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Abstract S7A:7 Figure 1 Survival in NZB/W F1 brought to natural death

Methods NZB/W F1 and MRL/Ipr mice were used. 40 NZB/W F1
mice were divided into 4 groups of 10 mice each and intraperito-
neally injected twice a week starting before occurrence of protei-
nuria traces (group 1 and 2, prophylactic approach) or after
development of proteinuria 30 mg/dl (group 3 and 4, therapeutic
approach) with hrSERPINB3 (7.5 pg/0.1 mL prophylactic
approach, or 15 ug/0.1 mL therapeutic approach) or PBS
(0.1 mL). 20 MRL/lpr mice were injected with hrSERPINB3
(group 5, n=10) or PBS (group 6, n=10) with a prophylactic
approach. We assessed time of occurrence and titers of anti-
dsDNA and anti-C1q antibodies by ELISA; proteinuria and serum
creatinine; overall- and proteinuria-free survival. Six NZB/W F1
mice were sacrificed at week 27, while 10 MRL/Ipr mice at week
13 and another 10 at 16/18 weeks for histological kidneys compar-
ison. Flow-cytometry was performed on MRL/Ipr splenocytes.
Non parametric tests were performed for statistics; protei-
nuria-free (<300 mg/dl) and overall survival were evaluated by
Kaplan-Meier method.
Results Levels of autoantibodies were significantly decreased
and delayed in group 1 vs group 2, group 3 vs group 4, and
group 5 vs group 6 (p<0.0001 for all). Proteinuria levels
were significantly reduced and proteinuria-free and overall sur-
vival were significantly improved in SERPINB3 groups vs con-
trols (figure 1). No differences were found among creatinine
serum levels. Histological analysis showed a lower prevalence
of severe tubular lesions in group 5 vs group 6 MRL/lpr mice
at week 16 (chi-squared p=0.014), and mice belonging to
SERPINB3 groups showed a trend toward a reduced preva-
lence of severe glomerular and tubular lesions. Th17:Treg
ratio significantly decreased due to a remarkable increase in
Treg levels in MRL/lpr mice treated with SERPINB3.
Conclusions Administration of SERPINB3 significantly improves
disease and delays the onset of severe glomerulonephritis in lupus-
prone mice. SERPINB3 may influence immune-cell function
through immunoregulatory effects involving promotion of Treg.

EFFICACY AND SAFETY OF USTEKINUMAB, AN
INTERLEUKIN 12/23 INHIBITOR, IN PATIENTS WITH
ACTIVE SYSTEMIC LUPUS ERYTHEMATOSUS: RESULTS
OF A PHASE 2, RANDOMISED PLACEBO-CONTROLLED
STUDY

'R van Vollenhoven, B Hahn, 3G Tsokos, “C Wagner, >p Lipsky, “B Hsu, “M Chevrier,
“R Gordon, ®M Triebel, S Rose. "Amsterdam Rheumatology and Immunology Centre ARC,
Amsterdam, The Netherlands; 2University of California Los Angeles, USA; Beth Israel
Hospital, Boston, USA; “Janssen Research and Development LLC, Spring House, USA;
SAMPEL BioSolutions, LLC, Charlottesville, USA: ®Janssen Biologics Eurape, Leiden, The
Netherlands
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Purpose IL12 and IL23 pathway have been linked to SLE
pathogenesis. Anti-IL12/23 monoclonal antibody ustekinumab
(UST) previously approved for psoriasis, psoriatic arthritis, and
Crohn’s diseasewas evaluated in pts with active SLE.

Methods A Ph2, PBO-controlled study in 102 adults with
seropositive SLE by SLICC criteria with active disease despite
standard-of-care therapy were randomised to UST vs PBO,
added to standard care. Primary endpoint was the proportion
achieving SLE response index (SRI)—4 response at wk24. Sec-
ondary endpoints included change SLEDAI-2K, Physician’s
Global Assessment (PGA), and BICLA response.

Results The mITT population (includes pts who received at
least one dose) at wk24 revealed 60% of UST pts with SRI-4
response vs 31% in PBO (p=0.0046). Pts in UST group had
greater median change from wk0 to wk24 in SLEDAI-2K and
PGA vs PBO (table 1). No difference was observed in BICLA
composite response at wk24, but more UST pts had no
BILAG worsening vs PBO. Through wk24, 78% of UST pts
and 67% of PBO pts had greater than or equal to 1 AF;
8.39%0-9.5%, respectively, had greater than or equal to 1 SAE
(table 1). There were no deaths in the study. Safety events
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were consistent with UST safety profile in other studied
indications.

Conclusion UST showed efficacy in treatment of active SLE vs
PBO and comparable safety warranting further investigation.
UST may work via a novel mechanism of action in SLE.

Abstract S7A:8 Table 1 Efficacy and safety results at week 24
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THE RELATIONSHIP BETWEEN HEALTH-RELATED
QUALITY OF LIFE AND REMISSION IN PATIENTS WITH
SYSTEMIC LUPUS ERYTHEMATOSUS: A LONGITUDINAL
COHORT STUDY

MW Tsang-a Sjoe, IE Bultink, M Heslinga, AE Voskuyl. Amsterdam Rheumatology and
immunology Centre at VU University Medical Centre, Amsterdam, The Netherlands
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Aim To investigate the relationship between health-related
quality of life (HRQoL) and remission as a target in a treat-
to-target approach of systemic lupus erythematosus (SLE) in a
longitudinal observational cohort study.

Methods HRQoL was assessed with the physical and mental
component score (PCS and MCS, respectively) of the SF-36
questionnaire and adjusted for the Dutch general population
(mean 50=10). DORIS remission categories (no remission/
remission on therapy/remission off therapy) were applied 1.
Determinants of PCS and MCS were identified with simple
linear regression analyses. Association between remission and
HRQoL was assessed with General Equation Estimation (GEE)
models.

Results Data from 154 patients with 2 years of follow-up
were analysed. Patients were mostly female (89%) and Cauca-
sian (69.5%). Remission off therapy was present in 27.3% of
patients, 18.1% were in remission on therapy, and 54.5%
were not in remission. Mean PCS at baseline was 38.1
(=11.1) and mean MCS was 46.3 (+10.6). Patients in remis-
sion (as defined by remission on or off therapy) had higher
SF-36 scores in all subdomains compared to patients not in
remission. PCS was positively associated with employment and

remission, while negatively associated with ESR, patient global
assessment, SLE-damage- index, prednisone use, immunosup-
pressant use, and body mass index. MCS was positively associ-
ated with Caucasian ethnicity and negatively associated with
patient global assessment.

PCS at the last visit was higher in patients in remission
during 2 years (n=44) compared to patients (n=44) who
were never in remission during 2 years of observation (mean
45.9 vs mean 36.8, p<0.001, respectively).

In GEE analysis, a gradual and statistically significant

increase of PCS was observed from patients not in remission
(mean PCS 36.0) to remission on therapy (41.8) to remission
off therapy (44.8). No significant difference in MCS was
found between remission states.
Conclusion We show a longitudinal relationship between PCS
— but not MCS - and remission, which supports the validity
of DORIS remission criteria as a treatment goal in SLE. A
lack of association between MCS and remission might be
explained by near-normal MCS scores in our cohort. Secondly,
non-disease related factors might more importantly influence
MCS.

S7D:5 THE DIAGNOSTIC PHASE OF LUPUS - BEING IN A
STANDSTILL-OF-LIFE

') Lisander Larsen, “EOC Hall, 'S Jacobsen, 3R Birkelund. 'Copenhagen Lupus and Vasculitis
Clinic, Copenhagen, Denmark; Section of Nursing, Department of Public Health, Aarhus
University, Aarhus, Denmark; *Institute of Regional Health Research, University of Southern
Denmark and Lillebaelt Hospital, Vejle, Denmark
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Purpose To investigate the changes in basic life conditions
over time from the perspective of female patients with sys-
temic lupus erythematosus (Lupus). This presentation concerns
experiences around the diagnostic phase of Lupus.

Method From 2013 to 2015, 43 individual interviews were
performed with 15 female patients. Data were analysed
according to the methodology of Human Science Phenomenol-
ogy, which aims at collecting a common meaning-structure of
human experiences. By considering basic condition of time,
space, body and relationships, deeper knowledge of patient
experiences can be reached.

Results Mean age was 45.6 years and mean disease duration
14.8 years. The time to diagnosis after the first symptoms var-
ied from 2-54 months (mean: 21 months, SD: 16 months).
The essential experience of going through the diagnostic phase
was found to be in a Standstill-in-life constituted by three
existential themes:

1. The experience of an altered perception of time and space
while being exposed to the many medical examinations and
tentative diagnosis situated the patient in a passive stance
while waiting for clarification.

2. The acute or changing symptoms made daily life uncertain as
the normal bodily reliance changed and interpreted as
standing on an uneven ground.

3. Having the final Lupus diagnosis represented a deep
existential change in personal relationships with self and
others, and marked a substantial turning point in life.

Conclusion The diagnostic phase of Lupus is often protracted
over several years. This study shows how going through the
diagnostic phase initiates a significant change in the basic life
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