IFIT3 produced an opposite effect. Mechanistically, IFIT3 pro-
tein was found to interact both with STING and TBK1.
Conclusions We proposed that cGAS-STING signalling path-
way was hyperactive in monocytes of SLE. IFIT3 is one of
the important genes which contributed to the over-activation
of cGAS-STING signalling pathway and over-produced IFN in
SLE pathogenesis.

MASS SPECTROMETRIC SEQUENCING OF
PRECIPITATING ANTI-RO REVEALS UNIQUE VH/VL
PEPTIDE BIOMARKERS
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"Flinders - University, Immunology, Adelaide, Australia; 2Flinders University, Flinders
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Background and aims Autoantibodies directed against the 60-
kD Ro (Ro60)/SSA ribonucleoprotein particle are the major
target of humoral autoimmunity in patients with systemic
lupus erythematosus (SLE) and primary Sjogren’s syndrome
(SS). However, little is known of the anti-Ro60 immunoglobu-
lin variable-region (IgV) repertoire in terms of clonality and
IgV gene usage at the level of the serum proteome.

Methods We used high-resolution mass spectrometry to
sequence precipitating anti-Ro60 proteomes from sera of
patients with SLE and primary SS and compare IgV peptide
signatures in Ro/La autoantibody subsets. Anti-Ro60 were
purified by elution from native Ro60-coated ELISA plates and
subjected to combined de novo amino acid sequencing and
database matching. Additionally, Ro60 precipitins from coun-
terimmunoelectrophoresis  gels were excised, digested and
sequenced directly by mass spectrometry.

Results Anti-Ro60 Igs purified from ELISA plates and Ro60
precipitins  were comprised dominant public sets of IgGl
kappa and lambda restricted heavy and light chains (with shar-
ing of IGHV3-23, IGHV3-74 and IGHV1-18; IGKV3-20,
IGKV1-5 and IGLV3-19). Significantly, mass spectrometric
sequencing of purified anti-Ro60 IgGs from SLE patients
showed the same convergence of autoantibody repertoires as
primary SS, apart from one SLE patient who lacked IGHV3-
74, suggesting that humoral anti-Ro60 molecular signatures
are conserved across these two systemic autoimmune diseases.
Specific IgV amino acid substitutions stratified anti-Ro60 from
anti-Ro60 plus anti-La responses, providing a molecular finger-
print of Ro60/La determinant spreading.

Conclusions Unique anti-Ro60 IgV peptide signatures provide
insights in to mechanisms of autoantibody production as well
as holding promise as serum-based molecular markers for clin-
ical syndromes linked to Ro60 autoimmunity.

IL-1B AND IL-6 ARE HIGHLY EXPRESSED IN RF+IGE+
SYSTEMIC LUPUS ERYTHEMATOUS SUBTYPE
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Background and aims Systemic lupus erythematous (SLE) is
anautoimmune disease with great heterogeneity in pathogenesis
and clinical symptoms. To better categorise SLE subtypes we
determined the dominant cytokines based on RF+IgE+ (both
RF and IgE were positive ) familial SLE.

Methods RF, IgE and multiple cytokines (i.e., IL-1B, IL-6, IL-
8, TL-10, IL-17, IFN—y, IP-10, MCP-1 andMIP-1B) were meas-
ured in sera of familial SLE (n=3),non-inherited SLE (n=108)
and healthy controls (n=80).

Results Three SLE patients in family and 5 out of 108 non-
inherited patients featured with RF+IgE+. These RF+IgE
+SLE patients expressed significantly higher levels of IL-1B
and IL-6 than the other SLE patients (p<0.05). IL-6 corre-
lated with both IgE and IL-1f levels in RF+IgE+ SLE
patients(r’=0.583,p=0.027; r>=0.847,p=0.001).

Conclusions Both IL-1B and IL-6 are highly expressed cyto-
kines in RF+IgE+ SLE subtype which may be related to the
pathogenesis of this special SLE subtype.

CEREBROSPINAL FLUID UBIQUITIN CARBOXYL
HYDROLASE L1 (UCH-L1) AND ITS AUTOANTIBODY ARE
USEFUL BIOMARKERS FOR NEUROPSYCHIATRIC
SYSTEMIC LUPUS ERYTHEMATOSUS (NPSLE)
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Background and aims To identify cerebrospinal fluid (CSF) bio-
markers for the diagnosis and disease severity evaluation of
neuropsychiatric systemic lupus erythematosus (NPSLE).
Methods CSF samples (36 NPSLE, 19 SLE controls, 4 other
connective tissue disease controls and 10 other nervous system
disease controls) and serum samples (21 NPSLE and 6 SLE
controls) were included in this study. The levels of UCH-L1
and its autoantibody were determined by Luminex multiplex
(XMAP) assays and enzyme-linked immunosorbent assay
(ELISA) respectively.

Results 1) Among 6 candidate neurological disease related pro-
teins, including ubiquitin carboxyl hydrolase L1 (UCH-L1),
total Tau protein, phospho-Tau protein, DJ-1 protein, nerve
growth factor (NGF) and o-Synuclein (o-SYN), UCH-L1 was
significantly elevated in the CSF of patients with NPSLE
defined by 2001 Ainiala’s modified criteria, while it was lower
in those defined by 1999 ACR criteria but merely presented
with headache or mild mood disorder, and in SLE controls
whose neuropsychiatric manifestations were not due to SLE.
The elevation of CSF UCH-L1 levels were associated with ele-
vated SLEDAI and the number of NPSLE manifestations diag-
nosed in individual patients. 2) The CSF levels of UCH-L1
autoantibodies were significantly elevated in patients with
NPSLE, and showed a sensitivity of 53% and a specificity of
91% for the diagnosis of NPSLE. CSF anti-UCH-L1 levels
were associated with organ involvements, and were positively
correlated with serum anti-UCH-L1 levels in the NPSLE
patients.

Conclusions Anti-UCH-L1 is a promising CSF biomarker for
NPSLE diagnosis with high sensitivity and specificity, and CSF
levels of UCH-L1 may reflect the severity of NPSLE.

LUPUS 2017;4(Suppl 1):A1-A227

A147

yBuAdoo Aq paroalold 1senb Aq 20z ‘6T dy uo /wod*fwg sndnj/:dny wouj papeojumoq *LT0Z Y4B 2 U0 0£E STZ000-2T0Z-sndn|/9gTT 0T Se paysignd 1siy :paly 19S sndn


http://lupus.bmj.com/

