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positive; 45.7% (N=21) were RF-ELISA positive and RF-nephelometry negative
and 4.3% (N=2) the opposite, without a statistical significance.
Conclusions: ELISA is superior to nephelometry detecting RF in patients with
RA, as also in quantifying high-positive values.
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Background: Detection of auto-antibodies directed against nuclear antigens
(antinuclear antibodies or ANA) have important diagnostic and prognostic
implications in connective tissue diseases (CTD). The conventional indirect
immunofluorescence assay on HEp-2 cell line (ANA-IIF) is the most commonly
used method to detect ANA. The ANA-IIF can be labor intensive and suffers from
lack of specificity.
Objectives: To evaluate the utility of a new fluoroenzyme Immunoassay “EliA-
CTD” as an alternative for screening patients suspected for autoimmune
connective tissue diseases.
Methods: Sixteen Hundread (1600) consecutive patients’ sera submitted for
anti-nuclear antibodies were tested using the ANA-IIF (Diasorin S.P.A, Saluggia,
Italy) and the new EliA-CTD screen (Phadia GmbH, Frieiburg, Germany). ANA
testing was ordered by both primary and secondary care physicians. The EliA-
CTD screening assay is a fluoroenzyme immunoassay which is performed on
the Phadia-250 automated platform. The EliA–CTD assay contains ANA-targeted
recombinant antigens including dsDNA, Sm-D, Rib-P, PCNA, U1-RNP (70, A,
C), SS-A/Ro, SS-B/La, Centromere B, Scl-70, Fibrillarin, RNA Polymerase III,
Jo-1, Mi-2, and PM-scl. The test results are expressed as ratio, with >1.0
considered positive. For ANA-IIF, the cut off for positive results was 1:40 or
greater. Additionally, further testing for dsDNA and other extractable nuclear
antigens (ENA) was undertaken on a subset of sera that were ANA-IIF+ or
whenever there was discrepancy between the two methods.
Results: The overall agreement between the two methods was 84.2%. Three
hundread and eight (308) out of 1600 (19.3%) samples tested positive by ANA-IIF
positive as compared to 101/1600 (6.6%) for the EliA-CTD assay. Additional
testing showed that 105 samples were positive for ENA including dsDNA. Of
those, 101 were EliA-CTD positive and 81 were ANA-IIF positive. By incorporating
the ENA results, the calculated sensitivity and specificity for the EliA-CTD were
97.1% and 99.7% respectively with positive and negative predictive values for the
EliA-CTD assay of 96.1% and 99.8%, respectively. The corresponding sensitivity,
specificity, positive predictive value (PPV) and negative predictive value (NPV) for
the ANA-IIF assay at different dilutions is shown below:

Titer Sensitivity (%) Specificity (%) PPV (%) NPV (%)

≥1:40 77.7 84.8 26.0 98.2
≥1:80 60.3 95.3 32.4 98.4
≥1:160 57.4 97.4 41.3 98.4
≥1:320 46.5 98.7 48.8 98.5

Conclusions: The new automated EliA-CTD assay shows superior sensitivity
and specificity compared to the conventional labor intensive ANA-IIF. The EliA-
CTD can be used as an upfront screening tool for connective tissue diseases.
Depending on the clinical details, any EliA-CTD positive results could be reflexly
followed by additional testing including ANA-IIF testing to elucidate the titer and
pattern.
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Background: TSPO targeted PET tracers are increasingly recognised as cellular
imaging markers of macrophage infiltration, due to the high expression of TSPO on
activated macrophages. Previous work demonstrated the ability of [11C]PK11195
TSPO PET to detect subclinical inflammation in RA, and predict flare in both those
with established RA and ACPA positive arthralgia. However, high background
uptake of [11C]PK11195 in bone, and inability of [11C]PK11195 to detect lesions
in AS has driven the investigation of newer TSPO tracers for the detection of
inflammatory arthritis.
Objectives: Here, we present data confirming the ability of the TSPO tracer
[11C]PBR28 to detect and quantify synovitis in both RA and PsA, and in vitro work
that assesses more fully what TSPO tracer accumulation in inflamed synovium
actually reflects at a cellular level, especially considering TSPO is ubiquitously
expressed.
Methods: 10 patients (5 with RA, 5 with PsA) with evidence of inflammation in
one or both knees (as confirmed by clinical examination and US) and 4 healthy
volunteers underwent PET/CT both knees using the TSPO tracer [11C]PBR28.
Arthritis patients underwent synovial biopsy of one knee within 7 days of scan.
Healthy synovium was obtained from patients undergoing knee arthroscopy for
ligamentous injury. Synovial tissue was stained for CD68, CD163 and TSPO.
For in vitro work, human monocytes, lymphocytes and synovial FLS from RA
patients were harvested, and macrophages differentiated from monocytes. RNA
was extracted for PCR. Other cells underwent density centrifugation to extract the
cytoplasmic cell fraction, and a radioligand binding assay with [3H]PBR28 was
undertaken, to assess tracer binding to TSPO in each cell type
Results: Tracer uptake correlated significantly with severity of inflammation
on clinical examination and ultrasound, as did synovial sublining staining for
CD68, TSPO and CD163 (see table 1). There was negligible staining for all
stains in healthy control synovium. qPCR demonstrated highest TSPO mRNA in
stimulated FLS (fold change 62.75±10.03) and M2 macrophages (60.69±2.38),
with lymphocytes having the least TSPO expression. PBR28 saturation binding
confirmed these findings at protein level (see graph 1).

Tissue marker Clinical synovitis severity

1 (mild) 2 (moderate) 3 (severe)

TSPO 1.50±0.08 2.19±0.19 3.06±0.12
CD68 2.17±0.3 2.42±0.21 2.96±0.05
CD163 1.61±0.03 2.19±0.1 2.81±0.04

Conclusions: Our data demonstrates that the TSPO tracer PBR28 is capable
of detecting and quantifying synovitis in RA and PsA. PBR28 tracer uptake
correlates with macrophage marker staining, but not with fibroblast marker
staining in our patient cohort. mRNA and protein data demonstrate, however, that
there is a similar expression of TSPO in activated macrophages and activated
FLS, hence TSPO tracer accumulation is as likely to represent FLS activation as
it is macrophage activation.
References:
[1] Gent YY et al. Macrophage positron emission tomography imaging as a

biomarker for preclinical rheumatoid arthritis: findings of a prospective pilot
study. Arthritis Rheum 2012; 64:62–6.

[2] Gent YYJ et al. Subclinical synovitis detected by macrophage PET, but not
MRI, is related to short-term flare of clinical disease activity in early RA
patients: an exploratory study. Arthritis Res Ther 2015; 17:266.

Disclosure of Interest: None declared
DOI: 10.1136/annrheumdis-2017-eular.1838

AB1046 COULD SERUM TWEAK LEVEL BE AN INDICATOR OF
SUBCLINICAL ATHEROSCLEROSIS IN RHEUMATOID
ARTHRITIS?

M. Ucer 1, N. Yilmaz 2, B. Cengiz Elcioglu 3, T. Sahin 3, P. Gun Atak 4, S. Yavuz 2.
1Internal Medicine; 2Rheumatology; 3Cardiology; 4Biochemistry, Istanbul Bilim
University, Istanbul, Turkey

Background: TWEAK is a type 2 transmembrane glycoprotein of TNF family
that has multiple functions such as angiogenesis, regulation of tissue production-


