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(20%), polyarthritis (15%), haematological disturbances (35%) and persistent 
immunological markers (30%). One patient was excluded from the study due to 
infusion- related flush and severe hypotension reaction while the rest 25 com-
pleted the observation. We investigated and analyzed haematological results, 
ANA, anti – ds DNA, anti – Sm autoantibodies and complement fractions at 
baseline as well on the 12th and 24th month of treatment. The mean SELENA 
– SLEDAI index changed from 8.9 to 4.5 after 12 months of treatment and 
remained unchanged until the end of the study. We observed a mean reduction 
of GCs daily dosage from 12 mg to 6 mg after 18 months. 
Conclusion: Biological treatment with Belimumab added to the standard treat-
ment with GCs and AZA in patients with non-lupus nephritis SLE patients adds 
additional benefits. Our results show that there is a reduction in SLEDAI index as 
well as reduction in daily GCs intake. Safety profile is not different from the one 
reported previously. 
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Background: Over the last 2 decades rituximab (RTX) has been widely used, 
albeit off-label, in primary Sjögren’s syndrome (pSS). Several studies reported 
that B-lymphocyte depletion with RTX is effective in this disease not only by 
reducing disease activity but also by affecting the inflammation and the lymphoid 
organization that occur in target tissues. With the recent release of several RTX 
biosimilars (bRTX) on the market, the demonstration of their interchangeability 
with RTX originator (oRTX) is required.
Objectives: To compare efficacy and safety of oRTX and bRTX in pSS patients 
in a real-life setting.
Methods: Clinical records of pSS patients referring to a tertiary rheumatology 
clinic were retrospectively evaluated. Patients having received at least 2 courses 
of either oRTX or bRTX (1000 mg IV infusion, repeated after 2 weeks -1 course- 
and the course repeated after 24 weeks) with complete data at baseline and 
after 3, 6, 9 and 12 months of treatment were enrolled. Disease activity was 
assessed with the EULAR SS disease activity index (ESSDAI) and its clinical 
version without the biological domain (ClinESSDAI). Patient-reported symptoms 
were assessed with the EULAR SS Patient Reported Index (ESSPRI).
Results: Seven patients that received oRTX and 7 patients that received bRTX 
were enrolled. Baseline clinical features, including ESSDAI and ESSPRI were 
similar in the 2 treatment groups. Both compounds significantly reduced ESSDAI 
and ESSPRI as early as 3 months and no difference between the groups was 
observed at any time point (Figure  1). Of interest, ESSDAI slowly decreased 
until month 6 when the most pronounced reduction was observed. Conversely, 
ESSPRI dropped to its lowest values already at month 3. With regard to safety, 
at 12 months of follow-up no adverse event was observed in any of the treatment 
groups.
Conclusion: At 12 months of follow-up, oRTX and bRTX display similar effi-
cacy and safety profiles. The improvement of patient reported outcomes is faster 
than the improvement of disease activity with both compounds. Our data support 
interchangeability of oRTX and bRTX in pSS.
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Figure  1 ESSDAI and ESSPRI values at every time point in the 2 treatment 
groups. Asterisks indicate p values <0.05 compared to the other treatment group 
at the same time point 
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Background: Mesenchymal stem cells are known to have immunomodulatory 
properties and may potentially have therapeutic effect in lupus nephritis. Mes-
enchymal stem cells form a haploidentical donor are an attractive cell source
Objectives: CS20AT04, a haploidentical allogeneic bone marrow-derived mes-
enchymal stem cell, was evaluated in patients with lupus nephritis for safety and 
tolerability.
Methods: This was a single-arm phase 1 dose-escalation trial of CS20AT04 in 
adult patients with lupus nephritis (NCT03174587). A 3 + 3 design was used for 
dose escalation. The starting dose was 2.0 x 106 cells/kg and was escalated to 
3.0 x 106 cells/kg if there no dose-limiting toxicity. The primary objective was to 
determine the maximum tolerated dose and evaluate the safety and tolerability 
at 28 days after the infusion.
Results: Seven patients were enrolled in the study. Patients received CS20AT04 
through intravenous infusion. The initial dose of 2.0 x 106 cells/kg was adminis-
tered for the first 3 patients without any dose limiting toxicity. There was 1 patient 
who were not administered the full 2.0 x 106 cells/kg dose due to technical error 
during infusion. The patient did not show dose limiting toxicity, but 1 additional 
patient was enrolled to have 3 patients who received the full 2.0 x 106 cells/kg 
dose before escalating to the next level dose. The dose of 3.0 x 106 cells/kg 
was administered for the next 3 patients without any dose limiting toxicity. Three 
adverse events were reported (1 diarrhea, 1 toothache, and 1 arthralgia) and 
they were all NCI-CTC grade I events.
Conclusion: CS20AT04 was well tolerated in single dose up to 3.0 x 106 cells/
kg in patients with lupus nephritis.
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Background: Hydroxychloroquine (HCQ) is recommended for all patients with 
systemic lupus erythematosus (SLE) and is typically considered as having a 
good safety profile1. Yet, patient organisations observe that concerns about eye 
impact or “allergies to HCQ” are often raised on social media. This could contrib-
ute to the non-adherence, which varies from 3 to 76% in SLE patients depending 
on assessment method and drug2.
Objectives: To understand if/how some patients’ beliefs impact adherence to 
HCQ treatment. 
Methods: In May 2019, LUPUS EUROPE launched a 29 questions on-line sur-
vey in 13 languages including questions on HCQ adherence. 
2938 responses were analysed. 67.8% (1990 patients) were current HCQ 
users, 17.8% had stopped using it, 8.1% never had HCQ (6.4% did not 
respond to this question). 1820 users reported their adherence level. 314 
(17.3%) were classified as “low” adherence as they reported missing/forget-
ting HCQ “always” (1.8%), “more than twice a week” (5.2%) or “once a week” 
(10.3%)
Results: The prescribed HCQ dose, kidney involvement or duration of treatment 
(beyond the 1st year) were found to have no impact on low adherence. Similarly, 
the user belief that HCQ has significant side effects, without experiencing these, 
was not found to impact adherence (p=.74). 
The following factors were associated with better adherence: (p<.0001) 
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- The belief that HCQ is “Very important” (12.9% “low”) rather than “important” 
(22.1% “low”) or “not important / useless” (33.1% “low”).
- Taking many different medications (9.8% “low” for Patients indicating more than 
7 medications vs 19.8% for those listing 3 or less) 
Childhood onset of the SLE was associated with a lower adherence (30.0% “low” 
vs. 17.4% for later onset SLE (p<.001)
658 patients (29.6%) reported having experienced side effects. 42.6% of them 
stopped taking HCQ (patient led 161, doctor led 110, unclear 9). Amongst those 
continuing HCQ despite experiencing side effects, the proportion of non adher-
ent patients increased to 24.7%, compared to 15.2% in the group of patients that 
have not experienced side effects (p=.0001). The 232 patients who talked with 
their Doctor and felt listened to appear to adhere better (22.0% low adherence) 
than the 84 who did not feel heard (31.0% low adherence), but the significance 
is only directional (p=<0.15)
523 patients have used HCQ in the past. 206 (39.4%) consider the decision to 
stop HCQ as doctor initiated, 272 (52.0%) as patient initiated, and 36 (6.9%) as 
a joint decision. 
When stopping was patient initiated, 59.9% was due to experiencing a significant 
side effect attributed by the patient to HCQ, 6.7% due to concern of a potential 
side effect, 11.2% “tested” stopping and noticed no difference, 10.0% were not 
convinced that it worked, 8.2% felt their lupus was less active, 2.6% wanted to 
reduce pill consumption. (Side effects attributed to HCQ may relate to age, dis-
ease activity or other factors).
Conclusion: Doctors can help HCQ adherence by boosting patient’s confidence 
in the importance of HCQ. Better patient education may contribute to avoid up to 
40% of patient initiated decision to stop HCQ treatment.
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Background: Chronic inflammatory rheumatic diseases are often associated 
with a negative effect on pregnancy outcome. Most obstetrical complications are 
placenta-mediated such as preterm delivery and growths restrictions. In women 
with Sjögren syndrome, data on placenta- mediated complications are scarce 
and conflicting (1,2).
Objectives: To analyse neonatal outcome in women with Sjögren syndrome with 
focus on preterm delivery and growth restriction. 
Methods: We retrospectively analysed 23 pregnancies of 16 patients with 
Sjögren syndrome that were followed at our centre with regard to pregnancy 
outcome, medication and disease characteristics. Small for gestational age was 
defined as birthweight percentile <10th. Preterm delivery was defined as delivery 
before 37, early term as delivery between 37-39 and term as delivery between 
39-42 weeks of gestation.
Results: Of 23 pregnancies, one ended in a miscarriage and 22 resulted in 
live births including one set of twins. Treatment used during pregnancy was 
hydroxychloroquine (20 pregnancies), prednisone (8), azathioprine (5) and 
cyclosporine (2). Concomitant treatment with low-dose aspirin was used in 9 
pregnancies. 
Of the 22 live births, 17 were born at early term and 5 at term. There were no 
preterm deliveries. Median birth weight was 2820g (range 2095-3845g). Nine 
newborns (40.9%) were small for gestational age (SGA). Maternal treatment dur-
ing these pregnancies was hydroxychloroquine in all cases and additional low-
dose aspirin in three cases. Elevated CRP levels during pregnancy were found in 
57% of the cases with SGA outcome. Only one woman with an SGA infant had 
positive anti-phospholipid antibodies. 
Regarding delivery mode, most patients had caesarean sections. 
Conclusion: In our cohort of women with Sjögren syndrome the prevalence 
of small for gestational age infants was high despite maternal treatment with 
hydroxychloroquine. Inflammatory markers could help to identify the patients 

at risk for placental insufficiency, yet prospective studies of larger cohorts are 
needed. 
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Background: Non-specific proteasome inhibitors, such as bortezomib 
(BTZ), target the constitutive proteasome and immunoproteasome and are 
approved treatments for multiple myeloma1. BTZ has also been used to treat 
systemic lupus erythematosus (SLE) and lupus nephritis (LN); however, 
treatment emergent adverse events (TEAEs), such as gastrointestinal (GI) 
effects, hematologic abnormalities, asthenia and peripheral neuropathy, limit 
its use as a long-term treatment option for chronic autoimmune disease2. 
KZR-616 is a first-in-class selective immunoproteasome inhibitor and is 
highly active in murine SLE3. Subcutaneous (SC) administration of KZR-616 
(30 and 45 mg weekly [QW]) was demonstrated as safe and well-tolerated, 
and successfully achieved target levels of immunoproteasome inhibition in 
healthy volunteers4, 5.
Objectives: We report the preliminary safety and efficacy of KZR-616 in the first 
4 cohorts of the Phase 1b portion of Study KZR-616-002 in patients with active 
SLE (NCT03393013). 
Methods: SLE patients (per SLICC Classification Criteria) with SLEDAI ≥4 
despite stable background immunosuppressant, anti-malarial, and/or corticos-
teroid (≤20 mg prednisone equivalent) therapy in this open-label multicentric 
dose-escalation trial received KZR-616 at doses of 45mg (Cohort 1), 60mg 
(Cohort 2), or 30mg with escalation to 60mg (Cohorts 2a and 2b) SC weekly 
through Week 13 (W13) with 12 weeks of follow-up. Efficacy measures included 
SLEDAI, Cutaneous Lupus Erythematous Disease Area and Severity Index, 28 
tender and swollen joint counts, Physicians Global Assessment, Patient Global 
Assessment, and Patient Assessment of Pain, in evaluable patients (those who 
received ≥1 month of KZR-616).
Results: As of 16 January 2020, 33 patients had enrolled and received at 
least 1 dose of KZR-616. The majority of TEAEs have been mild or moder-
ate with no reported peripheral neuropathy, prolonged GI-related AEs, and 
no clinically significant laboratory AEs. There were 3 treatment emergent 
SAEs, one each of thrombotic microangiopathy (Cohort 2), localized herpes 
zoster (Cohort 2a), and systemic inflammatory response syndrome (Cohort 
2a) with the latter 2 patients completing the full 13 weeks of treatment 
after resolution. When compared to baseline, improvement in all measures 
of disease activity were seen at W13 and maintained or improved during 
the follow-up period, and 94% of evaluable patients had improvements on 
at least 2 measures/assessments of disease activity. A single patient with 
active class IV/V nephritis was enrolled on prednisone 10 mg, leflunomide 
10 mg, and hydroxychloroquine 200mg/day; nephrotic-range proteinuria at 
baseline (3.85 g/day) decreased to 0.6 g/day 4 weeks after the last dose 
of KZR-616.
Conclusion: Weekly subcutaneous administration of KZR-616 at 45 and 60 mg 
was safe and well-tolerated. Evidence of disease suppression at W13 in active 
SLE patients on stable background therapy was observed. In addition, one study 
participant with active proliferative nephritis was enrolled with significant reduc-
tion in proteinuria. The Phase 2 portion of this study in active proliferative LN is 
open for enrollment. 
References: 
[1] Scott K. et al. Cochrane Database Syst Rev 2016;4:CD010816 

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/annrheum
dis-2020-eular.3233 on 2 June 2020. D

ow
nloaded from

 

http://ard.bmj.com/

