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VASCULITIS CLINICAL RESEARCH INVESTIGATORS MEETING
Saturday November 7, 2015: 12:00 PM - 5:00 PM
San Francisco, CA, USA ..

CHAIR: PETER A. MERKEL
WELCOME AND INTRODUCTIONS
1) Update on ACR-EULAR Diagnosis and Classification Study (DCVAS) and PedsVAS
2) Update on studies of the Japanese Research Committee on Intractable Vasculitides
3) Update on current trials of the French Vasculitis Study Group
4) Update on trials of the Vasculitis Clinical Research Consortium:
i) VCRC trial of abatacept for LVV (AGATA)
ii) VCRC trial of prednisone in GPA (TAPIR)
iii) VCRC trial for cutaneous vasculitis (ARAMIS)
iv) VCRC study of gene expression in cutaneous vasculitis (CUTIS)
5) VCRC-EUVAS collaborative trials:
i) Plasma exchange in AAV (PEXIVAS)
ii) Rituximab for maintenance in AAV (RITAZAREM)
iii) Abatacept for GPA (ABROGATE)
6) Update on other VCRC activities
7) Update on other activities of the European Vasculitis Society (EUVAS)
8) Other multicenter projects
a) Trial of trafermin (genetical recombination) gelatin hydrogel for osteonecorosis (TRION)
b) Vascular ultrasound in patients suspected of having giant cell arteritis (EUREKA)
9) Industry-sponsored, multi-centered clinical trials:
i) Tocilizumab for giant cell arteritis (GIACTA)
ii) Sirukumab for giant cell arteritis (SIRRESTA)
iif) Apremilast for Behget's syndrome (RELIEF)
iv) Mepolizumab for EGPA (MIRRA)
v) CCX 168 (CS5A inhibitor) for ANCA-associated vasculitis (CLASSIC and CLEAR)
b) Group discussion of current status/opportunities for trials in vasculitis
10) Upcoming vasculitis research meetings
a) 18 International Vasculitis & ANCA Workshop-Tokyo, Japan, March 25-28, 2017
b) 17" International Conference on Behget's Disease-Matera, ltaly, September 15-17, 2016
¢) 2nd Symposium and Imaging Workshop for PMR/GCA/LVV-Southend, UK March 10-13, 2016
COFFEE/TEA BREAK
11) The Vasculitis Patient-Powered Research Network
12) Update on Vasculitis Registries
a) The V-PPRN-VCRC Vasculitis Pregnancy Registry
b) The VCRC Patient Contact Registry
¢) BrainWorks Database
d) UK and Ireland Vasculitis Registry (UKIVAS)
¢) Tutkish Takayasu’s Arteritis Registry
13) OMERACT Vasculitis Working Group Activities
14) Updates on multi-centered genetic studies: AAV, GCA, TAK, EGPA, others
15) General discussion and proposals/ideas for new studies
CLOSE

. Vasculitis Clinical Research Investigator’ meeting agenda
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Progression of thrombogenesis
. . in large coronary aneurysms
I:ig:aMD’ Haraguchi G, Inagaki H, during anticoagulant therapy |BMJ Case Reports 10 9945 2013
in a Buerger®s disease
patient.
Vessel Wall Inflammation of
Takayasu Arteritis Detected
Kato Y, Terashima M, Ohigashi H, by Contrast-enhanced Magnetic publisehd
. . ; Plos One . 2015
Tezuka D, Ashikaga T, Hirao K, Isobe M [Resonance Imaging: on line

Association with Disease
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Terao C, Matsumura T, Yoshifuji H,
Kirino Y, Maejima Y, Nakaoka Y,
Takahashi M, Amiya E, Tamura N,
Nakajima T, Origuchi T, Horita T,
Matsukura M, Kochi Y, Ogimoto A,

Takayasu arteritis and

Yamamoto M, Takahashi H, Nakayamada S, ggﬁg;?ﬁ;ﬁﬁecgziggsangIggnetic Arthritis Rheum 67 ;;gg 2015
Saito K, Wada Y, Narita I, Kawaguchi
Y, Yamanaka H, Ohmura K, Atsumi T, overlap.
Tanemoto K, Miyata T, Kuwana M, Komuro
I, Tabara Y, Ueda A, Isobe M, Mimori
T, Matsuda F
A novel susceptibility locus
Matsumura T, Amiya E, Tamura N, for Takayasu arteritis in the Heart Vessels publisehd 2015
Maejima Y, Komuro 1, Isobe M IL12B region can be a genetic on line
marker of disease severity.
Medical Asahi 1 27-29 2016
Heart View 11 70-73 2015
Current Clinical Features of
New Patients with Takayasu
Yoshiko Watanabe, Tetsuro Miyata, Arteritis Observed From a Circulation. 130 18 [t701- [2015
Kazuo Tanemoto Cross-Country Research in 1709 Nov
Japan Age and Sex
Specificity.
Yabumoto C, Akazawa H, Yamamoto R, Angiotensin 11 receptor
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H, Manabe I, Nagai T, Shiojima I, remodelling.
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Improvement of Severe Heart
Yamaguchi T, Amiya E, Watanabe M, Failure aftgr Endovascular Int Heart J 56 682-5 2015
Komuro 1. Stent Grafting for Thoracic
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- . A novel mutation of TGFBR2
’ 7 ’ i i - |Int J Cardiol 201 288-90 |2015
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related fatal cervical
Komuro 1. - . N
arterial dissections
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Noiri E, Yahagi N, Hirata Y, Komuro l. |events after cardiac care
unit discharge.
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, Ando J, Nagai R, Komuro 1.
plaques assessed by computed
tomographic angiography.
A deletion mutation In myosin
Imai Y, Morita H, Takeda N, Miya F, heavy chain 11 causing
Hyodo H, Fujita D, Tajima T, Tsunoda [Familial thoracic aortic Int J Cardiol. 195 290-2  |2015
T, Nagai R, Kubo M, Komuro 1 dissection in two Japanese
pedigrees
Congenital contractural
Takeda N, Morita H, Fujita D, Inuzuka |arachnodactyly complicated
R, Taniguchi Y, Imai Y, Hirata Y, with aortic dilatation and [Am J Med Genet A 167 Jul-82 2015
Komuro 1. dissection: Case report and
review of literature.
A novel susceptibility locus
Matsumura T, Amiya E, Tamura N, for Takaygsu arteritis in the Heart Vessels. in press 2015
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marker of disease severity.
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M icroscopic polyangiitis (M PA ),granulom atosis w ith polyangiitis
(GPA),and eosinophilic granu lom atosis w ith polyangiitis EG PA),
havebeen grouped into the antineutrophilcytop lasm icantibody
(AN CA )associated sm allvessel vascu litides (A AV ) thatare
characterized by necrotizing sm allvesselinflammation and high
prevalence of ANCA positivity. In 1990, the American College
of Rheumatology (ACR) proposed classification criteria for GPA
and EGPA [1,2]. In 1994, the Chapel Hill Consensus Conference
(CHCC) produced definitions for vasculitis [3]. These criteria and
definitions have been used for the entry criteria in clinical trials
of AAV patients, but there are some drawbacks. The ACR has
not published criteria for MPA, the ACR criteria for EGPA and
GPA donotinclude ANCA positivity, and the CHCC definitions
require histological findings. Recently, Wattsetal. proposed a new
consensus algorithm for the classification of primary systemic
vasculitides, including AAV and polyarteritis nodosa (PAN), for
epidemiological studies, now known as the European Medicines
Agency (EMEA) algorithm [4]. In the algorithm, EGPA is first
classified using the ACR or Lanham’s criteria, followed succes-
sively by GPA, MPA, and PAN. GPA is classified by means of the
ACR criteria, the CHCC histological definitions, or histology or
ANCA positivity plus surrogate clinical markers for GPA. Sub-
sequently, MPA is classified using the clinical and histological
features or ANCA positivity plus surrogate clinical markers for
renal vasculitis.

The Ministry of Health, Labour and Welfare (MHLW) crite-
ria forthe diagnosisof AAV was proposed in 1998 and are now
widely used in Japan, but these criteria have never been formally
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validated [5](Supplementary1 to be found online at http://informa-
healthcare.com/doi/abs/10.3109/14397595.2014.982270).

We previously conducted a nation-wide, prospective cohort
study of Remission Induction Therapy in Japanese patients with
ANCA-associated vasculitides (RemIT-JAV) to characterize
Japanese patients with AAV, and to evaluate the effectiveness
and safety of remission induction therapy for AAV in Japan
(UMIN000001648). A total of 156 patients, receiving a diagnosis
of active AAV and requiring immunosuppressive treatment based
on the discretion of the site investigators, were enrolled in the
study. By applying the EMEA algorithm, 14, 33, and 78 patients
were classified as EGPA, GPA, and MPA, respectively, but 31
patients remained unclassifiable (Supplementary 2 to be found
online at http://informahealthcare.com/doi/abs/10.3109/14397595.
2014.982270) [6].

In the present study, a cohort of patients in the RemIT-JAV study
was reclassified according to the MHLW criteria. The MHLW
scheme classified 13 patients as definite and 2 patients as probable
EGPA, 57 as definite and 91 as probable GPA, and 37 as definite
and 84 as probable MPA, respectively (Supplementary 2 to be found
online at http://informahealthcare.com/doi/abs/10.3109/14397595.2
014.982270). When the EMEA algorithm was used as a gold stan-
dard, the sensitivity, specificity and accuracy of the MHLW definite
criteria were 85.7%, 99.2%, and 98.1% for EGPA; 54.5%, 68.3%,
and 65.4% for GPA; and 38.5%, 91.0%, and 64.7% for MPA, respec-
tively. These measures of the MHLW probable criteria were 100%,
99.2%,and 99.4% for EGPA;97.0%,5.7%, and 25% for GPA; and
91.0%, 35.9% and 63.5% for MPA, respectively (Table 1).

The MHLW definite criteria for GPA showed alower specific-
ity.Of57 patients with MHLW-definite GPA,5,54,and 9 patients
fulfilled the definite criteria (i), (ii), and (iii), respectively, and
several patients simultaneously fulfilled two or more of these
criteria; 1, 1, and 8 patients fulfilled (i)+ (ii)+ (iii), (i)+ (i),
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Table 1. Classification capabilities of the Ministry of Health, Labour and Welfare (MHLW) criteria for antineutrophil
cytoplasmicantibody (ANCA)-associated vasculitides with the prospective cohortstudy of Remission Induction
TherapyinJapanese patients with ANCA-associated vasculitides (RemIT-JAV)in comparison with the European

Mod Rheumatol, 2015; 25(4): 657-659

Medicines Agency (EMEA) algorithm.
a) Eosinophilic granulomatosis with polyangiitis (EGPA).

MHLW-EGPA MHLW-EGPA MHLW-EGPA

definite probable unclassified Total
EMEA-EGPA (+) 12 2 0 14
EMEA-EGPA () 1 0 141 142
Total 13 2 141 156

When the EMEA algorithm was used as a gold standard, the sensitivity, specificity and accuracy of the MHLW
definite criteria were 85.7%, 99.2%, and 98.1%. These measures of the MHLW probable criteria were 100%,

99.2%, and 99.4%.

b) Granulomatosis with polyangiitis (GPA).

MHLW-GPA MHLW-GPA MHLW-GPA
definite probable unclassified Total
EMEA-GPA (+) 18 14 1 33
EMEA-GPA( ) 39 77 7 123
(EMEA-EGPA 1, (EMEA-EGPA 13,
EMEA-MPA 37) EMEA-MPA 40)
Total 57 91 8 156

The sensitivity, specificity and accuracy of the MHLW definite criteria were 54.5%, 68.3%, and 65.4%. These
measures of the MHLW probable criteria were 97.0%, 5.7%, and 25%.

¢) Microscopic polyangiitis (MPA).

MHLW-MPA MHLW-MPA MHLW-MPA
definite probable unclassified Total
EMEA-MPA (+) 30 41 7 78
EMEA-MPA ( ) 7 43 28 78
(EMEA-EGPA 0, (EMEA-EGPA 7,
EMEA-GPA 6) EMEA-GPA 10)
Total 37 84 35 156

The sensitivity, specificity and accuracy of the MHLW definite criteria were 38.5%, 91.0%, and 64.7%. These
measures of the MHLW probable criteria were 91.0%, 35.9% and 63.5%.

and (ii)+ (iii), respectively. In 39 patients with MHLW-definite
GPA who failed to meet the EMEA classification for GPA, 3,
33and 2 patients fulfilled the MHLW GPA definite criteria (i),
(i), and (ii)+ (iii), respectively, which indicates that the major
disagreement between the two classification methods is due to
the MHLW GPA definite criteria (ii) (Supplementary 1 to be
found online at http://informahealthcare.com/doi/abs/10.3109/
14397595.2014.982270). Since “L symptoms” of the MHLW
GPA criteria do not include granulomatous inflammation of
the respiratory tract or GPA-related pulmonary lesions such as
nodules, infiltrations, and cavities, patients with typical MPA
whohaveK symptomsand pauci-immune, crescentic glomeru-
lonephritis could be classified as GPA if “L symptoms”, that
isbloody sputa, cough, and dyspnea, are present. Replacement
of current “L symptoms” with “granulomatous histology and
GPA-related pulmonary manifestations” may improve the diag-
nostic capability of the MHLW criteria. In 24 patients fulfilling
both of the MHLW definite criteria for GPA and MPA, only 4
patients were classified as GPA and 20 patients were classified
as MPA by the EMEA algorithm. The specificity and accuracy
of the MHLW-GPA criteria could be increased by excluding
patients with MHLW-definite EGPA and MPA from MHLW-
GPA classification (Supplementary 3 to be found online at
http://informahealthcare.com/doi/abs/10.3109/14397595.2014.
982270). These results suggest that introduction of such a hier-
archical classification system to the MHLW diagnosis criteria
may improve their classification capabilities.

Sensitivity of the MHLW criteria appeared to be limited for
MPA. Of 78 patients with EMEA-defined MPA, 48 patients did

not satisfy the MHLW definite criteria for MPA. However, 41 of
this 48 patient population fulfilled the MHLW probable criteria
(ii). On the other hand, additional 43 patients with probable MPA
were classified by the criteria (ii). By the EMEA algorithm, they
were classified as having EMEA-EGPA in 7 patients, EMEA-
GPAin 10 patients, and unclassifiable vasculitis in 26 patients.
Of these 43 patients, 1 of 7 EMEA-EGPA patients, none of 10
EMEA-GPA patients, and 18 of 26 unclassifiable patients had
interstitial lung disease (ILD). These findings indicate that exclu-
sion of ILD from major symptoms of the MHLW MPA criteriaand
transfer of probable criteria (ii) to the definite criteria, or inclusion
of ILD in the EMEA algorithm could increase the sensitivity of
the MHLW definite criteria for MPA. Although ILD is presum-
ably an essential clinical manifestation in Asian AAV patients [6],
further investigation is required for determining the significance of
ILD in MPA classification. The predominance of MPA and MPO-
ANCA positivity in Japanese patients over patientsin Europeand
the United States also could contribute to the discordance in clas-
sifying MPA.The EMEA surrogate markers for GPA should be
cautiously applied in Japan and other Asian countries, where MPA
ismore prevalentthan GPA [6].

The MHLW diagnostic criteria are established mainly to
define patientswho canapply forexemptionof medicalexpenses,
while the EMEA classification algorithm was developed for epi-
demiological studies. Thereby, it is difficult to compare the util-
ity and superiority of these two methods in AAV classification.
Nonetheless, it is considered as important to understand their
concordance and discordance when evaluating the evidence from
Western countries in comparison with Japanese evidence.
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In conclusion, the MHLW definite criteria had a similar sen-
sitivity and specificity for EGPA but showed a lower sensitivity
and specificity for GPA and a lower sensitivity for MPA in com-
parison with the EMEA algorithm, in a cohort of the RemIT-JAV
study. A multi-national clinical study is underway to establish new
diagnostic and classification criteria for vasculitides [7]. Compari-
son of the MHLW criteria with international diagnostic criteria
will provide important information for future modification of the
MHLW criteria.

EGPA, eosinophilic granulomatosis with polyangiitis; GPA,
granulomatosis with polyangiitis; MPA, microscopic polyangiitis.
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prospective inception cohort study

Ken-ei Sada', Masahiro Yamamura?, Masayoshi Harigai®*, Takao Fuijii®, Yoshinari Takasaki®, Koichi Amano’,
Shouichi Fujimoto®, Eri Muso®, Yohko Murakawa'®, Yoshihiro Arimura", Hirofumi Makino'® and for the Research
Committee on Intractable Vasculitides, the Ministry of Health, Labour and Welfare of Japan

Abstract

Introduction: This study aims to elucidate the prognosis and the effectiveness of current treatments for Japanese
patients with microscopic polyangiitis (MPA) and granulomatosis with polyangiitis (GPA).

Methods: Patients with newly diagnosed MPA and GPA were enrolled in a nationwide, prospective, inception
cohort study from 22 tertiary Japanese institutions, and treatment patterns and responses were evaluated for

24 months. Primary outcome measures were rates of remission (Birmingham Vasculitis Activity Score, 0) and
remission with low-dose glucocorticoids (GC) (prednisolone <10 mg) (GC remission).

Results: Of 156 enrolled patients, 78 MPA patients and 33 GPA patients were included. Concomitant cyclophosphamide
(CY) was used in 24 MPA (31 %) and 20 GPA (60 %) patients during the initial 3 weeks of treatment. After 6 months,
remission was achieved in 66 MPA (85 %) and 29 GPA (87 %) patients, while GC remission was obtained in only 31 MPA
(40 %) and 13 GPA (39 %) patients. During the 24-month period, 14 MPA patients and 2 GPA patients died; end stage
renal disease (ESRD) was noted in 13 MPA patients but no GPA patients. Patients with severe disease, according to the
European Vasculitis Study Group (EUVAS) classification, showed poorer ESRD-free and overall survival rates than those
with generalized disease (p < 0.0001). There were no differences in relapse-free survival rates between GPA and MPA,
among EUVAS-defined disease severity categories, and between anti-neutrophil cytoplasmic antibody subspecialties.

Conclusions: The majority of Japanese patients with MPA and GPA received treatment with high-dose GC and limited
CY use, and showed high remission and relapse-free survival rates but low GC remission rates in clinical practice.

Trial registration: University Hospital Medical Information Network Clinical Trials Registry UMINO00001648. Registered 28
February 2009.

Keywords: Antineutrophil cytoplasmic antibody-associated vasculitis, Cyclophosphamide, Glucocorticoid,
Granulomatosis with polyangiitis, Inception cohort, Microscopic polyangiitis, Prospective cohort
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Introduction

Antineutrophil cytoplasmic antibody (ANCA)-associated
vasculitis (AAV) is characterized by blood vessel inflamma-
tion with few or no immune deposits and the presence of
ANCA positivity. Recently, the 2012 revised International
Chapel Hill Consensus Conference Nomenclature of
Vasculitides classified AAV into four clinically relevant
subsets: microscopic polyangiitis (MPA), granulomatosis
with polyangiitis (GPA), eosinophilic granulomatosis with
polyangiitis (EGPA), and renal-limited AAV (RLV), con-
sidered an organ-specific variant of MPA [1]. Watts et al.
[2] proposed an epidemiological classification algorithm
(the European Medicines Agency (EMEA) algorithm),
which classifies primary systemic vasculitis into EGPA,
GPA, MPA/RLV, and polyarteritis nodosa, with no
overlaps between the categories. Significant differences in
clinical characteristics and ANCA serology of AAV be-
tween European and Asian patients have been suggested
[3]. A European epidemiologic study showed a domin-
ance of GPA over MPA [4], while our prospective study
[5] and two retrospective studies from China [6] and Japan
[3] that applied the EMEA algorithm found perinuclear/
myeloperoxidase (MPO)-ANCA-positive MPA to be the
most common form of AAV in Asia.

The guidelines of the British Society of Rheumatology
(BSR) and the European League Against Rheumatism
(EULAR) recommended assessment for treatment with
high-dose glucocorticoids (GC) and concomitant cyclo-
phosphamide (CY) or rituximab as the first-line option
for all patients with newly diagnosed AAYV, in principle
[7, 8]. These recommendations are based on several ran-
domized controlled trials (RCTs) enrolling more patients
with GPA than with MPA [9-11]. Since patients with
MPA were older and tended to exhibit higher levels of
creatinine than those with GPA in our cohort of
Japanese patients [5], these recommendations should be
applied to Asian patients with caution in terms of safety.

Recently, Ozaki et al. [12] have reported the treatment
effectiveness stratified by disease severity for Japanese
patients with MPO-ANCA-positive MPA in a pros-
pective observational study. However, differences in
treatment effectiveness between MPA and GPA patients
and across the spectrum of disease severity remain to be
clarified.

We have previously reported the demographic and
baseline clinical characteristics of Japanese patients with
AAYV who were enrolled in a nationwide, prospective, in-
ception cohort study of Remission Induction Therapy in
Japanese patients with ANCA-associated Vasculitides
(RemIT-JAV). In the present study, we aimed to eluci-
date and compare treatment and its effectiveness in
terms of remission, survival, and relapse rates in clinical
practice in Japanese patients with MPA and GPA using
the RemIT-JAV cohort database.

Page 2 of 12

Methods

Settings and patient population

Database

Details regarding the RemIT-JAV study protocol have
been reported previously [5]. Twenty-two tertiary care
institutions participated in this study and enrolled 156
consecutive patients with newly diagnosed AAV from
April 2009 to December 2010. The criteria for enrol-
ment included a diagnosis of AAV made by the site in-
vestigators that fulfilled the criteria for primary systemic
vasculitis proposed by the EMEA algorithm: symptoms
and signs characteristic of or compatible with a diagno-
sis of AAV or polyarteritis nodosa; at least one of histo-
logical proof of vasculitis, positive serology for ANCA,
specific investigations strongly suggestive of vasculitis
and/or granuloma, or eosinophilia; and no other diagnosis
to account for symptoms/signs [2]. “Specific investiga-
tions” included neurophysiological tests for mononeuritis
multiplex, conventional or magnetic resonance angiog-
raphy, and thoracic or neck magnetic resonance imaging/
computed tomography imaging, depending on the signs
and symptoms of the patients. The site investigators ex-
cluded patients with malignancy, infection, drug-induced
vasculitis, secondary vasculitis, other types of vasculitides,
vasculitis mimics, sarcoidosis, and other nonvasculitic
granulomatous disease. Of the 156 patients enrolled, 78,
33, and 14 were classified as MPA, GPA, and EGPA, re-
spectively. The present study included all patients with
MPA or GPA from the RemIT-JAV study, but not those
with EGPA. The RemIT-JAV study was conducted ac-
cording to the Declaration of Helsinki and the ethical guide-
lines for epidemiologic research in Japan. Written informed
consent was obtained from each participant, and the study
protocol was approved by the ethics committees at each
participating institution (refer to Acknowledgements). The
RemlIT-JAV study was registered to the University Hospital
Medical Information Network Clinical Trials Registry
(UMINO000001648).

Data collection

Each patient’s baseline data included demographic in-
formation, comorbidities, laboratory data, Birmingham
Vasculitis Activity Score (BVAS), imaging data, and re-
spiratory function data. Patients were evaluated at 3, 6,
12, 18, and 24 months after diagnosis and at relapse, and
the following data were collected: vital status, BVAS,
laboratory data, treatments, and adverse events. Organ
involvement was defined according to BVAS system.
Disease severity was determined by the categorization
system developed by the European Vasculitis Study
Group (EUVAS) [13]. The Vascular Damage Index (VDI)
was also collected at 6, 12, and 24 months. Chest radiog-
raphy, thoracic computed tomography, arterial blood gas
analysis, and respiratory function data were collected at
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12 and 24 months in patients with pulmonary involve-
ment. Because the RemIT-JAV study was an observa-
tional study, a treatment protocol was not provided.
Selection and dosage of immunosuppressants, dosage of
GC, and concomitant usage of plasmapheresis were
determined at the discretion of the attending physi-
cians. Observation was completed in March 2013, and
the baseline characteristics have been described pre-
viously [5].

Site investigators filled out the electronic case report
forms for each patient and submitted them to the RemlIT-
JAV data center at the Department of Medicine and
Clinical Science, Okayama University Graduate School
of Medicine, Dentistry and Pharmaceutical Sciences,
Okayama, Japan.

Primary and secondary outcomes

The primary effectiveness outcome of the present study
was the remission rate. We analyzed two types of remis-
sion in this study. The first type of remission was deter-
mined systematically by a BVAS of 0 on two occasions
at least 1 month apart according to EULAR recom-
mendations for conducting clinical studies and/or clin-
ical trials in systemic vasculitis [13]. The second type of
remission was defined as BVAS of 0 plus a daily pred-
nisolone (PSL) dose of <10 mg (designated as “GC
remission” hereafter). GCs other than PSL were con-
verted to an equivalent dose of PSL.

Secondary effectiveness outcomes included cumulative
overall end-stage renal disease (ESRD)-free and relapse-
free survival rates. ESRD was defined as dependence on
dialysis or an irreversible increase in serum creatinine
level of >5.6 mg/dl (500 pmol/1). Based on the aforemen-
tioned EULAR recommendations, relapse was defined as
the reoccurrence or new onset of disease activity attrib-
utable to active inflammation. Major relapse was defined
as a relapse with organ-threatening or life-threatening
disease activity, and other relapses were classified as
minor [13].

The safety outcome was the type and incidence of ser-
ious infections (SIs). Our definition of SIs was based on
an International Conference on Harmonisation report
[14]. Bacterial infections that required intravenous anti-
biotic administration and opportunistic infections were
regarded as SlIs. The diagnosis of infection was based on
the attending physicians’ clinical diagnosis, using a com-
prehensive evaluation of physical findings, laboratory
data, and imaging data.

Statistical analysis

We used baseline and follow-up data at 3, 6, 12, 18, and
24 months from the patients with MPA and GPA en-
rolled in this study. The cumulative remission, overall
survival, ESRD-free survival, and relapse-free survival
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rates were analyzed using the Kaplan-Meier method
and the log-rank test. p <0.05 was considered significant
for statistical analyses between two categories. When
comparing three or four categories, statistical sig-
nificance was determined by p <0.05/3 or p <0.05/4 by
Bonferroni correction to avoid multiplicity. When no pa-
tients in a group achieved an endpoint, the group was
excluded from the long-rank test. As such, the patients
with limited type disease, as defined by EUVAS
categorization [13], were excluded from the analysis of
survival and ESRD-free survival, and patients with early
systemic type disease were excluded from the analysis of
ESRD-free survival.

All statistical analyses were performed by a biostatisti-
cian using the Statistical Package of JMP for Windows
software, version 8.0.2 (SAS Institute Inc., Cary, NC,
USA).

Results

Patient characteristics

Of the 156 patients with AAV enrolled in the RemIT-
JAV study, 78 patients with MPA/RLV and 33 patients
with GPA were included in the present study. The mean
(median) observation periods were 559 (730) days in
MPA patients and 653 (730) days in GPA patients, re-
spectively. At 24 months, 52 patients with MPA and 28
patients with GPA remained in the cohort (Fig. 1).
Selected patient characteristics and treatment of these
patients are summarized in Table 1; details regarding pa-
tient characteristics have been described in our previous
report [5].

Treatment patterns

Changes in treatment over time in patients with MPA
and GPA are presented in Table 1 as observed data. The
mean initial daily PSL dose was 41 mg in MPA patients
and 40 mg in GPA patients. Concomitant CY was used
during the initial 3 weeks of remission induction therapy
in 24 of 78 (31 %) MPA patients and 20 of 33 (60 %)
GPA patients. One GPA patient and three MPA patients
were treated with plasma exchange. Hemodialysis was
implemented at any time point during the initial
3 months in 13 of 78 (14 %) MPA patients and 2 of 33
(6 %) GPA patients. At 3 months, the daily PSL dose
was tapered down to <15 mg in 29 of 67 (43 %) MPA
patients and 10 of 32 (31 %) GPA patients.

At 6 months, the mean daily PSL dose was 12 mg in
MPA patients and 13 mg in GPA patients, and 10 of 62
MPA patients (16 %) and 8 of 30 GPA patients (27 %)
were receiving concomitant azathioprine. Data regarding
treatment were not obtained in one patient with MPA.
The mean daily PSL dose decreased gradually thereafter
in both groups.
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r
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Fig. 1 Flow chart of the enrolled patients. G PA granulomatosis with polyangiitis, Il PA microscopic polyangiitis
N

Remission

No statistically significant differences in remission rates
were found between MPA and GPA patients (Fig. 2a). By
6 months, 66 of 78 MPA patients (85 %) and 29 of 33
GPA patients (87 %) achieved remission, as defined by
BVAS of 0 on two occasions at least 1 month apart.
However, only 31 of 78 MPA patients (40 %) and 13 of
33 GPA patients (39 %) satisfied the definition of GC re-
mission; that is, BVAS of 0 remission plus a daily PSL
dose of <10 mg.

When both patients with MPA and those with GPA
were classified into four different types (i.e. limited, early
systemic, generalized, and severe) according to the
EUVAS-defined disease severity, there were no signifi-
cant differences in remission rates across the spectrum
of disease severity (Fig. 2b). Remission and GC remission
were obtained by 6 months in four (100 %) and three
(75 %) of four patients with the limited type, in 18
(90 %) and 10 (50 %) of 20 patients with the early

systemic type, in 58 (89 %) and 24 (37 %) of 65 patients
with the generalized type, and in 15 (68 %) and 7 (32 %)
of 22 patients with the severe type, respectively.

No significant differences in remission and GC remis-
sion rates at 6 months were noted between MPO-
ANCA-positive and peroxidase-3 (PR3)-ANCA-positive
patients, or between patients with or without interstitial
lung disease (ILD).

Overall survival

Sixteen deaths were reported during the observation
period (14 MPA patients and two GPA patients). Causes
of death reported by site investigators were vasculitis
itself (five patients), infection (six patients), and other or
unknown (five patients: completely unknown in two pa-
tients, cardiac failure in one patient, intracerebral
hemorrhage in one patient, and hyperkalemia in one
patient). Of the five cases of death caused by vasculitis
itself, all patients were treated with GC without
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Table 1 Patient characteristics and treatments

MPA GPA

(n=78) (n=33)
Age (years), mean +SD 71+10 64+13
Sex (male:female) 35:43 12:21
Disease severity, N
Limited 0 4
Early systemic 15 5
General 47 18
Severe 16 6
MPO-ANCA, 1 (%) 76 (97) 18(55)
PR3-ANCA, n (%) 2(3) 15 (46)
Serumcreatinine (mg/dl), 2.46+2.18 1.51+1.32
mean = SD
BVAS, mean +SD 18+7 207
Initial treatments (within 3 weeks)
Maximum daily dose of 41+15 40+15
PSL (mg/day), mean + SD
mPSL pulse use, n (%) 34 (44) 13 (39)
Cyclophosphamide, n (%) 24 (31) 20 (60)
Oral:intravenous 3:21 7:13
Cumulative dose for 6 months (g), 2.6+2.8 4.3+3.6
mean * SD
Methotrexate, n (%) 0(0) 2(6)
Azathioprine, n (%) 0(0) 0(0)
Treatments at 6 months

n =62 n =30
Minimum daily dose of PSL (mg/day), 12+5 13+6
mean = SD
Cyclophosphamide, n 20 16
Methotrexate, n 0 3
Azathioprine,n 10 8
Treatments at 12 months

n =56 n=28
Minimum daily dose of PSL (mg/day), 9+5 9+6
mean * SD
Cyclophosphamide, n
Methotrexate, n 0 4
Azathioprine,n 11 11
Treatments at 24 months

n =52 n=28
Minimum daily dose of PSL (mg/day), 75 6+3
mean = SD
Cyclophosphamide, n 4 5
Methotrexate, n 0 4
Azathioprine,n 10 5

ANCA antineutrophil cytoplasmic antibody, BVAS Birmingham Vasculitis Activity
Score, GPA granulomatosis with polyangiitis, MPA microscopic polyangiitis,
MPO myeloperoxidase, mMPSL methylprednisolone, PR3 proteinase 3,

PSL prednisolone, SD standard deviation
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concomitant CY and two patients were treated with
plasma exchange. Renal manifestations developed i all
five casesand ESRD developedi two of five cases. Lung
manifestations developed i rfour of five patients in-
cluding pulmonary hemorrhage a n IdlD i rone case,
ILD i mne case, pleuritis in one case, and pulmonary
infiltrationi onecase.

I merms of overall surviva rates, MPA patients tended
t & e a worse prognosis than GPA patients, athough
the difference did not reach doatistica significance
(Fig. 3, p=0.12). | nhe spectrum of EUVAS disease
severity, there were significant differences in overdl
survival rates among the four different types (Fig. 3b;
p = 0.0003). Patients wit tsevere disease, showing the
lowest s wivd rate of 56 % at 24 months, h a admarkedly
poorer prognosis, even compared wit those wit  Igenerd-
ize d y gisesse (p <0.0001).

On the other hand, significant differences i rsurviva
rates were undetectable between MPO-ANCA-positive
and PR3-ANCA-positive patients (82 % versus 92 % a t
month 24) or between patients with and without LD
(87 % versus 83 % a month 24).

ESRD-free survival

Thirteen cases of ESRD developed during the observa
tion period in MPA patients, but none occurred in GPA
patients. Hence, the ESRD-free surviva rate o MPA p a
tients was significantly lower than that o fGPA patients,
decreasing to 81 % a 24 months (Fig. 48 p=0.012). | n
the spectrum of EUVAS disease severity, there were sig-
nificant differences in ESRD-free surviva rates (Fig. 4b;
p <0.0001). Petients with severe type disease showedt h e
lowest ESRD-free surviva rate o f51 % a 2 4months,
which was much lower than that of patients with gener-
alized type disease (p <0.0001).

MPO-ANCA-positive patients tended to have lower
ESRD-free surviva rates than PR3-ANCA-positive pa:
tients (84 % versus 100 % at 2 4months), dthough this
difference was not statistically significant. No significant
difference in ESRD-free surviva rates was detectable be-
tween patients with and without ILD (90 % versus 85 %
a 24 months).

Relapse

Of the 98 patients who achieved remission by 6 months,
23 relapsed during the total observation period, includ-
ing 18 MPA and five GPA patients, with a mean d u r
ation for the remission period of 566 days. Of the 23
relapses, 11 were mgor relgpses and 12 were minor.
There were no significant differences in relapse rates b €
tween MPA and GPA patients (Fig. 58 2 %6 versus 15 %
a tmonth 18) o ramong patients with the four different
types o fFEUVAS disease severity (Fig. 5b) (0 %, 42 %,
21 %, and 28 % at month 18 for limited, early systemic,
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generdized, and severe t y p regectively). | reddition,
there wer &0 sgnificant differences i melgpse rates b €
tween MPO-ANCA-positive and PR3-ANCA-positive p a
tients (25 % versus 21 % at month 18) o between patients
wit br without ILD (34 % versus 18 % a tonth1 8

Sl and VDI
During the 2-year follow-u eriod, 76 Slswere reported

i d@6 patients (41.4 %). The number of Sls decreased
over time, from 4 3n 27 patients in the first 6 months
t @0 in 18 patients i mhe second 6 months, nine i n

seven patients i rthe third 6 months, and four in four
patients in the last 6 months of follow-up. The most fre-
quent site of S Iwas the respiratory system (41 events),
followed b yskin and subcutaneous tissue (12 events).
Frequently reported types of opportunistic infections
were deep mycoses (14 events), cytomegalovirus infec-
tion (10 events), and herpes zoster (nine events).

The mean (standard deviation) total VDI score of
MPA patients and GPA patients were 1.95 (1.55) and
1.64 (1.57) at 12 months and 2.13 (1.56) and 2.11 (1.79)
a 24 months, respectively.
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Discussion

Thisi #he first prospective cohort study compearing the
responses of current immunosuppressive therapy in
Japanese patients between the two major AAV diseases,
MPA and GPA, in clinical practice. In our cohort, the
patients had been enrolled from 2 2tertiary care in-
gitutions in Japan. The mgjority was positive for MPO-
ANCA and diagnosed with M FA, which isi @ontrast
with AAV patients in western countries who are charac-
terized b ya predominance o fPR3-ANCA and GPA. In
addition, athough the EULAR recommendations and

the BSR guiddines recommend the concomitant use o f
CY a snduction therapy for severe or generalized AAV

[7, 8], concomitant CY wasu s e&nd ly 31 % of MPA p a
tients and 60 % of GPA patients during remisson i -n
duction, and these rates were apparently lower than

those reported in western observationa studies (76-82 %)

[15-17]. | mprevious studies, CY was not frequently used

i rapan fo rpatients wit WMPA/RLV, b e c athess p a
tients often present wit lprogressive rena impairment at

advanced age snd are thereby considered a tigh risk for

severeinfections[15,1 B
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| nhis study, we found that remission rates (BVAS of
0 on two occasions a feast 1 month gpart) a 6 months
were 85 % for MPA and 87 % for G A, whereass GC r e
mission rates (BVAS o 0 plus PSL of <10 mg/day) were
40 % for MPA and 39 % for GPA. | patientswithg e R e
dized or severe type diseases, remission rates at month
6 were 84 % for MPA and 83 % for GPA. Time to remis-
son was smilar between MPA and GPA patients, and
dmost a | ehrolled patients achieved remission a tleast
once during the observation period. These results are

probably comparable with the results reported i RCTs
conducted in Europe [19, 20]. | the CYCAZAREM trid
[19], 155 patients with generadized GPA and MPA
received oral CY and PSL for a least 3 months, and
patients who achieved remisson b y6 months were
assigned t dreatment with azathioprine or oral CY. A
total of 144 of 155 patients (93 %) achieved remission
with a BVAS o fO by 6 months. In the CYCLOPS tria
[20], where 149 patients with generalized GPA and MPA
received intravenous pulses of CY or ord CY for a teast
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3 months, 131 patients (78.9 %) achieved remission by
9 months.
Fourteen o f78 MPA patients and two o 33 GPA pa

m & be partly attributable to the fact t h ta hinee aage at
the first presentation was higher i 1 uaohort (7 yEars
for MPA a n &l years for GPA) and a higher proportion

tients died during the 24-month observation period. T h e o fpatients wit EUVAS-defined seve rtey giseese wer e

mortality rate of 14 % in our cohort appears to b e
dightly higher than the rates found in the European
RCTs. For example, eight deaths i 155 patients (5 %)
within 18 months and 14 deeths in 149 patients (9 %)
within 18 months wer eeported in the CYCAZAREM
and CYCLOPS trids, respectively [19, 2 P This difference

enrolled in o ustudy ( 2%). The latter possbility iss u p
ported by t hhigh mortdity (35 desths in 137 patients;
26 %) demondtrated in the MEPEX trid that selectively in-
cluded severet 'y PIRA and GPA patients. | ts intriguing
that the M BPEX trid included mo rt eh #wite as many
MPA patients a SGPA patients, smilar to 0 u study. A
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recent comparison of MPA patients between Japan and
Europe showed no difference in cumulative patient sur-
vival [12, 15]. Thus, these results suggest that MPA may
have a worse vital prognosis than GPA, at least in part due
to the effects of age at onset.

Further, a marked difference between patients with
MPA or GPA in our cohort was found in terms of renal
failure. During the observation period, 13 ESRDs occurred
in MPA patients, whereas no ESRDs were reported in
GPA patients, clearly indicating that ESRD-free survival is
much worse with MPA. In agreement with this finding, a
retrospective analysis of a large-scale AAV patient data-
base demonstrated that MPO-ANCA-positive patients
presented with worse renal function and higher levels of
proteinuria, probably due to advanced chronic damage
with a smoldering clinical course, than PR3-ANCA-
positive patients [21]. Hauer et al. [22] reported that the
glomerular filtration rate (GFR) at entry and predomin-
antly chronic renal lesions were potent predictors of the
GFR at 18 months in ANCA-associated glomerulo-
nephritis. In the present study, MPA patients had a lower
average estimated GFR than GPA patients (38 versus
52 ml/minute/1.73 m2). These data would explain the sig-
nificant difference in ESRD-free survival between MPA
and GPA patients in our cohort.

The relapse rate of 23 % in our cohort was similar to the
rate reported recently in China (32.7 %) [23] but was
lower than the rates reported previously in western coun-
tries (45-76 % at 6 months and 38 % at 1 year) [24, 25].
The higher relapse-free survival rates in our cohort and
the Chinese cohort may be related to the predominance of
MPO-ANCA positivity in Asian patients with AAV,
because MPO-ANCA-positive AAV patients relapse less
frequently than PR3-ANCA-positive patients [16]. There
is also a possibility that relatively slow tapering of GC
contributed to a higher relapse-free survival in this study.
Although the British clinical guideline recommends rapid
tapering of PSL to 15 mg/day after 3 months of treatment
[8], more than half of our patients were still taking
215 mg/day PSL at month 3. However, it is highly contro-
versial whether fast tapering of GC is associated with in-
creasing risk of relapse in AAV patients. While some
studies supported this notion [26, 27], it has recently been
demonstrated that GC therapy beyond 6 months is associ-
ated with a greater risk of infections, but not with a de-
creased risk of relapse [24]. The incidence of SlIs in the
present study was notably higher than those in previous
observational studies from European countries [24, 28].
The high incidence of SIs may relate to this slow tapering
of GC. On the contrary, VDI scores were comparable with
previous RCTs [29].

Our study has several limitations. First, institutional
bias should be considered, because this study was per-
formed in university and referral hospitals in Japan.
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Because the participating institutions enrolled all pa-
tients with newly diagnosed AAV, the selection bias in
each institute was low. Second, we could not perform
multistratified or multivariate analysis for outcomes be-
cause of the small sample size. In addition, we could not
perform sufficient comparisons between MPO-ANCA-
positive and PR3-ANCA-positive patient groups, be-
cause there are few numbers of PR3-ANCA-positive
patients in this cohort and the observational period was
short. This problem will be solved in the future by com-
bination with another large-scale cohort study of Japanese
patients with AAV that is currently ongoing. Third,
the 2-year observation period could be too short to
evaluate the relapse rates of the disease. Fourth, our effect-
iveness data may be affected by indication bias because
treatments were determined at the discretion of the at-
tending physicians. More sophisticated statistical methods
should be employed to overcome this bias with a larger
number of patients.

Conclusions

The majority of Japanese patients with MPA and GPA
received treatment with high-dose GC and limited CY
use, and showed high remission and relapse-free survival
rates but low GC remission rates in clinical practice.
Further studies are needed to optimize treatment for
Japanese patients with AAV, who exhibit different clin-
ical characteristics than patients in western countries in
terms of genetic backgrounds, disease categories, and
ANCA serology.
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