
severe forms of lupus continues to this day. One of the treat-
ment highlights of the modern era came in the late part of
the twentieth century with the approval of mycophenolate
mofetil for acute kidney transplant rejection. Shortly thereafter
in the early part of the twenty-first century, it was adopted as
standard of care to rival cyclophosphamide for lupus nephritis,
although not FDA-approved for this condition. Despite the
outlook for the patient with lupus improving, the need for
more efficacious and safer drugs was well recognised. The
twentieth century closed with a foray into clinical trials, but
the outcomes of these research efforts were unsuccessful until
two positive phase 3 studies with belimumab led to its appro-
val in 2011. Despite the path blazed during the belimumab
development program, drug development research in lupus
remains quite challenging. The obstacles to drug development
are many and relate to the effectiveness of the drug, selection
of the correct dose, inclusion of the proper patient popula-
tion, and the incorporation of appropriate outcome measures,
to name just a few. Despite these hurdles, there is currently
unprecedented activity in the area of drug development in
patients with lupus. The lupus community will overcome these
barriers, and no doubt physicians will have more drugs in
their armamentarium in the near future.

7 UTILITY OF THE LUPUS LOW DISEASE ACTIVITY STATE
(LLDAS) DEFINITION IN DISCRIMINATING RESPONDERS
IN THE PHASE IIB MUSE TRIAL OF ANIFROLUMAB IN
SYSTEMIC LUPUS ERYTHEMATOSUS
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Background and aims LLDAS attainment is associated with
reduced organ damage accrual. However, utility of LLDAS as
an endpoint has not been evaluated in RCTs. We evaluated
LLDAS in a post-hoc analysis of the MUSE trial1 with patients
with moderate to severe SLE.
Methods LLDAS requires SLEDAI–2K<4 without major organ
activity, no new disease activity, PGA (0–3)<1,
prednisolone <7.5 mg/day, and standard immunosuppressant
dosage tolerance. LLDAS attainability, association with trial
endpoints, and discrimination between anifrolumab- and pla-
cebo-treated patients were explored using descriptive statistics,
logistic regression, and Grey’s test.
Results Patients received intravenous placebo, anifrolumab
300 mg, or 1000 mg in addition to standard of care, every 4
weeks for 48 weeks. LLDAS criteria were met at least once
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by 35%, 52%, and 46% of patients, respectively (Table 1). At
Week 52, LLDAS was associated with key trial outcomes.
However, LLDAS was more stringent (Table 2). Treatment
with anifrolumab 300 mg and 1000 mg increased LLDAS
attainment vs. placebo from Week 12 and Week 28, respec-
tively (OR 300 mg: 1.7–3.6; 1000 mg: 1.7–2.5). LLDAS was
achieved more frequently at Week 52 (Table 1), and was
attained earlier (300 mg: c2=6.39, p=0.012; 1000 mg:
c2=2.44, p=0.119) (Figure 1) for anifrolumab vs. placebo.
Conclusions LLDAS correlated with clinically relevant treat-
ment responses, discriminating responders from non-respond-
ers. Anifrolumab 300 mg treatment was associated with up to
3.6-fold OR increases of LLDAS attainment. LLDAS should be
considered as an endpoint in SLE RCTs.
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Background and aims Atacicept targets B-cell stimulating fac-
tors, BLyS and APRIL. ADDRESS II was a phase IIb, multi-
center study (NCT01972568) investigating the efficacy and
safety of atacicept in SLE.
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