, if present. Ascore of 2 6 is needed for classification of EOSINOPHILIC GRANULOMATOSIS WITH POLYANGIITIS.
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Biowia Negppov
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Table 2. Classification of ANCA-associated glomerulonephritis *

(lass Criteria

Focal 2>50% of glomeruli are normal
Crescentic >50% of glomeruli have cellular crescents
Sclerotic >50% of glomeruli are globally sclerosed

Mixed Not fulfilling any of the above criteria

* Adapted from [78].
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13.1: Imitial treatment of pauci-immmune focal and seg-
mental necrotizing GN

13.1.1:

13.1.2:

We recommend that cyclophosphamide and
corticosternids be used as initial treatmment. (1.A4)
We recommend that rituximab and cortico-
steroids be wused as an altermative initial
treatment in patients without severe disease

or in whom cyclophosphamide is contra-
indicated. (1B)

13.2: Special patient populations

13.2.1:

13.2.2:

13.2.3:

13.2.4:

We recommend the addition of plasma-
pheresis for patients regquiring dialysis or
with rapidly increasing SCr. (1C)

We suggest the addition of plasmapheresis for
patients with diffuse pulmonary hemorrhage.
(2C)

We suggest the addition of plasmapheresis
for patients with overlap syndrome of ANCA
vasculitis and anti-GBM GN, according to
proposed criteria and regimen for anti-GBM
GN (see Chapter 14). (2DI)

We suggest discontinuing cyclophosphamide
therapy after 3 months in patients who
remain dialysis-dependent and who do not
have any extrarenal manifestations of disease.

(2C)




NMAaocuagpaipeon

ey o
» H ammoudakpvvon Tov ANCA aAAd kal 1"a" .,
AMRDV PAEYHOVROSEV =
SIAUECONAPNTRV UTTOEE VA TIPOAYE | A
TNV TEWIUN AVACTPOPN TNG (7 NN
AVOOOAOYIKNG ATTOKPIONC KAl VA o /
XIOTOTTOIEI TNV I0TIKA PAAPN

Table 30| Recommended treatment regimens for ANCA vasculitis with GN

Agent Route

Initial daose

Cyclophosphamide® i,

Cyclophosphamide®  pa.

Corticasteraids iv.
Corticosteraids pao.
Rituximab® i,
Plasmapheresis”

075g/m’ g 34 weeks.

Decrease initial dose to 0.5 g/m” if age =60 years or GFR <20 ml/min per 1.73m’".

Adjust subsequent doses ta achieve a 2-week nadir leukocyte count > 3000/mm’.

15-2ma/kg/d, reduce if age 60 years or GFR <20 ml/min per 173 m’.

Adjust the daily dose to keep leucocyte count > 3000/mm’.

Pulse methylprednisolone: 500mg i.v. daily = 3 days.

Prednisone 1mg/kg/d for 4 weeks, not exceeding 60 mg daily.

Taper down aver 3-4 manths.

175 mg/m* weekly « 4.

60ml/kg volume replacement.

Vasculitis: Seven treatments over 14 days If diffuse pulmonary hemorrhage, daily until the bleeding stops, then every
other day, total 7-10 treatments.

Vasculitis in association with anti-GBM antibodies: Daily for 14 days or until anti-GEM antibodies are undetectable.
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Table 4. Major clinical trials for induction therapy in ANCA-associated vasculitis.

Trial Name

N, Population

Kidney
Involvement

Intervention

Control

Primary Endpoint
amd Conclusion

Other Qutcomes

CYCLOPS
(=91

149, mew SAN

1007 (excluded
patients with sCr
> 57 mg/dL)

Pulse CYC
(15 mg/kg) every
2-3 weeks

DO CYE (2
mg kg d)

MNo difference in time

tor remission

Higher risk of
relapse in the
pulse CYC group
on long-term
follow up [100]

MEFEX [109]

137, AAGH and
sCr = 5.7 mg/dL

100

FPLEX

v MP

Renal recovery at

3 moniths.
PLEX superior

Mo difference in
long-term
outcomes [110]

PEXIVAS [92]

04, ness or

Q8% (297 with

(1) FLEX *

(1) no PLEX *
(2) standard-dose

(1) Death or ESRD at

12 months.
Mo difference

Mo difference in
subgroup
analvsis for ESRD,

relapsing sCr > 5.7 mg/dL) (2) low-dose GC = GC * (2) No difference in death, alveolar
efficacy hemorrhage
Remission (BVAS =0)
52%, (excluded ETITX (375 mg.-"mz} PO CYC (2 and completion of N
RAVE [101] ]:.Jt'."r'l.ﬂm_';-;"nr patients with sCr for 4 weekly g S kg Sd) steroid taper at mlf:}i:::—ftijf;;rm
peing > 4 mg SdL) doses followed by AZMA 6 months. psing diseas
No difference
2
m:ﬁ:fii“ﬂi’;? ) IV CYC (15 Sustained remission
RITUXVAS " AACN — il SO mg kg /d) for (BVAS = 0 for 6
[104] (15 mg /ke) for =10 doses months).
&/ kg) fc followed by AFM MNo difference
2 doses ’
(1) Clinical remission
(BVAS =0 and no
steroids # at week 26).
Mo difference
ADVOCATE 331, new or g1 Axvacopan with Prednisone with (2) Sustained
73 relapsing - KTX or CYC RETX or CYC remission (BWAS =0

at weeks 26 and 52
and mo stearids * at
week 52} Avacopan

superior

= 2 = 2 factorial design. ¥ no steroids for 4 weeks prior to endpoint. Abbreviations: AAV: ANCA-associated vasculitis. AAGN: ANCA-
associated glomerulonephritis. AXA: azathioprine. sCr: serum creatinine. ['V: intravenous. DO daily oral. CYC: cyclophosphamide. ESED:
end-stage renal disease. PLEX: plasma exchange. MPP: methylprednisolone. KTX: Rituximab. GC: glucocorticoids. BWAS: Birmingham
Vasculitis Activity Score.




MEPEX

Randomized Controlled Trial > J Am Soc Nephrol. 2007 Jul;18(7):2180-8.
doi: 10.1681/ASN.2007010090. Epub 2007 Jun 20.

Randomized trial of plasma exchange or high—-dosage
methylprednisolone as adjunctive therapy for severe
renal vasculitis

David R W Jayne 1 Gill Gaskin, Niels Rasmussen, Daniel Abramowicz, Franco Ferrario, Loic Guillevin,
Eduardo Mirapeix, Caroline O S Savage, Renato A Sinico, Coen A Stegeman, Kerstin W Westman,
Fokko J van der Woude, Robert A F de Lind van Wijngaarden, Charles D Pusey;

European Vasculitis Study Group

A toyal of 137 patients with a new diagnosis of ANCA-
ciated systemic vasculitis confirmed by renal
bjopsy and serum creatinine 500 mol/L (5.8 mg/dl)
ere randomly assigned to receive seven plasma
xchanges (n 70) or 3000 mg of infravenous
methylprednisolone (n 67). Both groups received
oral cyclophosphamide and oral prednisolone

151
reened
I 14 excluded
v
137
randomized
| I
&7 Enrntry TO plasma
I'V methyl exchange
prednisolone
11 deaths —1 11 deaths
13 ESRD 11 ESRD
56 evaluated for primary F moniths 59 evaluated for primary
cnd-point end-point
313 dialysis independent 48 dialysis independent
23 ESRD 11 ESRD
5 deaths | & deaths
I ESRD 2 ESRD
k4
51 evaluated for 12 months 51 evaluated for
secondary end-points secondary end-points
29 dialysis independent 41 dialysis independent
21 ESRD 10 ESRD

Figure 1. Enrcllment, patient survival, and renal outcome during
the trial.
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» Houabda mou ¢AaPe NMAacuagpaipeon eupavioe 24%
HEIUEVO KivoLvo avamTuéng XNNTEL otoug 12 punveg.
ATTOTEAECA AUETARANTO OTNV TTOALTTAPAYOVTIK) AvVAALON.

» H [TAacuagaipon avénoe Tov PLOUO VEPPIKNG
ATTOKATAOTAONG O€ oxeon He TNV IV pyeBuAotrpedviCorovn.

UOKpOXpOVICI TTapakoAoLONOoN b 6|0u£00 10 3,95 €TN 6¢ev
6¢e1€e kapia dlapopd ota moocooTa XNNTI ) 6avartou

Walsh, M. et al Long-term follow-up of patients with severe ANCA-associated vasculitis comparing plasma exchange
to intravenous methylprednisolone treatment is unclear Kidney Int. 2013
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PEXIVAS

Randomized Controlled Trial > N Engl J Med. 2020 Feb 13;382(7):622-631. Savare AAY
doi: 10.1056/NEJMoa1803537. l
Plasma Exchange and Glucocorticoids in Severe

. .. Standard Tnaramrwnh
ANCA-Associated Vasculitis Cycephosgharice o«

Michael Walsh 1, Peter A Merkel 1, Chen-Au Peh 1, Wladimir M Szpirt T, Xavier Puéchal 1, ff"’/\

Shouichi Fujimoto 1 Carmel M Hawley T Nader Khalidi ', Oliver FloBmann 1, Ron Wald 1,

Louis P Girard ', Adeera Levin ', Gina Gregorini ', Lorraine Harper 1, William F Clark T, Adjunctive Plasma ho
- 1 : 1 1 - 1 _ 1 Exchange Plasma Exchange
Christian Pagnoux ', Ulrich Specks ", Lucy Smyth ", Vladimir Tesar ', Toshiko Ito-lhara ',
Janak Rashme de Zoysa T Woijciech Szczeklik T Luis Felipe Flores-Suarez T Simon Carette 1, '//\\ ‘/\
Loic Guillevin T, Charles D Pusey T Alina L Casian 1, Biljana Brezina T Andrea Mazzetti 1,
Carol A McAlear 1, Elizabeth Broadhurst 1, Donna Reidlinger ', Samir Mehta ', Natalie Ives T, Standard-Dose Reduced-Dose Standard-Dose Reduced-Dose
. 1 ] Glucocorticoids Glucocorticoids Glucocorticoids Glucocorticoids
David R W Jayne ' ; PEXIVAS Investigators

704 aoBeveic pye GFR <50ml/min i TTveLUOVIKN AluoppEaAyia,
205 pe kpeaTtivivn opoL > 5.7 mg/dl n oe HD




P E X I VAS A Primary Outcome According to Plasma Exchange
100+

]
= 75
=
5
£
3 ai No plasma exchange
Conclusion: Plasma exchange does not reduce the risk of end-stage renal disease or -
. . . . - = 25
death in patients with ANCA-associated vasculitis. Compared to a standard dose, 5 iosei et
reduced glucocorticoids did not substantially increase the risk of death or end-stage 5 . i i ' i ,
renal disease and resulted in fewer serious infections. The primary results of PEXIVAS, = > = e % & =
regarding both the use of plasma exchange and dosing of glucocorticoids, will have No. at Risk
" ' " : \ . o plasm 352 2 133 136 82 i0
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Figure 1. Kaplan—Meier Curves for the Primary Outcome.

The primary composite outcome was death from any cause or end-stage kidney disease
(ESKD). In a trnal with a 2-by-2 factorial design. patients with severe antineutrophil
cytoplasm antibody-—associated vasculitis were assigned to undergo plasma exchange or no
plasma exchange (Panel A) and to follow either a reduced-dose regimen or a standard-dose

regimen of oral glucocorticoids (Panel B).
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Fig. 3 Forest plot of overall mortality and end-stage renal disease. PLEX, plasma exchange
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Fig. 2 Forest plots of mortality, end-stage renal disease, relapse, and
adverse effects. ESRD, end-stage renal disease; Cl, confidence intervals;
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Table 5.

Major clinical trials for maintenance therapy in ANCA-associated vasculitis.
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B) Proposed treatment algorithm for antineutrophil eptoplasmic antibody (ANCA)-associated vasculitis. “Maintenar
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» 8% TV aoBevav ye ANCA oxetiCopevn ayyelinda 8a kataAnéoovyv pe XNNTE oToug 6
UNVEC EV TO TTOOOOTO avePRaivel oto 14% ota 7 €1n.

AoBeveic ue MPA eival mBavoTtepo va avamTuéouvv XNNTX o€ oxeon pe avtoug ue GPA.

O1 aoBeveic pe XNNTX 6a mTperTel va €€eTACOVTAl YIA TO EVEEXOUEVO TNC METAPOOXELONG
aveéaptnta av ta ANCA cival B¢Tika.

ACBEVEIC TTOL PEICKOVTAI O LPEDN YIA AIYOTEQO TOL ETOLC ATTO TNV ANWN POOXELUATOG
EXOLV JEYAALTEQN BVNOIPOTNTA.

Ta TTOCOOCTA LITOTEOTING EiVAl XAUNAOTEQA UETA TNV PETAOOXELON ( 2,8 ava aocBevry
£TOC)
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