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Improvement in overall disease activity in pooled TULIP data. (A) BICLA response over time: pooled TULIP data.

Percentages of patients achieving BICLA response and SEs are shown. (B) Time to BICLA response sustained to Week 52:
pooled TULIP data. BICLA, British Isles Lupus Assessment Group 2004-based Composite Lupus Assessment; nominal p:

*<0.05; **<0.01; **<0.001.

with a BICLA response was greater with anifrolumab and
overall, anifrolumab-treated patients were 73% more
likely to obtain a BICLA response sustained through Week
52 compared with patients receiving placebo. Although
primarily used in clinical trial settings, BICLA responses
are associated with improvements in a range of outcomes
that are clinically important to both clinicians and
patients in everyday practice, such as SLE disease activity,
key patientreported outcomes, and medical resource
utilisation such as healthcare and emergency department
visits.!! We also noted a greater SRI(4) response rate with
anifrolumab and again, this was observed early (apparent
by Week 12). A potential explanation for BICLA response

occurring earlier than SRI(4) response could be that
BICLA measures partial improvements, whereas SRI(4)
requires complete (or near complete) resolution of
individual items before the score changes.'' Nonethe-
less, the rapid reductions in global disease activity with
anifrolumab observed with both BICLA and SRI(4)
confirm this observation to be robust and reflective of a
real and early effect of anifrolumab. The percentage of
patients who achieved both a BICLA and SRI(4) response
was also greater following treatment with anifrolumab as
early as Week 8. Of note, in TULIP-1, SRI(4) response
rates at Week 52 (primary end point) were similar between
anifrolumab and placebo groups,7 and this may have had
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Figure 2 SRI(4) response and dual BICLA and SRI(4) response at all time points: pooled TULIP data. (A) Percentages of
patients achieving SRI(4) response and SEs are shown. (B) Percentages of patients achieving both BICLA and SRI(4) response
are shown. BICLA, British Isles Lupus Assessment Group 2004-based Composite Lupus Assessment; SRI(4), SLE Responder

Index; nominal p: *<0.05; **<0.01; ***<0.001.

an effect on time to SRI(4) responses reported here.
Nonetheless, overall improvement in global outcome
measures is supported by the lower flare rate and signifi-
cantly longer time to first flare in the anifrolumab versus
placebo groups (median: 140 vs 119 days, HR: 0.70), as
previously reported.'?

Our data add to previously reported evidence that
anifrolumab rapidly improves measures of organ-specific
disease activity including skin disease.”” In the present
analysis, patients treated with anifrolumab were 72%
more likely to have sustained CLASI-A responses than
patients treated with placebo, with more rapid onset of

CLASI-A response following anifrolumab than placebo
as early as Week 8. These improvements in skin mani-
festations are supported by the significant treatment
differences in both BILAG-2004 and SLEDAI-2K muco-
cutaneous domain scores observed as early as Week 12, as
previously reported."” Rapid improvement in skin disease
is important to patients, due to the visibility of skin lesions
and impact on quality of life, socialisation and body image.

Therapies providing early onset of clinical efficacy are
crucial due to the impact of prolonged disease activity
and increased glucocorticoid use on accrual of organ
damage, morbidity and mortality.' '* Patients with SLE
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Figure 3 Time to sustained CLASI-A response: pooled TULIP data. CLASI-A, Cutaneous Lupus Erythematosus Disease Area

and Severity Index — Activity score.

typically receive corticosteroids for long periods of time,
and doses >7.5 mg/day are associated with risk of organ
damage.14 Therefore, an important goal of SLE treatment
is reduction in oral glucocorticoid use.' "> Here, we show
that early improvement in global and skin-specific disease
activity measures translated to a greater percentage
reduction in oral glucocorticoid dosage with anifrolumab
compared with placebo at Week 20 and all timepoints
thereafter. TULIP-1 and TULIP-2 results also showed
that anifrolumab was associated with an increase in the
proportion of patients with a sustained reduction in oral
glucocorticoid dose to <7.5 mg/day from Weeks 40 to
52.°7 It is important to note that a glucocorticoid taper

was only mandated from Week 8 in these trials, hence
results from the present post hoc analysis do highlight
how quickly oral glucocorticoid dose may be reduced
following anifrolumab treatment.

Therapies that enable the tapering of oral glucocor-
ticoids in patients with SLE provide clear advantages.
Long-term use of glucocorticoids can result in irre-
versible organ damage, physiological dependence and
adverse effects including central obesity, poor wound
healing, cataracts, muscle loss and osteoporosis.1 14-16
Side effects of glucocorticoid treatment contribute to
non-adherence in patients concerned about such effects,
leading to poorer disease control.'® Beyond concerns
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about treatmentrelated side effects, patient interviews
highlight that a lack of response after starting new medi-
cations also contributes to reduced medication adher-
ence.'” A treatment that provides an earlier onset of
clinical effect, and an early ability to reduce or maintain
low doses of glucocorticoids may therefore reassure the
patient and provide better long-term adherence in SLE."*

Together, these data suggest that early improvements
in global and organ-specific disease activity (from Week
8) may increase the ability to taper glucocorticoid dose
thereafter (Week 20). The observed reduction in disease
activity at Week 8 was maintained until Week 52 despite
oral glucocorticoid dose reductions in these patients,
suggesting that anifrolumab-treated patients in this
pooled post hoc analysis may have had sustained improve-
ments in disease activity following tapering of their gluco-
corticoid dose.

Finally, the safety profile of anifrolumab is considered
generally acceptable. In pooled safety data from MUSE,
TULIP-1 and TULIP-2, non-opportunistic serious infec-
tions were observed in a similar percentage of patients
receiving anifrolumab 300 mg versus placebo. However,
there was an increased incidence of herpes zoster
observed with anifrolumab versus placebo.'® Most occur-
rences of herpes zoster were of mild or moderate inten-
sity, cutaneous and resolved without discontinuation
of anifrolumab treatment.'® Anaphylaxis was reported
in one patient receiving a lower dose of anifrolumab
(150 mg); the patient was treated successfully and discon-
tinued anifrolumab. Most hypersensitivity reactions were
of mild or moderate intensity and occurred during the
first 12 weeks; one patient reported a serious hypersensi-
tivity reaction that was treated, and anifrolumab therapy
was continued.'® Nonetheless, the early onset of clinical
effect, ability to reduce oral glucocorticoid dosage, and
the potential to improve patient adherence to treatment
support the favourable benefitrisk profile of anifrolumab.

In summary, in this post hoc analysis of pooled data
from two phase III trials, we found that anifrolumab
provides rapid and sustained reduction in global and
organ-specific disease activity and subsequently confers
the ability to taper glucocorticoid dosage in patients with
moderate-to-severe SLE. Importantly, the improvements
in disease activity are sustained, even after tapering of
glucocorticoid dosage. These data add to the current
body of evidence supporting the favourable benefitrisk
profile of anifrolumab and critically provide insights for
when patients and physicians may expect to notice treat-
ment benefits.
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