Bimekizumab impact on cardiovascular inflammation markers
In moderate to severe plague psoriasis: Results from phase 3 trials

Objective

To assess the impact of bimekizumab (BKZ) on cardiovascular (CV) inflammation-associated
markers vs placebo (PBO) or ustekinumab (UST) over 16 weeks in the phase 3 BE VIVID trial,
or vs secukinumab (SEC) over 48 weeks in the phase 3b BE RADIANT trial.

Introduction

* High levels of inflammatory markers, such as neutrophil/lymphocyte ratio (NLR) and C-reactive
protein (CRP) are observed in patients with psoriasis and are associated with poor CV outcomes.t-3

» Systemic anti-inflammatory therapies, including interleukin (IL)-17 blockade with SEC or BKZ
and 1L-12/23 blockade with UST, may reduce levels of CV inflammation-associated markers.*>
Consequently, such treatments may reduce mortality risk in patients with psoriasis.

¢ Dual inhibition of IL-17A and IL-17F with BKZ has shown efficacy in patients with moderate to
severe plagque psoriasis.®’

Methods

« Study designs for included trials have been reported previously.5’

e In BE VIVID, patients were randomised to BKZ 320 mg every 4 weeks (Q4W), PBO to Week 16
followed by BKZ Q4W, or UST to Week 52.°

* |In BE RADIANT, patients were randomised to BKZ 320 mg Q4W to Week 16 followed by BKZ Q4W
or Q8W, or SEC 300 mg weekly to Week 4 then Q4W, to Week 48.”

e In BE RADIANT, NLR, CRP concentration, and triglyceride-glucose (TyG) index (another marker
associated with increased risk of CV disease)® were assessed. In BE VIVID, NLR was assessed
during the PBO-controlled period (to Week 16); CRP concentration and the components of the
TyG index (triglyceride and glucose results, regardless of fasting status) were not systematically
collected in BE VIVID.

* Median observed results are reported to Week 16 for BKZ Q4W-, PBO-, and UST-randomised
patients from BE VIVID, and to Week 48 for BKZ- and SEC-randomised patients from
BE RADIANT. For BE RADIANT, BKZ-randomised patients are presented as BKZ Total, the
combined BKZ Q4W and Q8W maintenance doses. Patients are grouped by baseline CRP level
(overall, CRP <5mg/L, CRP >5 mg/L).

o Data are reported as observed case (OC).

Results

¢ In BE VIVID, median baseline neutrophil and lymphocyte concentrations were similar for
BKZ Q4W-, UST-, and PBO-randomised patients (Table 1).

o At Week 16, median NLR was reduced from baseline with BKZ Q4W and UST, and was lower with
BKZ Q4W and UST vs PBO (Figure 1).
¢ In BE RADIANT, median baseline neutrophil and lymphocyte concentrations were also similar for
BKZ- and SEC-randomised patients (Table 2).
e Median NLR was reduced at Week 16 vs baseline with BKZ and SEC (Figure 2A), and was
comparable with BKZ vs SEC at baseline and Week 16.
— These results were maintained to Week 48 (Figure 2A).
— Similar reductions in NLR from baseline to Week 16 were observed in subgroups of patients
with baseline CRP <5 mg/L and CRP >5 mg/L, with both BKZ and SEC (Figure 2B).
e Median CRP concentrations were reduced at Week 16 vs baseline with BKZ and SEC (Figure 3A).
Week 16 CRP was comparable with BKZ vs SEC.
— These results were also maintained to Week 48 (Figure 3A).
— In patients with baseline CRP >5 mg/L there was a large reduction in CRP concentration to
Week 16 which was maintained to Week 48 (Figure 3B).
— CRP concentration remained stable from baseline to Week 48 in patients with baseline
CRP <5 mg/L (Figure 3B).

¢ The TyG index remained stable over 48 weeks in BKZ- and SEC-treated patients, both overall and
in baseline CRP subgroups (Figure 4).

Conclusions

BKZ treatment was associated with rapid, stable reductions in CV inflammation-associated
biomarkers. At Week 16, NLR was reduced with BKZ vs PBO, and NLR and CRP concentrations
were reduced vs baseline, particularly in patients with high CRP at baseline. Both markers
remained stable through 1 year of BKZ treatment. TyG index remained stable from baseline to
1 year. Where active comparisons were available, BKZ showed the same trends as SEC and UST.
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BKZ: bimekizumab; CRP: C-reactive protein; CV: cardiovascular; IL: interleukin; NLR: neutrophil/lymphocyte ratio; OC: observed case; PBO: placebo; Q4W: every 4 weeks; Q8W: every 8 weeks; SEC: secukinumab; TyG: triglyceride-glucose index; UST: ustekinumab.
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