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Bimekizumab efficacy In patients with moderate to severe plague psoriasis:

Psoriasis Symptoms and Impacts Measure (P-SIM) results across 14 items
through Week 16 of three pivotal phase 3 trials

Alice B. Gottlieb,! Akihiko Asahina,? Tsen F. Tsai,* Stefan Beissert,* Richard B. Warren,> Pablo Fernandez-Pefias,°* Rnys Warham,”® Krista Wixted,’ Balint Szilagyi,'° Matthias Augustin!

Objective

To assess signs, symptoms and life impacts in patients
with moderate to severe plaque psoriasis using the
14-item Psoriasis Symptoms and Impacts Measure (P-SIM)
in the BE VIVID, BE SURE and BE READY phase 3 trials.

Background

e The P-SIM is a novel, reliable, well-defined, and validated
14-item patient-reported outcome tool developed to capture
key signs, symptoms and life impacts of psoriasis.}

e |ts items include: itching, redness, skin pain, burning, scaling,
cracking, dryness, irritation, sensitivity, lesions, thickening,
fatigue, embarrassment, and choice of clothing. P-SIM items
are scored on an 11-point numeric rating scale ranging
from O (no sign/symptom/impact) to 10 (very severe sign/
symptom/impact).

e Bimekizumab (BKZ), a monoclonal IgG1 antibody that
selectively inhibits interleukin (IL)-17F in addition to IL-17A,°
has demonstrated rapid and superior efficacy in the treatment
of patients with moderate to severe plaque psoriasis in
head-to-head studies versus ustekinumab (UST), adalimumab
(ADA) and secukinumab, with established long-term durability
of response.>’

e BKZ has also previously demonstrated efficacy in improving
itching, skin pain and scaling in patients with moderate to
severe plague psoriasis.®1°

Methods

e Pooled data are reported for BKZ from the first 16 weeks
of the BE VIVID,> BE SURE* and BE READY"> phase 3 trials;
these patients were randomised to BKZ dosed 320 mg
every 4 weeks (Q4W) to Week 16.

o Study-level data are also reported for BKZ vs comparators from
the first 16 weeks of BE VIVID, BE SURE and BE READY, with
patients assigned to treatment as shown in Figure 1.

e During the first 16 weeks of each study, P-SIM items were
scored daily and averaged weekly.

 Here, the proportions of patients achieving a marked clinically
meaningful improvement (defined as a >4-point reduction;
patients with baseline item scores >4 only; pooled BKZ),! and
the proportions achieving scores of O (patients with baseline
item scores >0 only; pooled and study-level data), are
reported for each P-SIM item at Week 16.

 Weekly P-SIM scores were set as missing if there were less
than 4 recordings in a week; missing data were imputed using
non-responder imputation (NRI).

Results

e Pooled across trials, 989 patients were initially randomised
to BKZ (Figure 1).

e Baseline scores for each P-SIM item were similar across all
treatment arms (Table 1).

e Baseline characteristics have been reported previously for
both pooled BKZ and each treatment arm in each trial.>=>%

Pooled BKZ

o At Week 16, for each P-SIM item, the majority of patients
randomised to BKZ achieved >4-point reductions from
baseline, ranging from 62.1% for fatigue to 73.0% for scaling
(Figure 2A).

e Across items, a substantial proportion of patients randomised
to BKZ achieved P-SIM=0 at Week 16 (P-SIM score of 0 at
every recording in the week leading up to the Week 16
study visit), ranging from 26.8% for dryness to 52.5% for
skin pain (Figure 2B).

Study-level

o At study level, numerically higher proportions of patients
achieved resolution of signs, symptoms or impacts (P-SIM=0)
at Week 16 for each P-SIM item with BKZ versus UST, ADA and
placebo (PBO) (Figure 3).

Conclusions

BKZ treatment was associated with marked clinically
meaningful improvements in, or resolution of,
psoriasis-related signs, symptoms and impacts at

Week 16. Numerically higher proportions of patients
achieved the stringent outcome of complete symptom
resolution with BKZ compared with UST, ADA and PBO at
the individual study level.

About the 14-item P-SIM

/The P-SIM is a reliable, validated, patient-reported

outcome (PRO) tool capturing key signs, symptoms and
impacts of plaque psoriasis.!
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indicate a marked clinically meaningful improvement in
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(Here, the 14 P-SIM items were scored daily by patients

\BE SURE and BE READY using an electronic PRO tablet.
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and averaged weekly during the first 16 weeks of BE VIVID,
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1. Itching 8.
2. Redness
3. Skin pain
4. Burning
5. Scaling

Irritation

9. Sensitivity

10. Lesions

11. Thickening

12. Fatigue

13. Embarrassment
14. Choice of clothing

6. Cracking
/. Dryness

0 10
No signs/ Very severe signs/
symptoms/impacts symptoms/impacts?®

aFor fatigue and embarrassment, 10 indicated ‘worst possible fatigue/feelings of embarrassment’; for choice of clothing, 10 indicated ‘completely impacted choice of clothing’.

Table 1 Baseline P-SIM scores

Mean baseline P-SIM item score + SD

Pooled across studies (n/N)? BE VIVID (n/N)? BE SURE (n/N)? BE READY (n/N)?

P-SIM ltem Pooled BKZ 5 BKZ 5 UST PBO 5 BKZ 5 ADA 5 BKZ 5 PBO

n=837/989 + n=260/321 ' n=124/163 n=67/83 r n=271/319 ' n=125/159 ' n=306/349 n=74/86
ltching 66+24 : 66+24 : 6.6+24 : 6.1+25 : /1+21 : 6.6 +25 6.3+ 2.5 : 64+ 24
Redness 6.7+ 272 : 6.6 +2.3 : 6.6 +2.3 : 6.3+24 : 71+ 20 : 65+24 : 6.5+2.3 : 65+24
Skin pain 58+28 : 57429 : 57429 : 51429 : 6.3+ 26 : 57+29 : 54+29 : 56+29
Burning 50+27 : 50+27 : 59429 : 53+28 : 6.3+ 25 : 58+ 28 : 56+29 : 58+29
Scaling 6.8+2.2 : 6.7+2.3 : 6.8+24 : 6.6 +2.3 : /3+21 : 6.7 +2.3 : 6.6 +2.3 : 6.6 +2.3
Cracking 6.0+ 2.7 ! 50+28 ; 6.1+ 2.8 : 56+ 28 64+ 25 58+29 5.7+ 2.8 58+27
Dryness /0+2.3 5 6.7+ 25 5 69+ 2.3 : 6.5+25 5 /5+19 5 69+ 2.3 ; 6.8+2.3 5 6.8+2.3
Irritation 6.5+25 ; 6.2+ 2.6 ! 6.3+2.6 : 58+28 : /0+ 22 : 6.3+2.5 6.3+2.5 : 6.3+2.6
Sensitivity 6.2+26 ; 6.0+ 27 ; 6.2+ 2.6 : 57429 : 6.7 +2.2 : 6.1+ 26 ; 6.0+27 : 6.1+ 27
Lesions 6.7+2.3 ; 65+24 ; 6.7+24 : 6.3+ 25 : /72+21 : 65+24 ; 65+24 : 6.7+26
Thickening 65+24 ; 6.2+25 ; 6.5+ 25 : 6.1+2.7 : 69 +24 : 6.3+ 25 6.3+24 : 64+24
Fatigue 52+31 ! 51+31 ! 53+ 3.0 : 49 + 3.1 : 55+30 : 50+ 3.1 51+ 3.3 : 55432
Embarrassment 6.3+ 3.2 ; 58+ 3.3 ; 6.2+ 3.0 I 534+ 35 : 6.8+ 3.0 : 50+ 31 6.2+ 3.2 : 6.1+ 34
Choice of clothing 6.5+ 3.3 ; 6.0+ 3.5 ; 6.5+ 3.2 : 57+ 36 : 69+ 3.0 : 6.3+ 3.3 ; 6.7+ 3.3 : 6.1+ 34

2N, number of patients randomised to that treatment; n, number of patients with non-missing baseline P-SIM data.
Figurel BE VIVID, BE SURE and BE READY Figure 3  Study-level achievement of P-SIM=0 at
study designs Week 16 (NRI)
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Here, P-SIM scores are reported from Week 0-16 of these trials. 2UST 45/90 mg (by weight) was administered at baseline and then UST? 124 124 118 119 124 122 124 123 123 124 123 115 117 119

Q12W from Week 4; "These patients were randomised to receive BKZ 320 mg Q4W from Week 0-16, then Q8W from Week 16;
cADA was administered 80 mg at Week 0 and 40 mg at Week 1 then Q2W.

Figure 2 Pooled BKZ P-SIM response rates at

Week 16 (NRI)

A) Achievement of >4-point reduction from baseline in P-SIM
by item
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B) Achievement of P-SIM=0 by item

o 100
£
> 80_ PN o o
v —~ o 0 NS o oN o N
%£ N o 5 & - XX e g 5D
89 601 § L ¥ ¢ B ok 5 o 5 § 5 9 ¢
62 4048 s 2 M "
T v N
28 20-
o
a 0
1 I. 1 1 1 1 1 1 I&
. \(\Q @"9 ,&0 \(\Q . \(\o) . \(\o) 0‘9" .\oo ) 4@ ) o(\" \(\Q ) q\}e 0(\ o‘\
SN PN » & & & & & & O & 20
¥ P & LB 06 PR 2P A P A A\
<& 2\ o @ N ‘90(\ ‘6\0 ‘{b C)Qo\,
A e C*
<&
Patients analysed®

BKZ 831 837 808 805 835 814 836 830 828 829 828 /56 791 /86

Data were pooled for all patients randomised to BKZ at BE VIVID, BE SURE and BE READY trial baselines. Data are reported in
patients with a baseline P-SIM score >4 (A) or a baseline P-SIM score >0 (B) for the item of interest. “Table under the graph indicates
the number of patients with P-SIM score >4 at baseline for each item. *Table under the graph indicates the number of patients with
P-SIM score >0 at baseline for each item.
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Patients analysed

WPBO 74 74 72 71 74 72 74 74 73 74 74 68 68 67
BKZ 304 306 292 287 305 298 305 302 302 303 302 272 290 287

Data are reported in patients with a baseline P-SIM score >0. Tables under each graph indicate the number of patients with P-SIM
score >0 at baseline for each item. 2UST 45/90 mg (by weight) was administered at baseline and then Q12W from Week 4; PADA was
administered 80 mg at Week 0 and 40 mg at Week 1 then Q2W.

ADA: adalimumab; BKZ: bimekizumab; IL: interleukin; NRI: non-responder imputation; PBO: placebo; PRO: patient-reported outcome; P-SIM: Psoriasis Symptoms and Impacts Measure; Q2W: every 2 weeks; Q4W: every 4 weeks; Q12W: every 12 weeks; SD: standard deviation; UST: ustekinumab.
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