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Conclusions: TUS differed between study arms, favouring RTX. This encourages
further research into SGUS as an imaging biomarker in PSS clinical trials.
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Background: Given its immunomodulatory effects, hydroxychloroquine use is
recommended in systemic lupus erythematosus (SLE). It is associated with a
lower rate of appearance and of relapse of lupus nephritis (LN). LN is classically
classified using ISN/RPS classification, but others indexes, such as the ones
described by Austin and Hill, allow for the quantification of SLE activity in the
kidney tissue.
Objectives: To analyze the association between the use of hydroxychloroquine
and the activity of LN in the kidney biopsy.
Methods: Retrospective single center study of consecutive SLE and biopsy
proven LN patients, diagnosed from 2010 to 2016. We evaluated the following
outcomes: clinical remission, renal function and proteinuria at end of follow-
up (g/24h). Complete remission was defined as a reduction of proteinuria to
<0,5g/24h, inactive urinary sediment and serum creatinine <115% of baseline;
partial remission same parameters, except proteinuria <1g/24h if initial value
<3h/24h, or reduction to <3g/24h if initial value >3g/24h. Kidney biopsies
were evaluated by the INS/RPS LN classification and the morphological indexes
described by Austin and Hill, obtained after histomorphological review of renal
biopsies. The studied predictor was the use of hydroxychloroquine. Statistical
analysis was performed with STATA software, using one-way ANOVA, Qui2 and
Pearson/Sperman test were appropriate.
Results: During 6 years, there were 46 biopsy-proven LN cases, 84,8% (n=39)
woman, median 35 years old (27–42,5) and 57,6% (n=19) caucasian. 39
patients were already known to have SLE, 7,44 (1,13–12,3) years previously. Of
those 39 patients, 46% were under hydroxychloroquine and 77% under other
immunosuppression.
The median follow-up was 31,9 (13,2–45,6) months. Based on biopsy findings,
35 patients were started on immunosuppression – induction in 50% of cases with
MMF and in 50% with cyclophosphamide; maintenance in 81% with MMF, the
rest with azathioprine. Complete remission was achieved in 58% of patients, 27%
achieving partial remission. We observed 4 LN relapses. At the end of FUP, we
saw a 96% (n=44) patient survival, with a median serum creatinine of 0,8 mg/dl
(0,7–0,99), eGFR 99,8 ml/min (71,2–116,8) and proteinuria of 0,6 g/24h (0,2–1,6).
From those 46 patients, 30 were under immunosuppressive therapy at time of
LN presentation, and 60% (n=18) were also under hydroxychloroquine. Table 1
summarizes the clinical findings:
With the use of hydroxychloroquine, we observed a lower histomorphological
activity, as represented by a lower Hill biopsy index, and tendency towards lower
Activity index. We also saw a tendency towards lower proteinuria.
Conclusions: Our data reinforces the recommendations of using hydroxychloro-
quine for its adjuvant role in SLE patients, as we saw a lower histomorphological
activity in kidney biopsy, and a trend towards lower proteinuria.
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Abstract AB0445 – Table 1

Hydroxychloroquine use Class II Class III Class IV Class V Hill Biopsy Activity Chronicity End of FUP eGFR End of FUP serum End of FUP proteinuria
Index Index Index (ml/min) creatinine (mg/dl) (g/24h)

Yes (n=18) 39% 28% 28% 22% 0,86 (0,2 – 1,8) 1 (0 – 4,25) 0,75 (0 – 3,25) 99,8 (81,9 – 112,1) 0,74 (0,7 – 0,8) 0,3 (0,1 – 0,6)
No (n=12) 8% 17% 58% 33% 1,52 (0,98 – 2,01) 7,25 (1,38 – 9) 2,25 (0,13 – 5,25) 98,6 (56,4 – 120,3) 0,78 (0,7 – 1,3) 0,75 (0,15 – 2,6)
p-value 0,09 NS NS NS 0,03 0,07 NS NS NS 0,09

Background: T and B cell-driven immunity is critically involved in immunopathol-
ogy of pSS. Recently we demonstrated synergistic T and B-cell activation upon T
cell triggering and TLR7/9-driven B cell activation in pSS patients, accompanied by
synergistic induction of immunoglobulins and IFN-γ- and IL-17-producing T cells1.
In addition, TLR7/9-expressing activated pDCs associated with increased type I
IFNs and IFN-inducible genes are increased pSS patients. Several studies have
shown that the DMARDs leflunomide and hydroxycholoroquine inhibit immune
activation in pSS but only show moderate efficacy. However, LEF and HCQ target
different pathways with overlapping, but also potentially additive mechanisms,
where LEF primarily targets T and B cells and HCQ TLR7/9-driven B cell and
pDC activation.
Objectives: To assess the additive effects of LEF and HCQ on CD4 T- and B-cell
activation and production of interferons IFN-α and IFN-γ, Tfh-related cytokine
CXCL13, as well as IgG and IgM in vitro employing SEB/TLR9-triggered PBMC.
Methods: PBMCs of healthy individuals (n=9) and of pSS patients (n=8) were
cultured with antigen (SEB), TLR9 and their combination, in presence or absence
of LEF, HCQ and their combination in clinical relevant concentrations. Proliferation
of T and B cells and release of IFN-α, IFN-γ, CXCL13, IgG and IgM were
measured.
Results: In line with robust T and B cell activation, IFN-γ, IFNα, CXCL13, IgG
and IgM production was achieved by a combination of SEB and TLR9 (all at least
p<0.001). LEF dose dependently inhibited B and T cell proliferation, Interferon,
CXCL13 and immunoglobulin production. HCQ dose dependently inhibited B cell
proliferation, IFN-α, CXCL13, and immunoglobulin production. T cell proliferation
and IFN-γ production were inhibited by HCQ only at higher concentrations.
At several suboptimal concentrations LEF and HCQ additively inhibited T cell
proliferation both in healthy individuals and in pSS patients. (Figure 1). Significant
additive effects were seen for all outcome measures except IFN-α. Since IFNa was
already robustly inhibited by HCQ alone (eg.for pSS 90% at 3.3 μM, p<0.001),
only trends towards additive effects were observed.

Conclusions: LEF and HCQ robustly inhibited proliferation of T and B cells,
cytokine production and immunoglobulin production with clear additive efficacy
in both healthy individuals as in pSS patients. These data support the potential
surplus value of combination therapy with LEF and HCQ for patients with pSS.
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Background: Nowadays the importance of antimalarials, especially hydrox-
ychloroquine (HCQ) and chloroquine (CQ), in treatment of systemic lupus
erythematosus (SLE) has been demonstrated. However, few have examined the
efficacy of HCQ and CQ on eastern Chinese SLE patients.
Methods: The analysis is based on 1372 patients who were enrolled in a
retrospective study of 26 centers from January 1st, 1999 through December
31st, 2009, during which time is their first hospitalization. Baseline and follow-up
clinical, laboratory and therapeutic data and survival status before April 30th, 2015
were recorded. Statistical analysis consist of Chi-square test, t-test, Kaplan-Meier
curves and logrank test.
Results: Compared with 562 patients without HCQ or CQ treatment, the hazard
ratio (HR) of deaths in 810 patients taking those was reduced (HR 0.52, 95%
CI 0.38–0.70, p<0.001). 376 of these 1372 patients experienced their second
hospitalization, during which treating group (165 of 376) showed lower blood level
of total cholesterol (TG), compared to control group (4.47 (0.13) vs 5.03 (0.21),
p=0.027), while no statistical difference of TG exists between the two groups’
first hospitalization (p>0.05). Other metabolic data, such as systolic and diastolic
blood pressure, fasting blood sugar, Triglyceride and uric acid were similar
between the two groups in two times of hospitalization. On second inpatient
visit, disease activity (SLEDAI, blood sedimentation rate, complement) and organ
involvements (SLICC) of those who took antimalarials and no users have no
significant differences.

Conclusions: Use of HCQ or CQ lower the risk of mortality and TG levels of
eastern Chinese SLE patients.
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Background: The occurrence of osteoporosis (OP) and fragility fractures (FF) is a
frequent comorbidity in patients with systemic lupus erythematosus (SLE), mainly
due to the concomitant presence of many risks factors for secondary osteoporosis
(drugs, gender, concomitant diseases). The use of corticosteroids (CS) increases
the risk of osteoporosis induced by corticosteroid (GIOP) and FF [1]. Denosumab
is monoclonal antibody that binds to RANKL, inhibiting osteoclast formation and
activation, used for both male and women OP to prevent FFx [2,3]. Previous
RCT [2] reported a numerically higher serious adverse events of infections in
the denosumab users. In particular severe skin infections were significantly more
frequent [4]. The possible increase in infection risk might be a concern in subjects
treated with CS. The use of denosumab in SLE with GIOP patients is recently
reported in 17 cases within a RCT [5]. Anyway, no data regarding the tolerability
and disease activity during therapy were reported
Objectives: Our aim was to analyze the prevalence, the tolerability, and relevant
changes in disease activity or damage in a cohort of SLE patients treated with
denosumab
Methods: among all SLE patients currently followed in two referral Center we
selected the ones that received at least one dose of denosumab. Clinical,
serological manifestations, concomitant diseases and therapies were collected
from clinical charts. Damage index (SDI), activity index (SLEDAI-2K) were
calculated when denosumab was introduced (first cycle) and at the last evaluation
(last cycle). For statistical analysis Chi-squared test or Fisher exact test was used
Results: Among 793 patients in our cohorts, 21 (2.6%) were treated with
denosumab. Demographic data reported a female prevalence (19 cases,90%),
mean age at onset of 38±12years, mean duration of disease of 28±10years
and mean follow-up of 21±7.8years; most frequent manifestations were arthritis
(90%), cutaneous (67%) and neurological (67%). All patients were still treated with
CS (mean duration of 25±6.8 years) with a daily dose of 8.5±3.5mg/day. Other
risk factors for OP were present in the majority of them: drugs (anticoagulants

in 6pts, cyclosporin in 3 and antiepileptic in 2), chronic kidney disease (CKD)
(4pts), hypovitaminosis D (15pts), anorexia, celiac disease and hemochromatosis
(1pt, each). Indication for denosumab was OP with FFx in 17 cases: denosumab
was used for a new FF during biphosphonates or after teriparatide. In the other
4 the indication was primary prevention with contraindications at the use of
biphosphonates for concomitant severe CKD. Mean duration therapy was 4 cycles
(range 1–8): data regarding disease activity, damage and adverse events are
reported in table 1. No new FFx developed in any of the included patients at the
last evaluation available.
Conclusions: In our cohorts denosumab is still used in few selected patients.
However it could be considered as a valid option in GIOP patients because it
was globally well tolerated and in our cohort it’s efficacy in the prevention of new
fragility fractures was confirmed
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Background: Connective tissue diseases (CTDs) are a broad spectrum of au-
toimmune conditions including different entities such as systemic sclerosis (SSc),
Sjogren syndrome (SSj), systemic lupus erythematosus (SLE) and autoimmune
myositis. There are many patients that do not meet the classification or diagnostic
criteria and they fall under the diagnosis of Undifferentiated connective tissue
disease (UCTD). Treatment of refractory forms of these could be challenging and
clinicians sometimes are forced to try off label drugs such as biologics on the basis
of scarce literature support and the experience on different rheumatic disease.
Objectives: To evaluate duration of biologic drug administered off label for
the treatment of CTD and investigate variables possibly associated to drug
suspension.
Methods: We used ACE program to search among Mayo Clinic clinical records
all the patients that had in their records the words “undifferentiated connective
tissue disease” or “lupus” or “myositis” or “Sjogren” or “systemic sclerosis” or
“scleroderma”(and acronyms) AND “infliximab” or “etanercept” or “golimumab” or
“certolizumab” or “tocilizumab” or “abatacept” or “adalimumab” (and their brand
names).
All records were checked for definite diagnosis and patients with uncertain ones
where excluded. Also medications were checked, patients without any information
about treatments where excluded. All the records of the selected patients were
used to collect information about the off label biologic treatment but also clinical,
serological and demographic variables.
Results: We collected data on 122 patients with connective tissue diseases,
some of them had other concomitant autoimmune diseases with indication for
biologic treatment (e.g. rheumatoid arthritis, etc). We analyze the group with some
CTD alone (n=72) considering SLE (n=18 – 25%), inflammatory myositis (n=22
– 31%) and UCTD (n=32 – 44%). In this group the first biologic was etanercept
in 55%, adalimumab in 18%, infliximab in 17%, golimumab in 1% and abatacept
in 8%. The 22% tried also a second biologic and 4% a third. We consider for
analysis the first treatment.
Mean treatment duration was 0.8 (±1.1)years. In our population 12,5% experienced
a flare of CTD, 12,5% had infections, 18% had allergic reactions (of any type). The
44% experienced primary failure, 11% loss of efficacy, 31% had minor adverse
events, 14% major ones (possible more than one reason for interruption).
Analysis showed no definite factors correlated with treatment duration or failure
or adverse events, No difference due to type of CTD.
Conclusions: The study is retrospective and this limits the conclusions to be
taken from it, however is one of largest population of off label treatments in CTDs


