
912 Saturday, 17 June 2017 Scientific Abstracts

with and without other autoantibodies present using 451 SSc patients with
complete dataset. Autoantibodies to several scleroderma-related autoantibodies
were detected using commercial or research use only kits (Inova Diagnostics,
San Diego, USA). P-values below 0.05 were considered significant.
Results: The sensitivity and specificity of anti-BICD2 antibodies were determined
as 22.1% and 99.0%, respectively. Receiver operating characteristic (ROC)
analysis showed an area under the curve of 0.79 (95% CI 0.75–0.84). The
likelihood (LR) and odds ratios (OR) were 17.7 (LR+), 0.8 (LR-) and 20.4 (OR).
The prevalence of these autoantibodies was equally distributed between limited
and diffuse form of SSc (22.8% and 24.0%). When SSc patients without the
classification criteria markers anti-Scl-70, anti-Centromere and anti-RNA Pol III
(n=184) were compared with controls, similar performance was obtained as seen
in the entire cohort. Results are summarized in table 1 below.

Table 1

Performance Characteristic Entire SSc cohort Anti-Scl-70, anti-Centromere
(n=502) and anti-RNA Pol III negative (n=184)

Sensitivity 22.1% 13.6%
Specificity 99.0% 99.0%
AUC 0.79 (95% CI 0.75–0.84) 0.78 (95% CI 0.72–0.84)
LR+ 28.1 15.6
LR- 0.21 0.13
OR 133.1 123.7

Several statistically relevant clinical associations were found for anti-BICD2 as
summarized in table 2 below.
Conclusions: Our data confirm the presence of anti-BICD2 antibodies in SSc
patients that may help to differentiate SSc from other systemic autoimmune
rheumatic diseases and to stratify SSc patients into more defined subforms of the
disease.
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Background: Treatment with tocilizumab (TCZ) in early systemic sclerosis
(SSc; FaSScinate trial) resulted in consistent, but not statistically significant,
improvements in skin sclerosis (mRSS) at wks 24 and 481. The CRISS index has
been proposed as a composite index for trials in SSc2. CRISS is a 2-step process
that assigns a probability of improvement for each subject ranging from 0.0 [no
improvement] to 1.0 [marked improvement]. Step 1 assesses clinically meaningful
decline in cardio-pulmonary-renal involvement and assigns a probability of 0.0. For
remaining subjects, 5 variables are used to calculate probability of improvement.
These are: FVC%, mRSS, patient (PT GA) and physician globals (MD GA), and
HAQ-DI.
Objectives: To assess the performance of CRISS index in the FaSScinate trial.
Methods: In FaSScinate, pts ≥18 y with active SSc were randomized 1:1 to TCZ
or placebo (PLA) for 48 wks. Step 1 CRISS was captured using review of serious
adverse event data. Non-parametric Wilcoxon test was used to assess significant
differences between the CRISS scores in both arms. Analyses were carried out
for subject who had complete data at baseline and 24 weeks and at baseline and
48 weeks.
Results: 87 pts (43 TCZ, 44 PBO) were enrolled. Baseline characteristics were
similar between arms. 4 subjects in the PBO group and none in TCZ met the
pre-defined definition of worsening in Step 1 and were given a score of 0.0.
For remaining subjects, we calculated probability score for each subject. Using
CRISS as a continuous measure, the median score was statistically significant
and favored TCZ compared to PBO at wks 24 and 48 (p=0.04 and 0.01; Table).
Table also presents the individual components of Step 2 where only FVC% was
statistically significant favoring TCZ at wk 48.
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Clinical Association Whole group (N=451) BICD2 alone (N=29) Overlapping BICD2 (N=107) Negative BICD2 (N=315) BICD2 alone vs Negative Overlapping vs Negative

Mean (sd) or N (%) NA Mean (sd) or N (%) Mean (sd) or N (%) Mean (sd) or N (%) P Values P Values

Disease duration since the
onset of RP, years 15.4 (12.9%) 18 15.6 (13.7%) 17.5 (12.6%) 14.6 (12.9%) 0.728 0.013

Diffuse cutaneous disease 138.0 (30.7%) 1 9.0 (31.0%) 23.0 (21.5%) 106.0 (33.8%) 0.766 0.018
Calcinosis 104.0 (23.2%) 2 8.0 (27.6%) 33.0 (31.1%) 63.0 (20.1%) 0.339 0.019
Inflammatory myositis 43.0 (9.6%) 4 7.0 (24.1%) 4.0 (3.8%) 32.0 (10.3%) 0.003 0.040
GERD/reflux 285.0 (69.7%) 42 16.0 (59.3%) 79.0 (81.4%) 190.0 (66.7%) 0.437 0.006
Antibiotics for bacterial growth 47.0 (10.5%) 5 0.0 (0.0%) 8.0 (7.6%) 39.0 (12.5%) 0.043 0.160
Interstitial lung disease 123.0 (27.8%) 9 13.0 (46.4%) 17.0 (16.5%) 93.0 (29.9%) 0.071 0.008
FVC% predicted 93.5 (19.5%) 61 96.0 (20.8%) 98.3 (19.7%) 91.7 (19.1%) 0.304 0.004

Table 1. Comparison of TCZ and PBO using CRISS index and individual variables at 24 and 48
weeks

TCZ PBO** P value

CRISS, median [IQR] at 24 week 0.23 0.008 0.04*
[0.003; 0.95], N=33 [0.00; 0.10], N=36

CRISS, median [IQR] at 48 week 0.31 0.001 0.01*
[0.008; 0.99], N=27 [0.00; 0.18], N=35

MRSS, mean change at 24 week -4.2, N=33 -2.1, N=34 0.24
MRSS, mean change at 48 week -5.9, N=27 -3.2, N=31 0.35
FVC% predicted, mean change at 24 week -0.78, N=33 -4.4, N=34 0.08
FVC% predicted, mean change at 48 week -1.6, N=27 -5.1, N=31 0.02
PT GA, mean change at 24 week -0.41, N=33 -0.10, N=34 0.64
PT GA, mean change at 48 week -0.69, N=27 -0.45, N=31 0.72
MD GA, mean change at 24 week -0.94, N=33 -0.80, N=34 0.76
MDGA, mean change at 48 week -1.81, N=27 -0.73, N=31 0.07
HAQ-DI, mean change at 24 week 0.09, N=33 0.06, N=34 0.76
HAQ-DI, mean change at 48 week 0.00, N=27 0.16, N=31 0.10

*Using Wilcoxon test as CRISS data is not normally distributed. **There are 4 subjects in the
PBO who met step 1 and were given a score of 0.0.

Conclusions: In this post-hoc analysis, CRISS index was able to discriminate
TCZ from PBO, supporting its validity in an independent cohort.
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Background: The idiopathic inflammatory myopathies (IIM) represent a rare and
heterogeneous group of multisystem autoimmune diseases. The rarity of IIM has
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hampered research efforts, resulting in remarkably limited therapeutic evidence.
The EuroMyositis Registry was created to pool resources and expertise across
the international IIM research community.
Objectives: To describe the phenotypic characteristics of different IIM subtypes.
Associations with malignancy, interstitial lung disease (ILD), cardiac involvement
and dysphagia were assessed.
Methods: Pooled data from the EuroMyositis Registry (from Belgium, China,
Czech Republic, Hungary, Italy, Mexico, Norway, Sweden, Switzerland, UK,
Vietnam) were obtained. Associations were assessed using logistic regression
and multinomial logistic regression with polymyositis (PM) as the reference group.
Results: Data regarding 3,196 patients were analysed. The UK was the largest
contributor (n=1,307). The most common diagnoses were dermatomyositis
(34%), PM (32%) and connective tissue disease (CTD)-overlap myositis (15%).
In those with anti-synthetase syndrome (7%), 85% had muscle weakness, 86%
ILD and 58% arthritis. Overall, 43% had a myositis specific antibody, most
commonly anti-Jo1 autoantibodies (20%). Glucocorticoid usage was noted in
98%. Most commonly used disease modifying agents were methotrexate (71%)
and azathioprine (50%).
Malignancy occurred in 9% and was associated with a diagnosis of dermato-
myositis (Relative Risk Ratio [RRR] 1.68, 95% CI 1.09–2.56, p=0.018). Cardiac
involvement occurred in 9%, most commonly in those with CTD-overlap myositis
(13%), and was associated with a higher Health Assessment Questionnaire
disability index (1 versus 0.75, OR 1.40, 95% CI 1.03–1.91, p=0.031). Dysphagia
occurred in 39% and was associated with a diagnosis of CTD-overlap myositis
(RRR 2.25, 95% CI 1.61–3.15, p<0.001).
Conclusions: This large international cohort demonstrates the heterogeneity of
IIM and the burden of associated malignancy, ILD, cardiac and gastrointesti-
nal involvement. The EuroMyositis Registry facilitates international collaborative
research outputs, underlining the benefits of harmonised data collection method-
ology between centres.
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Background: There is an unmet need for biomarkers in Systemic Sclerosis
(SSc). Despite its shortcomings, the modified Rodnan skin score (mRSS) has
remained the standard disease assessment tool for SSc. Expression of certain
genes, cartilage oligomeric matrix protein (COMP), thrombospondin-1 (THS1),
interferon-induced 44 (IFI44) and sialoadhesin (SIG1), and, more recently,
Tenascin-C (TNSC), have been shown to correlate with skin fibrosis. However,
assessment of the expression of these genes requires a skin biopsy. Hence, we
used an open-ended approach to identify a serum-based biomarker of SSc.
Objectives: To identify small molecules in serum that correlate with mRSS and
profibrotic genes that are upregulated in skin of SSc patients
Methods: We obtained serum and skin biopsies from 25 consenting adult
patients with SSc and serum from 25 age- and sex-similar controls. mRNA
levels of five genes: COMP, THS1, IFI44, SIG1, and TNSC were estimated as
fold-change relative to Glyceraldehyde 3-phosphate dehydrogenase (GAPDH), a
housekeeping gene. H1NMR (Nuclear Magnetic Resonance) based metabolomics
studies were performed on the sera using standard protocols. Principal component
analysis (PCoA) and Partial Least Squares Discriminant Analysis (PLSDA) were
used to delineate metabolites that were different between patients and healthy
controls. Then spearman correlations (ρ) of these metabolites with mRSS and the
fold-expression of the five pro-fibrotic genes were estimated.
Results: H1NMR based metabolomics identified 126 peaks that were different
between patients and controls. Out of these, the levels of glycine had the best
correlation with pro-fibrotic gene expression (ρ=0.5, p<0.05 for IFI44; ρ=0.44,

p<0.05 for TNSC). Choline inversely correlated with SIG1 (ρ=-0.41; p=0.05) while
Glycerophosphocholine correlated with mRSS (ρ=0.50, p<0.05).
Conclusions: H1NMR based metabolomics identified glycine, choline and their
metabolites as potential biomarkers for skin fibrosis in SSc. These findings require
validation in a larger cohort.
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Background: Autoantibodies (Abs) against 5’-Nucleotidase, Cytosolic 1A
(NT5C1A) have been portrayed as a potential diagnostic aide in distinguish-
ing inclusion body myositis (IBM) and polymyositis (PM) in adults. However,
4–21% of dermatomyositis (DM) patients also have Abs to NT5C1A.
Objectives: The prevalence and clinical features of anti-NT5C1A Abs in juvenile-
onset myositis (IIM) patients is unknown, so we sought to examine this in a large
cohort.
Methods: We screened 384 juvenile IIM patients meeting probable or definite
Bohan and Peter criteria for anti-NT5C1A Abs by immunoblotting for the full
length NT5C1A protein in transfected and non-transfected lysates. Clinical
characteristics and HLA typing were compared between juvenile IIM patients who
were anti-NT5C1A positive (Ab+) and those who were anti-NT5C1A negative
(Ab-).
Results: In this cohort, 29% (103) of juvenile DM, 15% (3) of juvenile PM, and
37% (15) of juvenile overlap myositis patients tested positive for anti-NT5C1A Abs.
Compared with anti-NT5C1A Ab- patients, anti-NT5C1A Ab+ juvenile IIM patients
showed a similar distribution of race, gender, and association with myositis-specific
Abs. However, NT5C1A Ab was associated with anti-p155/140 Abs (p=0.05). The
only observed clinical difference was an increased frequency of V- or shawl-sign
rashes ever present (44% vs. 26%, p=0.002). Disease severity was increased
in anti-NT5C1A Ab+ patients, based on more frequent hospitalizations (p=0.02),
more medications used (p<0.001), and more treatment trials per year (p<0.001).
Additionally, pulse steroids (p<0.001) and intravenous immunoglobulin therapy
(p=0.008) were prescribed more frequently in anti-NT5C1A Ab+ than Ab- patients.
The HLA alleles DRB1*07 (20% vs. 9%, p<0.05) and DQA1*0201 (21% vs. 7%,
p<0.01) were present more frequently in anti-NT5C1A Ab- compared to Ab+
patients.
Conclusions: Anti-NT5C1A Abs are commonly present in juvenile DM and
juvenile overlap myositis patients, and are present more frequently in patients
with anti-p155/140 Abs, but are also seen in association with other myositis
specific Abs. Consistent with data in adult IIM patients, anti-NT5C1A Abs have
few distinguishing clinical features in juvenile myositis, but are associated with
increased illness severity marked by increased hospitalizations and receipt of
additional therapy.
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