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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%
Cl 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.
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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
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Efficacy/adverse events First cycle (N=21 pts) | Last cycle (N=21 pts) P value
New fracture Not applicable [0 (0%) na
Mean dose of GC, mg/day (mean+DS) [6.943.4 [5.843.1 ns
[T score hip® 2.641.4 21 ns
[T score lumbar spine * F2.61+1.1 t2.310.8 ns
Hypovitaminasis D ** 16 (71%) 13 (62%) ns
[SLEDAI2K (meanzDS) 3.543.3 [2.3642.65 ns
|SDI (meaniDS) 41118 11121 ns
tAny adverse event 1 1 ns
Infective episodes 1 (not requiring antibiotic]1 (not requiring antibi-
Jtic)

Skin infection 0 {0 ns
Flare SLE 0 1 (arthritis) ns
[Therapy withdrawal na ] ns

available for 18 patients at first cycle and 13 at last evaluation; **=all patients received vitamin D
supplementation; na=not applicable; ns=not significant

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
aflare 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
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so far. Due to retrospective data we choose as outcome only treatment duration
and adverse events, direct outcomes of efficacy were impossible to evaluate. Our
results indicates a poor treatment duration of biologics given off label in CTDs
with a relevant prevalence of adverse events and failures. It has to be underlined
that our population was mainly on TNF blockers.

These data discourage the use of biologics, mainly of TNF blockers in CTDs,
even if they still can be considered with caution in very selected cases after failure
of the other on label medications.

Disclosure of Interest: None declared

DOI: 10.1136/annrheumdis-2017-eular.2952

AB0450 | THE DARK SIDE OF GLUCOCORTICOID THERAPY IN
SYSTEMIC LUPUS ERYTHEMATOSUS: CAN WE DO
SOMETHING ABOUT THAT?

I. Saulescu, T. Gudu, A. Neagu, D. Opris, A. Borangiu, S. Daia-lliescu,

L. Groseanu, A. Balanescu, V. Bojinca, R. lonescu. Internal Medicine and
Rheumatology, Umf Carol Davila, Sf. Maria Hospital, Bucharest, Bucharest,
Romania

Background: Corticosteroids are still one of the main treatment in Systemic
Lupus Erythematosus (SLE). Beside the effect on controlling disease activity, they
are also implicated in damage accrual. Both patients and physicians are some
time afraid to adopt a steroid free regimen when possible.
Objectives: To evaluate the knowledge and perception of patients with SLE upon
glucocorticoids.
Methods: 84 patients with SLE were evaluated and data about demographic,
clinical, serological characteristics or treatment were collected. Presence of
steroids related side effects like hypertension, osteoporosis, cataracts or diabetes
mellitus were also assessed. All patients completed a questionnaire in order
to evaluate patient’s knowledge about steroids. They were asked if they had a
discussion with the doctors about corticotherapy and side effects related to them,
if they consider that this treatment could be stopped with specialist approval.
Statistics was performed with SPSS program.
Results: All patients had treatment with corticosteroids during disease evolution.
57.14% of them experienced at least one steroids related side effect. This patients
were significant older: mean age at evaluation 49.50 versus 36.47 (p<0.0001),
had a longer disease duration: mean SLE duration 9.27 versus 4.69 (p0.016), a
higher mean Prednisone equivalent dose: 8.86 versus 4.71 (p 0.031), a higher
mean SLICC Damage Index: 1.53 versus 0.44 (p 0.001) than patients without
steroids related side effects. This complications were significantly more rare in
patients that were on a steroid free regimen at the moment of evaluation versus
those on a continuum steroid regimen (7.14% versus 50%, p<0.0001).

When patients were asked if they will stop steroids according to medical advice,

almost 1/3 of patients - 28.57% - responded “no- to afraid to do that”. Patients

willingness to adhere to a steroid free regimen in the future according to a

physician recommendation was significant more frequent in younger patients (p

0.031, r -0.235), in those with steroids initiated in less than 1 year (p 0.016, r

-0.297) and in those with less damage accrual (p 0.017, r-0.267). Flare at the

moment of evaluation significantly reduced this possibility, at least from the patient

perspective (p0.041, r 0.224). The likelihood of a future steroid free regimen was
increased by a previous discussion patient-doctor about steroids (p0.002).

Conclusions: This study clearly shows that an open discussion with our SLE

patients about corticosteroids is mandatory from the beginning. Patients should be

informed about possibility of a steroid free regimen when disease status permits.

This will increase patient willingness to get free of steroids when possible, helping

physician to limit the continuum damage accrual of SLE patients.
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Background: Long-term anticoagulation is widely used for secondary throm-
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boprophylaxis in the antiphospholipid syndrome (APS) due to the high risk of
recurrent events. Currently anticoagulation with vitamin K antagonists (VKAs) is
the standard of care but have unpredictable pharmacodynamic properties that
requiere monitoring for dose adjustment. Rivaroxaban, an orally active direct
factor Xa inhibitor, has been shown to be effective and safe compared with
warfarin for the treatment of venous thromboembolism and non valvular atrial
fibrillation in major RCTs. No studies had been published in APS.

Obijectives: To investigate the efficacy and safety of rivaroxaban in preventing
recurrent thrombosis in patients with APS compared with warfarin.

Methods: This is a phase 3 randomized, multicenter, non-inferiority open-label
RCT. 190 eligible APS patients with arterial or venous thrombotic history receiving
warfarin will be stratified according the presence of SLE and venous/arterial
thrombotic history and randomized (1:1) either to continue warfarin (standard of
care, normalized ratio (INR) 2-3 or 2.5 to 3.5 in those with recurrent thrombotic
episodes) or to switch to rivaroxaban (20 mg/day). The primary efficacy outcome
is the development of any thrombotic event during the study period. Secondary
efficacy outcomes include time to thrombosis, type of thrombosis (arterial or
venous), overall causes of death, evaluation of a prognostic biomarker panel
of recurrent thrombosis. The primary safety outcome will be major bleeding.
Secondary safety outcomes include any adverse event and minor bleeding.
The study has 3 years follow-up. First patient was included in March 2013
(EUDRA-CT:2010-019764-36).

Conclusions: If the study demonstrates a non-inferior anticoagulant effect
compared with warfarin, this would provide sufficient supporting evidence to make
rivaroxaban a standard of care for the treatment of patients with APS with previous
thrombotic history.

Disclosure of Interest: None declared

DOI: 10.1136/annrheumdis-2017-eular.6286

AB0452 | CASE REPORT OF ALLOGENEIC UNRELATED-DONOR
MESENCHYMAL STEM CELLS (MSC) INFUSION IN SJIOGREN
SYNDROME (SS) WITH REFRACTORY THROMBOCYTOPENIA

J. Qi, M. Qiu, J. Gu. Department of Rheumatology, Third Affiliated Hospital of
Sun Yat-sen University, Guangzhou, China

Background: Intravenous MSC infusion has been reported occasionally in SS
treatmen and Immune Thrombocytopenia ttreament. To our knowledge,there is
rare report of allogeneic unrelated-donor intravenous MSC infusion in SS with
thrombocytopenia without immunosuppresive induction of MSC transplantation.
Objectives: To report the case of a Sjogren syndrome with refractory thrombocy-
topenia treated with MSC infusion. To review the current literature on intravenous
MSC infusion for SS.

Methods: Literature review and multidisciplinary discussion were thoroughly per-

formed before treatment protocol was approved by institutional ethics committee

and patient and family signed informed consent form.

Results: A 48 year-old female with a 2-year history of SS, manifested by

severe thrombocytopenia (PLT 14-30*10E9/L, after each injection of recombinant

human interleukin 11, platelets can be transiently recovered.) refractory to

Methylprednisolone, methotrexate, azathioprine and cyclophosphamide received

Four infusions (Once a month) of allogeneic unrelated-donor 2x108/Kg MSC. After

two infusiong of MSC, the PLT increased gradually to greater than 100*10E9/L.

After 1 year of follow-up, Platelet counts remained normal.

Conclusions: These results suggest that mesenchymal stem cells may be a

therapeutic strategy for Sjogren syndrome with Refractory thrombocytopenia

patients. Larger studies are needed to validate clinical efficacy and safety and to
standardize treatment protocol of MSC infusion in SS.

References:

[1] Zhang D, Li H, Ma L, et al. The defective bone marrow-derived mesenchymal
stem cells in patients with chronic immune thrombocytopenia. Autoimmunity
2014, 47 (8), 519-29.

[2] Xu J, Wang D, Liu D, et al. Allogeneic mesenchymal stem cell treatment
alleviates experimental and clinical Sjogren syndrome. Blood 2012, 120 (15),
3142-51.

[3] Wu M, Ge H, Li S, et al. Mesenchymal Stem Cells Immunosuppressed IL-22 in
Patients with Immune Thrombocytopenia via Soluble Cellular Factors. Journal
of immunology research 2015, 2015, 316351.

Disclosure of Interest: None declared

DOI: 10.1136/annrheumdis-2017-eular.6643

AB0453 | OFF-LABEL USE OF MYCOPHENOLATE IN PATIENTS WITH
SYSTEMIC LUPUS ERYTHEMATOSUS IN A RHEUMATOLOGY
CENTER IN COLOMBIA

K. Mendez ', D. Buitrago-Garcia?, P. Santos-Moreno 3, J. Urrego*.

! Pharmaceutical chemist; 2 Epidemiology; * Rheumatology, Biomab, Center for
Rheumatoid Arthritis, Bogota; 4 Pharmaceutical chemist, UDCA University,
Bogota, Colombia

Background: Immunosuppressants such as mycophenolate are widely used in
people with systemic lupus erythematosus (SLE), but not all are specifically
licensed by FDA, EMA (1) and in the case of Colombia the Regulatory Agency
for Food and Drugs (INVIMA) has not approved it for this indication, only for the



