
cells and relative mRNA expression of Nrf2 positively
correlated with SLEDAI score.

Conclusion Our study clearly elucidates that intracellular oxi-
dative stress was elevated in the subtypes of T-cells and their
was alteration in Keap1/Nrf2/HMOX-1 and proportions,
found to be associated with disease activity score(SLEDAI).

PO.2.29 SERUM LEVELS OF B-CELL RELATED FACTORS
BELONGING TO THE TNF/TNFR SUPERFAMILY ARE
LOWER IN ANTIPHOSPHOLIPID-RELATED SYNDROMES
THAN IN SYSTEMIC LUPUS ERYTHEMATOSUS

1S Piantoni*, 1F Regola, 2T Lowin, 1S Bertocchi, 1E Pedretti, 1S Tamanini, 1A Tincani,
1F Franceschini, 1L Andreoli, 2G Pongratz. 1Rheumatology and Clinical Immunology Unit,
ASST Spedali Civili of Brescia, Department of Clinical and Experimental Sciences, University
of Brescia ~ Italy; 2University Hospital Düsseldorf, Department of Rheumatology and Hiller
Research Center for Rheumatology ~ Düsseldorf ~ Germany

10.1136/lupus-2022-elm2022.59

Purpose B-cell tolerance checkpoint defects are part of the
pathomechanism in humoral autoimmune disorders, such as
systemic lupus erythematosus (SLE) and antiphospholipid syn-
drome (APS).1 In SLE, less stringent selection of autoreactive
B cells at the transitional stage are potentially propagated by
dysregulated BAFF (B-lymphocyte stimulator) homeostasis.2 In
APS, slight changes in circulating B-cell subsets were described,
although with restricted autoantibody repertoire.3 A recent
study demonstrated that differences in the naïve B-cell reper-
toire could explain the higher number and variety of autoanti-
bodies in SLE in comparison to APS, especially in those with
obstetric complications.4

Increased levels of circulating BAFF were described in SLE
and the efficacy of B-cell targeted therapies, such as belimu-
mab and rituximab, was well demonstrated in clinical trials
and/or observational studies.5 In APS, despite the strong evi-
dence of antibody mediated pathogenesis, specific B cell phe-
notype abnormalities, and by the development of the disease
in patients with inborn errors of immunity involving B cell
ontogeny, data on the use of therapies directed toward B cells
are still lacking and anticoagulation remains the corner stone
of management.6

The aim of this study was to measure serum levels of
TNF/TNFR superfamily factors which are involved in B-cell
homeostasis, looking for differences among diseases.
Methods Seventy-one patients [20 SLE, 10 SLE+aPL, 18 SLE
+APS and 23 primary APS (PAPS)] were enrolled. The dosage
was performed by high-sensitivity ELISA. Data are expressed
by mean (in pg/ml, ng/ml for sBCMA). P values£0.05 were
considered statistically significant (*).
Results SLE patients had BAFF serum levels=1925 vs 1415
(in SLE+aPL), 965* (in SLE+APS), 1291 (PAPS);APRIL=8017
vs 3362*, 2502*, 2416*;sBCMA=14126 vs 10113, 8713*,
9145*;sTACI=8187 vs 2987, 1545*, 1570*;sCD40L=3965 vs
2943, 1663*, 2098*;TWEAK=11331 vs 4971, 1890, 1573.

The statistical differences in factor levels among the clinical
conditions were maintained after analysis by mixed linear
model with multiple imputation, controlling for several clinical
parameters (sex, race, BMI, blood pressure, hormonal substitu-
tion, age, disease duration).
Conclusions Lower serum levels of B-cell related TNF super-
family factors in the aPL-related conditions compared with
SLE suggest that selection of autoreactive B cells in the

transitional stage, which is central in SLE, might not be the
prominent mechanism for inducing aPL antibodies.

REFERENCES
1. Yanaba K, et al. Immunol Rev. 2008.
2. Rawlings DJ, et al. Nat Rev Immunol. 2017
3. Lackner KJ, et al. Antibodies (Basel). 2016
4. Alvarez-Rodriguez L, et al. Int J Mol Sci. 2018
5. Piantoni S, et al. Rheumatology (Oxford). 2022
6. Dieudonné Y, et al. Autoimmun Rev. 2021

PO.2.30 IGG/IGM AUTOANTIBODY RATIOS DO NOT RELATE TO
PROGRESSION FROM INCOMPLETE SYSTEMIC LUPUS
ERYTHEMATOSUS TO SYSTEMIC LUPUS
ERYTHEMATOSUS

S Henning*, J Westra, V Nedomova, B Horvath, H Bootsma, K De Leeuw. University
Medical Center Groningen ~ Netherlands

10.1136/lupus-2022-elm2022.60

Purpose To identify whether IgG/IgM autoantibody ratios dif-
fer between patients with incomplete systemic lupus erythema-
tosus (iSLE), patients with SLE and healthy controls (HC) and

Abstract PO.2.30 Figure 1 Median and interquartile ranges are
depicted for a, c, e and g. Total IgG/IgM ratios (a), anti-Ro52 IgG/IgM
ratios (c) and anti-dsDNA IgG/IgM ratios (g) were not significantly
different between groups. Anti-Ro60 IgG/IgM ratios were significantly
elevated in iSLE and SLE patients compared to healthy controls.
Longitudinal line graphs of total IgG/IgM ratio (b), anti-Ro52 IgG/IgM
ratio (d), anti-Ro60 IgG/IgM ratio (f) and anti-dsDNA IgG/IgM ratio (h)
are shown for iSLE patients that did not progress to SLE (iSLE_np) and
for iSLE patients that did progress to SLE (iSLE_p)
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to assess whether IgG/IgM autoantibody ratios are related to
progression from iSLE to SLE.
Methods In total, 34 iSLE patients, 41 SLE patients with qui-
escent disease and 22 HC were included in this cohort study.
Patients were classified as iSLE if they met one clinical and
one immunological criterion but less than four criteria of the
Systemic Lupus International Collaborating Clinics (SLICC)
criteria. Clinical assessment and blood collection was per-
formed at baseline. Patients with iSLE received follow-up
every six months up to five years or until progression to
SLE. IgG and IgM levels for anti-dsDNA, anti-Ro52 and
anti-Ro60 were measured by fluoro-enzyme-immuno-assay in
serum samples obtained at baseline and follow-up. Optical
density values were used for calculating the autoantibody
ratios.
Results Cross-sectionally, anti-Ro52, anti-dsDNA and total
IgG/IgM ratios did not differ between groups. Anti-Ro60
IgG/IgM ratios were significantly elevated in iSLE patients
and SLE patients compared to HCs. There was no correla-
tion between IgG/IgM ratios and interferon signature, SLE-
DAI score, complement levels or number of SLICC
classification criteria at baseline. Of the 34 iSLE patients, six
patients progressed to SLE and one patient developed pri-
mary Sjögren’s syndrome within five years. One patient that
progressed to SLE showed an increase in anti-Ro52 and anti-
Ro60 IgG/IgM ratio prior to progression. This increase was
mainly due to an increase in anti-Ro52 and anti-Ro60 IgG
autoantibodies. This finding was not observed in the other
five progressors. IgG/IgM ratios were relatively constant dur-
ing follow-up in non-progressors.
Conclusion Anti-Ro60 IgG/IgM ratios were significantly ele-
vated in iSLE and SLE patients compared to HCs at baseline.
IgG/IgM autoantibody ratios did not differ between iSLE
patients that progressed to SLE and iSLE patients that did not
progress.

PO.2.31 DIFFERENT PATTERNS OF LONGITUDINAL CHANGES IN
ANTINUCLEAR ANTIBODIES TITRES IN CHILDREN WITH
SYSTEMIC LUPUS ERYTHEMATOSUS

P Morán Álvarez*, C Bracaglia, V Messia, I Caiello, F De Benedetti, E Marasco. Division of
Rheumatology, Ospedale Pediatrico Bambino Gesù ~ Rome ~ Italy

10.1136/lupus-2022-elm2022.61

Purpose to investigate the trend of antinuclear antibodies
(ANA) and anti-dsDNA autoantibodies titers over time in chil-
dren with a diagnosis of systemic lupus erythematosus (SLE).
Methods We enrolled 15 children with a diagnosis of SLE,
fulfilling the SLICC criteria. For all patients included in the
study ANA and anti-dsDNA antibodies testing was carried out
from diagnosis every 3–4 months for 2 years. ANA were
defined as negative for titers lower than 1:80. Laboratory
parameters, clinical and demographic data was retrieved and
analyzed. Statistical analysis was performed with software R_v.
4.0.3.
Results Following two years of follow-up, all patients had
ANA titers significantly lower than at time of SLE diagnosis
(Mann Whitney test, p=0.0002) (figure 1A). After two years
of follow-up, 11 patients (73%) still had positive ANA (group
1), while 4 patients (26%) had negative ANA (group 0). At
time of diagnosis no significant differences in ANA titers
(Mann Whitney test, p=0.74) (figure 1B) nor in disease activ-
ity, as measured by SLEDAI, (Mann Whitney test, p=0.88)
were observed (table 1). No significant differences in organ
involvement were observed (table 1). Assessing the change
over time in ANA titers, the 2 groups of patients showed two
different patterns: in group 0, ANA titers quickly declined
and disappeared in the first 6 months after diagnosis; in
group 1, ANA titers declined more slowly, remaining positive
at 2-year follow-up (Figure 1C). Both C3 and C4 increased in
the follow-up period, with no different patterns between the

Abstract PO.2.31 Figure 1
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