
The European Vasculitis Society 2016

Meeting Report

Q39 Ingeborg M. Bajema1, Jan A. Bruijn1, Alina Casian2, Maria C. Cid3, Elena Csernok4,

Emma van Daalen1, Lorraine Harper5, Thomas Hauser6, Mark A. Little7,

Raashid A. Luqmani8, Alfred Mahr9, Cristina Ponte10, Alan Salama11, Mårten Segelmark12,

Kazuo Suzuki13, Jan Sznajd14, Y.K. Onno Teng15, Augusto Vaglio16, Kerstin Westman17 and

David Jayne18

1Department of Pathology, Leiden University Medical Center, Leiden, the NetherlandsQ1 ; 2Guy’s Hospital, London, United

Kingdom; 3Department of Autoimmune Diseases, Hospital Clínic, University of Barcelona, Institut d’Investigacions Bio-

mèdiques August Pi i Sunyer (IDIBAPS), Barcelona, Spain; 4Medius Klinik Kirchheim/Vaskulitiszentrum Süd Akademisches

Lehrkrankenhaus der Universität Tübingen, Kirchheim unter Teck, Tübingen, Germany; 5Institute of Clinical Sciences, College

of Medical and Dental Sciences, University of Birmingham, Birmingham, United Kingdom; 6IZZ Immunologie-Zentrum Zürich,

Zurich, Switzerland; 7Trinity Health Kidney Centre, Tallaght Hospital, Dublin, Ireland; 8Rheumatology Department, Nuffield

Orthopaedic Centre, University of Oxford, Oxford, United Kingdom; 9Hôpital Cochin, Paris, France; 10Rheumatology Research

Unit, Instituto de Medicina Molecular, Faculty of Medicine, University of Lisbon, and Rheumatology Department, Hospital de

Santa Maria, Centro Hospitalar Lisboa Norte, Lisbon, Portugal; 11UCL Centre for Nephrology, Royal Free Hospital, London,

United Kingdom; 12Department of Medical and Health Sciences and Department of Nephrology, Linköping University, Link-

öping, Sweden; 13Asia International Institute of Infectious Disease Control, Teikyo University, Tokyo, Japan; 14Raigmore

Hospital, Inverness, University of Aberdeen, Aberdeen, United Kingdom; 15Clinic for Lupus, Vasculitis and Complement-

mediated diseases, Department of Nephrology, Leiden University Medical Center, Leiden, the Netherlands; 16Nephrology

Unit, University Hospital, Parma, Italy; 17Lund University, Skane University Hospital, Department of Clinical Sciences Lund,

Nephrology, Lund, Sweden; and 18Department of Medicine, University of Cambridge, Cambridge, United Kingdom

Kidney Int Rep (2017) -, -–-; https://doi.org/10.1016/j.ekir.2017.09.008

KEYWORDS: ANCA; renal outcome; therapy; vasculitisQ2

ª 2017 Published by Elsevier, Inc., on behalf of the International Society of Nephrology. This is an open access article

under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

I
n June 2016, a meeting of the European Vasculitis
Society (EUVAS) was held in Leiden, the

Netherlands. For the first time, the meeting was
structured around parallel meetings of the EUVAS
petals as part of the EUVAS Research Council, which
was formed in 2011 to enhance scientific research in
systemic vasculitis. The petals consist of the following
fields of interest: disease assessment, biomarker studies,
epidemiology and etiology, clinical trials, registries,
genetics, toxicity and infection, database, and histol-
ogy (Figure 1). The theme of the meeting was pheno-
typic subtyping. In this report, we give an overview of
the state-of-the art issues arising from the petal meet-
ings. The goal of EUVAS is to stimulate ongoing
research in clinical, serological, and histological man-
agement, and techniques for patients with systemic
vasculitis, with an outlook on the applicability for
clinical trials.

Disease Assessment

The careful definition and classification of different
forms of antineutrophil cytoplasmic antibody (ANCA)–
associated vasculitis (AAV) requires consideration of
clinical, serological, and histological evidence. There is
considerable overlap among the disease entities. A
major study is underway to improve our ability to
discriminate among different forms of vasculitis by
using data from >5000 individuals with different
forms of vasculitis or disease mimics. The diagnostic
and classification study in vasculitis (DCVAS)1 will
report preliminary criteria for ANCA vasculitis in the
near future. These criteria will assist in separating
granulomatosis with polyangiitis (GPA) from micro-
scopic polyangiitis (MPA), eosinophilic granulomatosis
with polyangiitis (EGPA), and other forms of less
well-defined vasculitis (which may or may not have
ANCA present). The emphasis for the DCVAS project is
on characterizing patients for future clinical and
epidemiological studies.

Further phenotypic characterization of disease
severity is facilitated by using clinical evaluation tools
such as the Birmingham Vasculitis Activity Score
(BVAS)2�4 and the Vasculitis Damage Index (VDI).5,6
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These clinical tools are increasingly important in
characterizing disease status in terms of activity and
damage; this facilitates the distinction among different
diseases states. Terms such as active disease, response
to therapy, partial response to therapy, relapse, or
low-grade disease activity can be defined on the basis
of the BVAS assessment. This has already been applied
to clinical studies for defining patients with active
disease who are eligible for inclusion in studies and in
defining a response to the therapy, remission, and
relapse. BVAS and VDI also allow more detailed phe-
notyping of patients with more or less severe
end-organ involvement within individual diagnoses
(e.g., patients with GPA may have relatively limited
disease, whereas other patients with GPA may have
much more extensive disease). Defining organ
involvement dictates the need for treatment, but may
also be a reflection of the underlying pathophysiology
and genetic predisposition to severity, as well as sus-
ceptibility to disease. Once the classification criteria are
established, we need to use them in combination with
disease evaluation tools to explore how the different
phenotypes behave and respond to therapy, and also to
discover whether the phenotypic characterization cor-
responds to better understanding of underlying
pathophysiology.

Database and Long-term Follow-up

The survival of patients with AAV improved dramat-
ically after the introduction of corticosteroids and

cyclophosphamide (CYP) in the 1970s.7 After this,
treatment modalities improved with greater safety and
outcome. Since the 1990s, EUVAS has designed and
accomplished several prospective randomized clinical
trials (RCTs), mostly without pharmaceutical com-
panies. The first 4 RCTs revealed new information on
how to best treat patients with AAV, according to
disease extension and severity.8�11 However, because
AAV is chronic (i.e., relapsing) in at least 50% of
patients, it is difficult to draw firm conclusions solely
from the results of an RCT that lasts 18 months. Thus,
we performed a 5-year follow-up of patients in the first
4 RCTs, and several reports were published from these
studies.12 We obtained more robust information on
actual patient and kidney survival, complications due
to treatment, and complications due to disease. The
longer term follow-up revealed that the initial results
were not always robust in the longer term. For
example, patients Q4with proteinase 3 (PR3)-AAV
appeared to be more prone to relapse if they received
pulse CYP compared with continuous oral CYP.13

Patients treated with methotrexate as induction ther-
apy in the NORAM Q5study, most of whom had PR3-
ANCA, were exposed to more CYP and corticosteroids
in the 5-year follow-up than those who had received
CYP as induction. In the short-term perspective, it
seems that relapses may not be harmful with regard to
the long-term outcome of renal function. However, this
may not be true for the longer term perspective. From
the 5-year follow-up, we learned that the incidence of
malignancies was not higher in this population
compared with a matched background population,
with the exception of nonmelanoma skin cancer.14 If
this finding reflects an improvement in the treatment
strategies, or is a result of a too short a follow-up, we
can only tell if the study period is prolonged. Thus, we
aimed for a longer follow-up of patients who partici-
pated not only in the first 4 RCTs, but also those
included in the later IMPROVE and RITUXVASQ6

studies. We would then have a cohort that consisted of
approximately 700 European patients followed-up for
at least 10 years. The 10-year follow-up has been
launched, and we are working on retrieving data on
patient and renal survival, relapse rate, cumulative
incidence of malignancies, and possibly comorbidities.
A larger cohort of patients makes it possible to try to
place patients into subgroups with similar clinical
presentations and/or phenotypes, in an attempt to
identify those with a particular high risk for poor
outcome, as Mahr et al. did in a cluster analysis.15

Registries

Patient registries and databases play an important
role in clinical research, patient care, and healthcare
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Figure 1. European Vasculitis Society (EUVAS) petals. Fields of in-
terest in systemic vasculitis: disease assessment, biomarker studies,
epidemiology and etiology, clinical trials, registries, genetics, toxicity
and infection, database, and histology.
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