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Synopsis

e BKZis a monoclonal IgG1 antibody that selectively inhibits interleukin (IL)-17F in addition to
IL-17A, whilst SEC is a widely used monoclonal IgG1l antibody that targets IL-17A.!

o BE RADIANT (NCT03536884) was the first phase 3 study to compare inhibition of IL-17A and
IL-17F with inhibition of IL-17A alone.?

o Patient surveys have confirmed that maintaining a long-lasting response is a key treatment
goal for patients who have already achieved skin clearance.3#

Objective

To assess the continuous maintenance of Week 16 responses with bimekizumab (BKZ) versus
secukinumab (SEC) treatment at every visit to Week 48 in patients with moderate to severe
plaque psoriasis.

Methods

» BE RADIANT was a phase 3b, randomized trial, consisting of a 48-week double-blinded,
active comparator-controlled period followed by an ongoing open-label extension (Figure 1) .2
Patients who did not enter the open-label extension entered a safety follow-up period.

e This analysis includes patients who achieved an improvement from baseline in the Psoriasis

Area and Severity Index (PASI) of >90% (PASI 90) or 100% (PASI 100) at Week 16 and continued
to receive study medication at Week 16 or later, reported with BKZ dose groups pooled.

» We report the proportion of responders who continued to achieve their treatment response
at every study visit up to and including Week 48, as well as PASI 100 responders who
maintained PASI 90.

— Further analyses of the BKZ-treated PASI 90 responders are also reported.

e Missing data are primarily accounted for using non-responder imputation (NRI), whereby
patients with missing data at a given week are considered non-responders at subsequent
timepoints.

e Supporting analyses are also reported in table form:

— Modified non-responder imputation (mNRI): patients who discontinued treatment due to
lack of efficacy or treatment-related adverse events were considered non-responders at
subsequent timepoints; multiple imputation was used for all other missing data.

— Observed case (OC): analyzed in patients with observed PASI data at Week 48; patients with
missing data at previous weeks were considered non-responders at subsequent timepoints.

Results

¢ At baseline, 373 patients were randomized to BKZ, and 370 were randomized to SEC.
o At Week 16, 319/373 (85.5%) BKZ-randomized and 273/370 (73.8%) SEC-randomized
patients achieved PASI 90, whilst 230/373 (61.7%) BKZ-randomized and 180/370 (48.6%)
SEC-randomized patients achieved PASI 100; baseline demographics are shown in Table 1.
e PASI 90 was continuously maintained by PASI 90 responders through Weeks 16-48 by 75.9%
BKZ-treated and 64.8% SEC-treated Week 16 responders (Figure 1; Table 2).
— Among those classed as having lost response at >1 visit by NRI analysis (24.1%), just over half
were due to missing visits or discontinuation rather than observed responses below PASI 90,
as shown in the heat map (Figure 3).

— Very few patients dropped below PASI 75 beyond Week 16 (Figure 3).
» PASI 100 was continuously maintained by PASI 100 responders through Weeks 16-48 by 60.4%
BKZ-treated and 51.7% SEC-treated Week 16 responders (Table 2).
— Among Week 16 PASI 100 responders, PASI 90 was continuously maintained at each study
visit through Weeks 16-48 by 80.9% of BKZ-treated and 73.3% of SEC-treated patients.

e Analyses using mNRI and OC imputation showed similar trends, with more BKZ-randomized
patients maintaining PASI 90 and PASI 100 responses compared with SEC-randomized
patients (Table 2).

Conclusions

A higher proportion of BKZ-randomized patients achieved PASI 90 and PASI 100 at Week 16,
compared with SEC-randomized patients. Of the PASI 90 and PASI 100 Week 16 responders,
a higher proportion continuously maintained their response with BKZ compared to SEC.

Among the BKZ-treated PASI 90 responders, 75.9% continuously maintained their response
over 1 year and of the remainder, around half only lost response at 1 visit and very few
dropped below PASI 75.

Summary

Figurel  Study design

Heat map of the 24.1% of BKZ-treated patients without
an observed PASI 90 response at every subsequent visit
from Week 16
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