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ABSTRACT

Objective To develop and validate new classification
criteria for adult and juvenile idiopathic inflammatory
myopathies (IIM) and their major subgroups.

Methods Candidate variables were assembled

from published criteria and expert opinion using
consensus methodology. Data were collected from 47
rheumatology, dermatology, neurology and paediatric
clinics worldwide. Several statistical methods were used
to derive the classification criteria.

Results Based on data from 976 IIM patients (74%
adults; 26% children) and 624 non-IIM patients with
mimicking conditions (82% adults; 18% children), new
criteria were derived. Each item is assigned a weighted
score. The total score corresponds to a probability

of having IIM. Subclassification is performed using

a classification tree. A probability cut-off of 55%,
corresponding to a score of 5.5 (6.7 with muscle biopsy)
‘probable IIM’, had best sensitivity/specificity (87%/82%
without biopsies, 93%/88% with biopsies) and is
recommended as a minimum to classify a patient as
having IIM. A probability of =90%, corresponding to a
score of =7.5 (=8.7 with muscle biopsy), corresponds to
‘definite IIM". A probability of <50%, corresponding to a
score of <5.3 (<6.5 with muscle biopsy), rules out IIM,
leaving a probability of =50to <55% as 'possible IIM".
Conclusions The European League Against
Rheumatism/American College of Rheumatology (EULAR/
ACR) classification criteria for IIM have been endorsed

by international rheumatology, dermatology, neurology
and paediatric groups. They employ easily accessible
and operationally defined elements, and have been
partially validated. They allow classification of ‘definite’,
‘probable” and ‘possible’ 1IM, in addition to the major
subgroups of IIM, including juvenile [IM. They generally
perform better than existing criteria.

INTRODUCTION

Idiopathic inflammatory myopathies (IIM), collec-
tively known as myositis, are heterogeneous disor-
ders characterised by muscle weakness and muscle
inflammation.’ The most common subgroups in
adults are dermatomyositis (DM), polymyositis
(PM) and inclusion body myositis (IBM),” and in
children, juvenile DM (JDM).

The International Myositis Assessment and
Clinical Studies (IMACS) Group has developed
consensus on outcome measures and definitions
of improvement to be used in clinical trials for
myositis.” * A prerequisite for clinical trials and
other clinical studies is the inclusion of well-de-
fined patient groups. A wide variety of diagnostic
or classification criteria for myositis are used,” *~'°
but are generally derived empirically and not vali-
dated. The criteria of Bohan and Peter” * are most
widely used, but have limitations. Because they do

This criteria set has been approved by the European League Against Rheumatism (EULAR) Executive
Committee and the American College of Rheumatology (ACR) Board of Directors as Provisional. This signifies
that the criteria set has been quantitatively validated using patient data, but it has not undergone full
validation based on an independent dataset, using both cases and controls. This validation step is still needed

before the criteria are fully validated.

BM

Lundberg IE, et al. Ann Rheum Dis 2017;0:1-10. doi:10.1136/annrheumdis-2017-211468 r 1
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FINAL AGENDA
Joint Meeting of the IMACS and JDM Working Groups
Saturday November 4, 2017, 11 AM - 4 PM Pacific Time
Nautilus Ballrooms 1,2&3, Marina Tower, Sheraton San Diego Hotel and Marina,
1380 Harbor Island Drive

San Diego, CA 92101
11:00 AM - Pre-Meeting Training Workshop

Cutaneous Disease Activity and Severity Index
(CDASI) Training session Dr. Victoria Werth

11:45- 12:10 - Obtain box lunches

12:15 PM - Oral Presentations begin

The Myositis Association Mr. Bob Goldberg
Cure JM Foundation Ms. James Minow
Welcome and IMACS Business Drs. Lisa Rider, Frederick Miller, David Isenberg
Global Conference on Myositis Drs. Frederick Miller and Olivier Benveniste
Myositis Society Proposal Dr Rohit Aggarwal on behalf of Dr. Jens Schmidt
IMACS Meeting Committee Report Dr. Lesley Ann Saketkoo
JDM Working Group Highlights Dr. Bianca Lang
IMACS Scientific Committee Report Dr. Rohit Aggarwal
Selected Information Bulletin presentations Brief oral by presenters

Cancer Screening in [IM Dr. Rohit Aggarwal

Myositis-Associated ILD Dr. Dana Ascherman

Rituximab in Recent Onset [IM Dr. David Isenberg

Update on changes to ICD-10 coding for [IM Dr. Adam Schiffenbauer

Serum BAFF in Indian Patients with IIM Dr. Latika Gupta

Coffee Break and Information Bulletin Presentations 1:30 pm

Attendees meet with the presenters to further discuss their presentations
and potential collaborations



Focus Topic: 2:15 pm

Consensus in the Treatment of Juvenile and Adult Myositis

CARRA consensus treatment plans for juvenile dermatomyositis Dr. Adam Huber

Consensus-based treatment recommendations for the management of JDM Drs. Clarissa Pilkington
and Annet van Royen-Kerkhof

Consensus guidelines for the treatment of adult DM and PM in Japan Dr. Hitohsi Kohsaka

STAMP and future consensus efforts for DM/PM treatment Dr. Lisa Christopher-Stine
US and Europe

Consensus treatment project on exercise therapy for myositis Ms. Sue Maillard and Dr. Helene
Alexanderson

Discussion: Past efforts, future directions

4:00 PM Official end of meeting

Information Bulletin Presentations

Update from the IDM Committee of CARRA Dr. Adam Huber
JDM clinical/research dataset development Drs. Clarissa Pilkington, Liza McCann

Myositis-Associated ILD Dr. Dana Ascherman
Cancer Screening in lIM Dr. Rohit Aggarwal

Update on changes to ICD-10 coding for [IM Dr. Adam Schiffenbauer
STAMP Dr. Lisa Christopher-Stine
Myositis Response Criteria- Webcalculator Dr. Lisa Rider
Serum BAFF in Indian Patients with 1IM: Dr. Latika Gupta

Novel clinico-phenotypic associations in children and adults

Classification Criteria Dr. Ingrid Lundberg
Rehabilitation and Exercise Interest Group Progress Report Ms. Sue Maillard

Cure JM Mr. James Minow
The Myositis Association Mr. Bob Goldberg

The generous support of this meeting from Amgen Canada, Cure JM Foundation, Kroger Specialty
Infusion, and The Myositis Association are gratefully acknowledged
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Comparison of performance of the 2016 ACR-EULAR
classification criteria for primary Sjogren’s syndrome
with other sets of criteria in Japanese patients
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ABSTRACT

Objectives To compare the performance of the new
2016 American College of Rheumatology (ACR)-
European League Against Rheumatism (EULAR)
classification criteria for primary Sjogren’s syndrome (SS)
with 1999 revised Japanese Ministry of Health criteria
for diagnosis of SS (JPN), 2002 American-European
Consensus Group classification criteria for SS (AECG) and
2012 ACR dlassification criteria for SS (ACR) in Japanese
patients.

Methods The study subjects were 499 patients with
primary SS (pSS) or suspected pSS who were followed
up in June 2012 at 10 hospitals in Japan. All patients
had been assessed for all four criteria of JPN (pathology,
oral, ocular, anti-SS-A/SS-B antibodies). The clinical
diagnosis by the physician in charge was set as the ‘gold
standard'.

Results pSS was diagnosed in 302 patients and ruled
out in 197 patients by the physician in charge. The
sensitivity of the ACR-EULAR criteria in the diagnosis of
pSS (95.4%) was higher than those of the JPN, AECG
and ACR (82.1%, 89.4% and 79.1%, respectively),
while the specificity of the ACR-EULAR (72.1%) was
lower than those of the three sets (90.9%, 84.3% and
84.8%, respectively). The differences of sensitivities and
specificities between the ACR-EULAR and other three
sets of criteria were statistically significant (p<0.001).
Eight out of 302 patients with pSS and 11 cases out of
197 non-pSS cases satisfied only the ACR-EULAR
criteria, compared with none of the other three sets.
Conclusions The ACR-EULAR criteria had significantly
higher sensitivity and lower specificity in diagnosis of
pSS, compared with the currently available three sets of
criteria.

INTRODUCTION

Sjogren’s syndrome (SS) is an autoimmune disease
that affects mainly exocrine glands including the
salivary and lacrimal glands, and is often associated
with extraglandular manifestations, such as intersti-
tial lung and kidney diseases, and neurological,
haematological and musculoskeletal involvements.'
It is characterised by lymphocytic infiltration into
the exocrine glands and other organs, leading to

dry mouth, dry eyes and various extraglandular
symptoms. SS is subcategorised into primary SS
(pSS) which is not associated with other well
defined connective tissue diseases (CTDs), and sec-
ondary SS which is associated with other well
defined CTDs.”

In Japan, the revised criteria for the diagnosis of
SS proposed by the Japanese Ministry of Health
(JPN) (1999),° as well as the American-European
Consensus  Group classification criteria for SS
(AECG) (2002)* have been used commonly in both
daily clinical practice and clinical studies in this
decade. In 2012, the American College of
Rheumatology (ACR) published the 2012 ACR
classification criteria for SS, which were proposed
by the Sjogren’s International Collaborative Clinical
Alliance (SICCA).* These three sets of criteria have
also been applied for the diagnosis or classification
of SS in Japan in the last 3 years. We previously
analysed 694 Japanese patients with SS or sus-
pected SS, and showed that the sensitivities of JPN,
AECG and ACR in the diagnosis of SS were
79.6%, 78.6% and 77.5%, respectively, with
respective  specificities of 90.4%, 90.4% and
83.5%, when considering the clinical diagnosis as
the ‘gold standard’.” We concluded in that study
the superiority of the JPN criteria in the diagnosis
of SS in Japanese patients compared with the ACR
and AECG criteria.’

Recently the 2016 new ACR-European League
Against Rheumatism (EULAR) classification criteria
for pSS (ACR-EULAR) were published.® 7
Investigators from the SICCA team and the EULAR
Sjogren’s Task Force formed the International SS
Criteria Working Group to develop this single set
of classification criteria that combined features of
the ACR and AECG criteria, based on method-
ology consistent with the current ACR and EULAR
guidelines.® 7 The working group adopted the
methodology based on both data and expert clini-
cal judgement, and finally defined the new classifi-
cation criteria comprising five objective tests or
items, and a total score of >4 as the cut-off for the
diagnosis of pSS. The total score is derived from
the sum of the weights assigned to each positive
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Validation of Classification Criteria of Macrophage
Activation Syndrome in Japanese Patients With
Systemic Juvenile Idiopathic Arthritis

MASAKI SHIMIZU (.,! MAO MIZUTA,! TAKAHIRO YASUMI,> NAOMI IWATA,> YUKA OKURA*
NORIKO KINJO,” HIROAKI UMEBAYASHI,® TOMOHIRO KUBOTA,” YASUO NAKAGISHI,?
KENICHI NISHIMURA.> MASATO YASHIRO,'® JUNKO YASUMURA,'' KAZUKO YAMAZAKI,'?
HIROYUKI WAKIGUCHI,'> NAMI OKAMOTO,'* axo MASAAKI MORI'®

Objective. To validate whether the 2016 American College of Rheumatology/European League Against Rheumatism classi-
fication criteria of macrophage activation syndrome (MAS) complicating systemic juvenile idiopathic arthritis (JIA) is prac-
tical in the real world.

Methods. A combination of expert consensus and analysis of real patient data was conducted by a panel of 15 pediatric
rheumatologists. A total of 65 profiles comprised 18 patients with systemic JIA-associated MAS and 47 patients with
active systemic JIA without evidence of MAS. From these profiles, 10 patient data points for full-blown MAS, 11 patient
data points for MAS onset, and 47 patient data points for acute systemic JIA without MAS were evaluated.

Results. Evaluation of the classification criteria to discriminate full-blown MAS from acute systemic JIA without MAS
showed a sensitivity of 1.000 and specificity of 1.000 at the time of full-blown MAS. Sensitivity was 0.636 and specificity was
1.000 at the time of MAS onset. The number of measurement items that fulfilled the criteria increased in full-blown MAS
compared to that at MAS onset. At MAS onset, the positive rates of patients who met the criteria for platelet counts and
triglycerides were low, whereas those for aspartate aminotransferase were relatively high. At full-blown MAS, the number
of patients who met the criteria for each measurement item increased.

Conclusion. The classification criteria for MAS complicating systemic JIA had a very high diagnostic performance. How-
ever, the diagnostic sensitivity for MAS onset was relatively low. For the early diagnosis of MAS in systemic JIA, the

dynamics of laboratory values during the course of MAS should be further investigated.

Introduction

Macrophage activation syndrome (MAS) is a severe compli-
cation of systemic juvenile idiopathic arthritis (JIA), which is
clinically characterized by fever, hepatosplenomegaly, lymph-
adenopathy, depression of all 3 blood cell lines, deranged
liver function, intravascular coagulation, and central nervous
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system dysfunction (1). MAS is a potentially life-threatening
disease, and thus, a timely and prompt diagnosis is essential
to initiate life-saving treatment. However, it can be difficult to
distinguish MAS from systemic JIA flares, sepsis, or other
secondary hemophagocytic lymphohistiocytosis. Differentia-
tion of MAS from these conditions is essential for the selec-
tion of an appropriate therapeutic intervention in a timely
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ABSTRACT

Objectives: The objective of this study is to develop clinical practice guideline (CPG) for §ogren’s syn-
drome (SS) based on recently available clinical and therapeutic evidences.

Methods: The CPG committee for SS was organized by the Research Team for Autoimmune Diseases,
Research Program for Intractable Disease of the Ministry of Health, Labor and Welfare (MHLW), Japan.
The committee completed a systematic review of evidences for several clinical questions and devel-
oped CPG for SS 2017 according to the procedure proposed by the Medical Information Network
Distribution Service (Minds). The recommendations and their strength were checked by the modified
Delphi method. The CPG for SS 2017 has been officially approved by both Japan College of
Rheumatology and the Japanese Society for SS

Results: The CPG committee set 38 clinical questions for clinical symptoms, signs, treatment, and
management of SS in pediatric, adult and pregnant patients, using the PICO (P: patients, problem,
population, I: interventions, C: comparisons, controls, comparators, O: outcomes) format. A summary of
evidence, development of recommendation, recommendation, and strength for these 38 clinical ques-
tions are presented in the CPG

Conclusion: The CPG for SS 2017 should contribute to improvement and standardization of diagnosis
and treatment of SS
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Introduction associated with other well defined CTDs [1]. Moreover, pSS is

Sjogren’s syndrome (SS) is an autoimmune disease character-
ized by lymphocytic infiltration into the exocrine glands and
other organs, leading to dry mouth, dry eyes, and various
extra-glandular symptoms [1]. SS is categorized into primary
SS (pSS) which is not associated with other well defined con-
nective tissue diseases (CTDs), and secondary SS, which is

further subdivided into the glandular form, with involvement
of the exocrine glands only, and the extra-glandular form,
with the involvement of organs other than exocrine glands.

In Japan, SS was certified as a designated intractable dis-
ease by the Ministry of Health, Labor and Welfare (MHLW)
in January 2015. Researches on designated intractable
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ABSTRACT
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Objective: To evaluate the difference between adult juvenile idiopathic arthritis (JIA, starting at
<16 years) and rheumatoid arthritis (RA).

Methods: Data on 128 adult JIA patients were from the National Database of Rheumatic Diseases in
Japan (NinJa), 2014, divided into 4 groups by period of disease onset (Group 1: 2000-2013, n=32;
Group 2: 1981-1999, n=32; Group 3: 1966-1980, n=31; Group 4: ~1965, n=33). Disease activity,
treatment and long-term prognosis of adult JIA patients were compared with RA patients matched for
sex- and disease duration in each era.

Results: In Groups 1 and 2, adult JIA patients had significantly lower clinical disease activity indices
(CDAI) (Group 1: adult JIA 1.5 [0.4-6.9]-vs-RA 5.3 [2.5-10.3], p=.001, Group 2: 2.6 [0.6-9.0]-vs-6.9
[3.5-11.0], p=.001, shown as median [quartile range], p-value, respectively), and had higher CDAI
remission rates than RA patients (Group 1: 54.8%-vs-28.2%, p=.002, Group 2: 51.7%-vs-17.0%,
p <.001). More adult JIA than RA patients in Group 1 used biologics (62.5%-vs-24.7%, p <.001).
However, there were no adult JIA-vs-RA differences in joint destruction and physical function in
any group.

Conclusions: Adult rheumatologists must recognize that adult JIA patients are different from RA
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patients even when disease duration is the same.

Introduction

Juvenile idiopathic arthritis (JIA) is the most common form
of arthritis in children. JIA is of unknown aetiology, begin-
ning before the 16th birthday and persisting for at least
6 weeks [1]. Recently, treatment of JIA has been improved
by employing biological therapies, as in rheumatoid arthritis
(RA). Advances in pediatric medicine have resulted in
increased numbers of adult patients who had childhood-
onset chronic disease [2]. However, long-term follow-up
data in other countries showed that JIA is still ongoing in
34-50% of JIA patients after they reach adulthood [3,4].
Therefore, a seamless transition in medical care from ado-
lescence to adulthood (i.e. transitional care) is important
[5,6]. However, adult rheumatologists who take over the
care of adult JIA patients commonly have little knowledge
of the pathogenesis, treatment and characteristics of JIA [7].
Moreover, it is unclear whether adult JIA patients should be
treated similarly to RA patients [8]. To provide appropriate
medical care, we should establish evidence-based manage-
ment strategies for adult JIA.

In the pre-biologics era, only one study comparing the
prognosis of JIA and RA has been published [9]. That study,

which dealt with disease subtypes and the presence of anti-
body, indicated that oligoarticular JIA had the best outcome
according to radiographic changes, whereas seropositive RA
had the worst [9]. However, little evidence is available with
regard to the difference in prognosis between adult JIA and
RA in the biologics era. Although the long-term prognosis
of JIA still requires elucidation, to the best of our know-
ledge, there are no large databases on adult JIA patients in
Japan which could be explored for this purpose. For this
reason, here we extracted data on adult JTA patients (defined
as onset at <16 years of age) who were registered in the RA
database as ‘oligoarticular JIA (oligoarthritis) or polyarticu-
lar JIA (polyarthritis)’. We then compared their current sta-
tus and prognosis with RA patients (defined as starting at
=16 years of age) who had the same disease duration.

The National Database of Rheumatic Diseases in Japan
(NinJa) was established in 2002 to reveal trends and prob-
lems associated with RA [10]. Nationwide, attending physi-
cians in multiple centres register patients diagnosed with
RA in this database, which includes disease activity, drug
use, physical function, joint outcome and other data which
are collected annually. Adult JIA patients (oligoarthritis or

CONTACT Takumi Matsumoto @ matsumoto.rheu@tmd.ac.jp @ Department of Lifetime Clinical Immunology, Graduate School of Medical and Dental Sciences,
Tokyo Medical and Dental University, 1-5-45 Yushima, Bunkyo-ku Tokyo 113-8519, Japan
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055 (Ocular staining score) : BRI H L BRLEE, FEEITUYILI)—VEE, 0~128/FBDRI7

1)2% (Am J Ophthalmol 149:405-415, 2010)

(Ann Rheum Dis 76:9-16, 2017) (Arthritis Rheumatol 69:35-45, 2016)
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BE | BEE | BE | BEE | BE | BEE | BE | BEE
(%) (%) (%) (%) (%) (%) (%) (%)
B4k | 796 90.4 82.1 90.9 75.3 85.7 74.9 90.6
AECG | 786 90.4 89.4 84.3 70.7 85.7 85.7 86.1
ACR 77.5 83.5 79.1 84.8 74.7 71.4 79.8 81.1
ACR-
EULAR | 943 69.3 95.4 72.1 92.5 42.9 94.1 76.7

Tsuboi H, et al. Ann Rheu Dis (in press)
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