Bimekizumab efficacy in moderate to severe plague psoriasis:

Improvements In fatigue observed in two phase 3 studies
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Objective Summary

To assess the effect of bimekizumab (BKZ) on fatigue levels, using BKZ treatment resulted in numerically greater proportions of patients achieving a clinically meaningful improvement in fatigue,
the Psoriasis Symptoms and Impacts Measure (P-SIM) fatigue item, indicated by a >4-point reduction from baseline in the P-SIM fatigue score (0—10), as early as Week 4 and through to
vs ada_llmumaj\b (ADA), ustekinumab (UST), and p_lac_ebo (PBO) Week 16/24 vs comparators (NRI)
in patients with moderate to severe plaque psoriasis from two _ o o _ o _
phase 3 studies. Patients achieving a clinically meaningful change from baseline in P-SIM fatigue scores:
BE VIVID (Week 0-16) BE SURE (Week 0—-24)
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 Patients with psoriasis can experience significant fatigue,* which X 207 415 X °0- 42.9 397
can have a major impact on physical and social functioning, and £ 40 A £ 40 A '
reduces the ability of patients to perform daily activities.?* 2 30 - 2 30 -
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e High levels of fatigue have been described as a symptom that a 20 11.1 10.3 . a 201 5.0
predicts development of psoriatic arthritis.* 10 - | 10 -
» Biologic agents have demonstrated benefits in reducing fatigue 0 Week 4 | Week 16 0 Week 4 | Week 24
among patients with psoriasis.? BKZ Q4W (N=164) BKZ Total (N=191) PBO (N=39) UST (N=81) ADA (N=78)
» BKZis a monoclonal IgGl antibody biologic therapy which ente imcludded i e aravcis had PoSIM fat h ol BK7 Total cludos all BKT-ramdorced oatien s of dos |
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° 'BKthhaS d_emo?_str?ted_tlﬁng—te_rin sui;ai_rtw_ed improverT;eﬂt_S Tablel  Mean P-SIM fatigue scores and mean change from baseline in BKZ- and comparator-treated patients
in fatigue in patients with psoriatic arthritis, as assessed using
patient-reported outcome measures;® here, we assess the impact from BE VIVID and BE SURE (OC)
of BKZ on fatigue in_patignts with psoriasis using thg single BKZ Q4W UST Q12W? PBO
psoriasis-related fatigue item from the P-SIM, a 14-item BE VIVID N=321 | N=163 ; N=83
patient-reported outcome tool which captures key symptoms P-SIM fatigue score, mean + SD (N_, )
and life impacts of psoriasis.’ Baseline 5.1 + 3.1 (260) i 5.3 + 3.0 (124) i 49 + 3.1(67)
Week 4 2.4+ 2.4 (291) ! 3.7+ 29 (135) ! 48+ 3.1(72)
Week 16 1.2 + 1.8 (258) g 2.2 + 2.6 (124) g 47 + 3.2 (59)
MethOdS Change from baseline, mean + SD (N_, ) 5 |
| Week 4 —2.6 + 2.5 (248) i ~1.3+ 17 (112) i ~0.2 + 2.1 (62)
published previously.® S SURE BKZ Total 5 ADA Q2W° 5
e In BE VIVID, patients received BKZ 320 mg every 4 weeks (Q4W), N=319 E N=159 E
UST at baseline and Week 4 then Q12W, or PBO for the 16-week P'g“"‘ fl?tigue score, mean + 5D (N, ) e 20071 i - i
active comparator-controlled initial treatment period.® Wook 4 25 j:: 2 4 ((249)) 3.6 iJTrz.'8 §123))
e In BE SURE, patients received BKZ Q4W to Week 16 then BKZ Q4W Week 24 1.3 + 2.2 (224) 2.3 + 2.9 (108)
or Q8W thereafter (dosing groups combined; BKZ Total), or ADA Change from baseline, mean + SD (N_, ) | |
Q2W for the 24-week active comparator-controlled period.® Week 4 —3.1+2.7(226) : -14 + 1.8 (104) :
Week 24 ~4.2 + 3.2 (206) | ~2.5 + 3.0 (93) |

e P-SIM data were collected until Week 16 of BE VIVID and

W k 24 f B E SU RE BKZ Total includes all BKZ-randomised patients, regardless of dosing regimen. [a] Patients received UST at baseline, Week 4, then Q12W thereafter, per labelling recommendations (45 mg for patients weighing <100 kg and 90 mg for patients weighing
ee O . >100 kq); [b] Patients received ADA 80 mg at baseline, then 40 mg Q2W from Week 1 until Week 24, per labelling recommendations.

 The P-SIM fatigue item was scored daily on a nhumeric rating scale
from 0-10 (no fatigue—worst possible fatigue) and averaged
weekly. Mean P-SIM fatigue scores and mean change from

Figurel Proportion of patients achieving P-SIM fatigue scores of O in BE VIVID and BE SURE (NRI)

baseline are reported using observed case (OC) data. A) BE VIVID B) BE SURE
« Additionally, proportions of patients recording a P-SIM fatigue 45 - 45 -
score of O are reported, alongside proportions with baseline 40 - 40.5 40 -
P-SIM fatigue scores >4 who achieved a clinically meaningful 8.2
iImprovement (>4-point reduction from baseline),” using 35— 25
non-responder imputation (NRI).
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e In BE VIVID, 321 patients were randomised to BKZ, 163 to UST, = 207 = 20 176
and 83 to PBO. a - 16.3
15 - 15 -
e In BE SURE, 319 patients were randomised to BKZ and 0.8 o6
159 to ADA. 10 - 8.1 B ' 10 - - 8.2
6.0 : :
o |n both studies, observed mean P-SIM fatigue scores were similar 5 4 > 5
across treatment groups at baseline and were numerically lower
at Week 4 and Week 16/24 with BKZ vs comparators (Table 1). 0 : | | | 0 : | | |
| | | | Baseline Week 4 Week 16 Baseline Week 4 Week 24
« Proportions of patients recording a P-SIM fatigue score of BKZ Q4W (N=321) UST (N=163) PBO (N=83) BKZ Total (N=319) ADA (N=159)

O at baseline were low and similar across treatment groups;
proportions increased by Week 4 and were numerically higher
by Week 16/24 with BKZ vs comparators (Figure 1).

BKZ Total includes all BKZ-randomised patients, regardless of dosing regimen.

. In patients with baseline P-SIM fatigue scores >4, numericall Figure 2 Clinically meaningful change from baseline in P-SIM fatigue scores (>4-point reduction from
greater proportions of BKZ-treated patients schieved 3 C“mg;uy baseline) in patients with scores of >4 at baseline in BE VIVID and BE SURE (NRI)

meaningful >4-point reduction from baseline at Week 16/24 vs A) BE VIVID B) BE SURE

comparators (Figure 2).
_ . 100 - BKZ Q4W (N=164) UST (N=81) PBO (N=39) 100 - BKZ Total (N=191) ADA (N=78)
— Notably, numerically greater proportions of BKZ-treated

patients demonstrated clinically meaningful improvement vs

comparators as early as Week 4.
80 - 80 -

Conclusions

BKZ treatment resulted in faster improvements in fatigue vs

ADA, UST, and PBO, with numerically greater proportions of BKZ
patients achieving a clinically meaningful improvement as early as
Week 4. These proportions further improved and were numerically
greater with BKZ vs comparators through to Week 16/24.
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Additionally, after 16/24 weeks, numerically greater proportions 50 A 50 -
of BKZ-treated patients vs comparators reported having no 9.0%
fatigue, the presence of which has been reported as a predictor for

° 7.7%
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progression to psoriatic arthritis.
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BKZ Total includes all BKZ-randomised patients, regardless of dosing regimen.

ADA: adalimumab; BKZ: bimekizumab; IL: interleukin; N_, : N observed; NRI: non-responder imputation; OC: observed case; PBO: placebo; P-SIM: Psoriasis Symptoms and Impacts Measure; Q2W: every 2 weeks; Q4W: every 4 weeks; Q8W: every 8 weeks; Q12W: every 12 weeks; SD: standard deviation; UST: ustekinumab.
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