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Table 1| Comparison of the three syndromic presentations of AAV

Feature

Incidence

Prevalence

Typical age of onset
(years)

Male: female ratio

2012 revised CHCC
definition'®

Frequency of ANCA

Key innate immune
cell

Relapse rate

GPA

0.4-11.9 cases per 1 million
person-years

2.3-146.0 cases per 1 million persons
45-65

1:1

inflammation, usually involving the
upper and lower respiratory tract;

predominantly small-to-medium
vessels (such as capillaries, venules,
arterioles, arteries and veins);
necrotizing glomerulonephritis is
common

PR3-ANCA*™: 65-75%

ANCA™: 5%
Neutrophil

Higher than MPA (or MPO-AAV)

MPA

0.5-24.0 cases per 1 million person-years

9.0-94.0 cases per 1 million persons
55-75

1:1
immune deposits, predominantly affecting
small vessels (such as capillaries, venules or
arterioles); necrotizing arteritis involving
small and medium arteries may be present;
necrotizing glomerulonephritisis very

common; pulmonary capillaritis often occurs;

granulomatous inflammation is absent
B

ANCA™: 5-10%
Neutrophil

Lower than GPA (or PR3-AAV)

Eosinophilic GPA

0.5-2.3 cases per 1 million person-years

2.0-22.3 cases per 1 million persons
38-54

1:1

affecting small-to-medium vessels;
associated with asthmaand
eosinophilia; ANCA*is more frequent
when glomerulonephritis is present

PR3-ANCA*: <5%
MPO-ANCA™:30-40%

ANCA™: 55-65%
Eosinophil

Relapse is frequent

« MPAIZMPO-ANCA &, GPAIZPR3-ANCA & 58 < BELE L, EGPAIZMPO-ANCARGMES L < (ZANCARZI4.

- BLTFREITOERD O IEL, MPO-ANCA/PR3-ANCADE LD HEAMPA/GPADEW L ) K E L TIRFEMED
REREBICEREEZZOND.

« GPAIZEMEAMPAL Y EL.
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Comparison of the epidemiology of anti-neutrophil
cytoplasmic antibody-associated vasculitis
between Japan and the UK

Shouichi Fujimoto’, Richard A. Watts? Shigeto Kobayashi®, Kazuo Suzuki®,

David R. W. Jayne®, David G. |. Scott®, Hiroshi Hashimoto’ and
Hiroyuki Nunoi®

Disease spectrum and ANCA status Japan
Numbers of total AAV 86
Male vs female 42 vs 44
Mean (median) age, years 69.7 (72)"
PANCAMPO, (%) e T2847 e
GANCA/BRS, n (%) 6.
Negative, n (%) 8 (9)
Annual incidence/million
Adults
Total AAV 22.6 (19.1, 26.2)
Granulomatosis with polyangiitis 2.1 (0.6, 3.7)
T 24(0344)
Seniors
Total AAV 57.0 (53.4, 60.6)
MPA 50.7 (38.3, 63.0)
Granulomatosis with polyangiitis 2.7 (-0.8, 6.3)

[Rheumatology 2011:

50:1916-20.]

UK

50
24 vs 26
60.5 (61)

21.8 (12.6, 30.9)
6.5 (1.9, 11.2)

0570,19)

47.9 (25.0, 70.8)
20.8 (-0.6, 42.2)
25.0 (14.6, 35.4)

95% CI values are given within parentheses for annual incidence values. *P <
t-test; P <0.001 by chi-square test.

0.001 by unpaired

« AAVO HAR & UKDEZEFRYLLER

« H&X (n=86)
AAV 22.6 /million (2005-2009, =i )
MPA (83%) >>GPA
PANCA/MPO (84%)>>cANCA/PR3 (7%)

e UK (n=50)
AAV 21.8 /million (2005-2009, Norfolk)
GPA (66%) > MPA
cANCA/PR3 (58%)>pANCA/MPO (30%)

+ =
A aff

o AAVDOFEAEZR(THA/UKRSE
« BIREIFHAR/UKE HEF
« GPA, cANCA/PR3(%, HATIIIERE I

NN,



Are PR3 positive and MPO positive GPA the same disease?
Sarah FORDHAM and Chetan MUKHTYAR [Int J Rheum Dis. 2019; 22 Suppl 1:86-89.]

Department of Rheumatology, Norfolk and Norwich University Hospitals NHS Foundation Trust, Norwich, UK

Table 1 Identified SNPs found to have opposite associations

PR3+ GPA & MPO+GPAIZ[F LEREH?

SNP PR3 MPO GPA MPA
. T AN _ + J K 3 _ + ANCA ANCA
j( DBE PR3 ANCA r 7 ﬁﬁ?ﬁ M PO ANCA HIA-DPB2 Protective Increased
« N=321 GPA cohort (WGET & RAVE®pooled study) Tl PR3 k...
. . ncrease rotective  Increase ’rotective
85%, MPO 10%, ANCA negative 5% CTPR3*GPA &£ MPO+GPA 352162 risk S
IZER AR phenotype D Z= (375 5> 7= [Arthritis Rneumatol 2016; 68: 2945-52.] IR oy Lol Diomdine ‘oo Protedive
~ JIRI, Increased  Protective Increased Protective
° F’Lﬁ% Li@ 9, é: Ly D ﬁizl:gﬁ?ajz D EE'E rs352139 risk risk
° I\/l PO+G PA Cj: Cl: U nlimitedn T\$:Xtﬁ é: %lilﬁzl: é *LT L\ %) . [Ann Rheum Dis 2016; 75: 1687-92.1h" % dtable

e HARAGPATIZ61%A PR3, UKTIE85%H PR3 [ Rheumatol 2016: 44: 216-22.]
« AAV®Dmeta-analysisTlZ 25, PR3/MPOILi&E TIl47 genetic variant

« PR3&EMPOTE 7 Agenetic variance |34 variant™, TLROD[E—SNPAPR3-ANCA risk T /MPO-
ANCA risk | ETED1ERAD @ 5 [Ann Rheum Dis 2016 75: 1687-92.].

« Genotype — Serotype — Phenotype IZEWAH 2 BN EAF MBI N TIZUL AL,

« KA /Case-control study 59 AMPO+GPA & PR3*GPA(118 A) ELEX [Arthritis Rheumatol 2016: 68: 2953-63.] .
MPO+GPAZEXAE(37% vs 74%: P <0.001), MPOT*GPAA limited (BP9 Tz &) DY LN (29% vs 11%:; P=0.003),
EREHIZPR3T*GPAIZZ LN Bifi(67% vs 46%: P=0.007), & (52% vs 27%: P=0.002)

e SEENRIGHEIZED & WD BE L DH B Acontroversial (PRIARTX>IVCY BN AEBIRT 3)



Myeloperoxidase-Antineutrophil Cytoplasmic Antibody
(ANCA)-Positive Granulomatosis With Polyangiitis
(Wegener’s) Is a Clinically Distinct Subset of
ANCA-Associated Vasculitis

A Retrospective Analysis of 315 Patients From a
German Vasculitis Referral Center

[Arthritis Rheumatol 2016; 68: 2953-63.]

PR3-ANCA- MPO-ANCA- MPO-ANCA-

positive GPA Py positive GPA Pi positive MPA Al cohorts

Demographic characteristic

No. of patients 118 (100.0) NC 59 (100.0) NC 138 (100.0) 315 (100.0)
Women 90 (76.3) NC 45 (76.3) 0.007§ 77 (55.8) 212 (67.3)
MPO-ANCA 0 (0.0) NC 59 (100.0) NC 138 (100.0) 197 (62.5)
PR3-ANCA 118 (100.0) NC 0 (0.0) NC 0 (0.0) 118 (37.5)
Age, mean = SD (range) years 485+ 154 NC 48.7£155 <0.001§ 59.3+147 53.3+15.9
(18-75) (20-75) (18-86) (18-86)
Disease stage
Limited 31 (26.3) <0.001§ 37.(62.7).. <0.001§ 7(5.1) 75 (23.8)
Severe 87.(737).. <0.001§ 22 (37.3) <0.001§ 131 (94.9) 240 (76.2)

Table4. Cox regression analysis of survival and relapse in each of the cohorts analyzed®

Deatht Relapse:
HR (95% CI) P HR (95% CI) P
Analyzed by diagnosis and ANCA status
MPO-ANCA-positive GPA; NC§ - 0.63 (0.39-1.01) 0.057
reference PR3-ANCA-positive GPA T
MPO-ANCA-positive GPA; NC§ - NC§ -
reference MPO-ANCA—positive MPA
PR3-ANCA-positive GPA; 0.38 (0.15-0.98) 0.045% 1.41 (0.95-2.12) 0.092
reference MPO-ANCA—positive MPA
Analyzed by diagnosis
GPA; reference MPA 0.40 (0.17-0.91) 0.028# 1.10 (0.91-1.34) 0.308
Analyzed by ANCA status
PR3-ANCA; reference MPO-ANCA 0.46 (0.18-1.14) 0.092 1.48 (1.04-2.10) 0.029

Survival

MPO+ GPA (59.0) & PR3+ GPA (118 .A\; age-gender-
matched) & MIPO*+ MPA (138 A) DLLEE (K1)
MPO+ GPAD B & [ZEBRRE(37% vs 74%:; P <0.001)

PR3+ GPAI|ZSevere(Z% L : Biti(67% vs 46%: P=0.007),

B (52% vs 27%; P=0.002)

MPO+ GPAIZlimited (FFFI TH%A 7% &) 125 < (29%
vs 11%; P=0.003), RTX/CY 7 BBy aEZ2 E X A0
MPO+* GPAIZMPA L V& L ZEHZ L
GPAIZMPA L Y FEARW(MPAIZILDD 7= E ),
MPO-ANCAIZPR3-ANCA L V) BIAK B EITEL.

Relapse-free survival by

Survival by diagnosis and ANCA diagnosis and ANCA

10 m"’:{ 1.0
\ i

<

o LL.. L

o
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w
Q. 1 ;
% L_L Lw GPA (MPO)
" 0 |
PR3+GPA ; |
GPA (PR3) \‘. ‘ MPA (MPD)
o0 g y

Follow-up In months Follow-up in months



Table 4. Multivariate analysis for relapse.

Comparison of the Phenotype and Outcome of

- T 1 s1§1 Inivariate alysi ivariate alysis
Granulomatosis with Polyangiitis Between UK and e e
C ] sHR (95% CI) p sHR (95% CI) p
apanese Cohorts Rheumatol 2016: 44: 216-22

J P [J eumatol 2016; ) 6 ] Creatinine < 100 pmol/I 1 NA 1 NA

Shunsuke Furuta, Afzal N. Chaudhry, Yoshihiro Arimura, Hiroaki Dobashi, Shouichi Fujimoto, 100 < Creatinine < 300 0.79 (0.50-1.25) 0.32 0.71 (0.44-1.14) 0.16

Sakae Homma, Niels Rasmussen, and David R. Jayne Creatinine >300 ymol/l . 042(0.2-082) ... o0t ........! 033017200, ........ <001,

Skin involvement 1.81 (1.04-3.15) 0.03
Kidney involvement 0.65 (0.44-0.95) 0.03
i ————— - i —————— Country dapan  ......ccveeeeen 049032-0.76) ....... oL 03902406Y) ... 001,
Characteristics UK,n=128 Japan,n =82 p
L
7N

Male:female (female rate) 65:63 (49.2) 34:48 (58.5) 0.19 g E ZI:A G PA 8 2 A C\:_ U K G PA ]. 2 8 A 0) J:t $)(.
e atousst Y QOB ereseesennssd 2 (668)..............! A ) . 211 .
PR3-(C)ANCApositive  .....couees! 109.83.2) ..o 0610 <001 . N LA S
PO (0 ) ANCAROSNE ..o LG G <0017 e« HAXRAGPANYRIERERH S LY

ANCA-double-positive 1(0.8) 4(49) 0.08

ANCA-negative 9(7.0) 8(9.8) 0.48 ( }-ﬁ ﬁ )

Granuloma on biopsy-positive 40 (312) 31 (37.8) 0.33 6 2 : 2 X VS 5 7 ’ 5 2 p < O ’ O 1 '

DEI (IQR) 7(5-7) 7(4-9) 0.43

Creatinine, /1 (IQR) 101.0 (74.5-257.3) 68.1 (48.6-1229) 0.01 N = | J
Cogatinine, MR 09 01 T2 BTD v B T .. B 2!: )\ GPAAMPO-ANCA lg%_ :Ii A %77 LY
Followup, months (IQR) 59.6 (24.6-93.4) 364 (8.5-72.8)

\ : (34.1% vs 8.6%, p<0.01).

Survival rates Relapse rates . EI $AG PAb\E/g\I}I_ﬁH% %24%%%\% \\EL\

(Cr 68.1 pmol/I vs 101.0 pmol/I, p<0.01)

+ BARAGPANMERZERAHHENZ LN
£ o £ (69.5% vs 40.6%, p<0.01)

N = + BAAGPAA 60D B R AE L

(37.1% vs 68.1%, p < 0.01)

Months Months



