Bimekizumab achievement of ‘super response’ using a previously
published definition iIn moderate to severe plaque psoriasis:
Results from four phase 3/3b trials
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Objectlve Summary Table Baseline characteristics
To explore achievement of super response, according to a Achievement of super response was analysed, 5R535721;°tal NOH'SSz ?;(82 Total
previously publlsr_\ed def!nltlon, among bimekizumab o according to a previously published definition o ;
(BKZ)-treated patients with moderate to severe plaque psoriasis. . Age, n (%) | |
_ _ _ _ (complete skin clearance at Weeks 20 and 28), for <40 years : 266 (374) : 196 (36.4)
We al:_:,o mves_.tlgate_whether ac:,hlevement of super response is patient subgroups based on baseline characteristics: 4o et | 200 (54 | 87 (53.3)
associated with patients’ baseline demographics and years | ' | '
disease characteristics. 265 years : >9 (8.2) >5 (10.2)
Sex, male, n (%) I 505 (70.4) | 366 (68.0)
@@ @ @ Racial group, white, n (%) I 641 (89.4) | 450 (83.6)
BaCkg round Weight (kg), mean (SD) | 87.2 (19.9) 03.4 (24.2)
e The increasing efficacy of biologics used to treat psoriasis has Weight, n (%)
led to the proposal of a patient group termed super responders =100kg >33 (75.2) 353 (65.6)
(SRs).12 This patient group is thought to be more likely to achieve 00 ?_ >100 kg | 178 (24.8) 185 (34.4)
short- and long-term complete skin clearance (100% improvement ? E BMI (kg/m?), mean (SD) : 29.1 (6.2) 31.2 (7.5)
from baseline in Psoriasis Area and Severity Index; PASI 100)3 /@\ ] Duration of psoriasis (years), mean (SD) | 18.4 (12.4) ; 179 (12.9)
and is hypothesised to maintain response for a long period upon T Duration of psoriasis,® n (%) : |
e There is no established consensus on a SR definition;*? however, >Q1-<Q2 178 (24.8) 134 (24.9)
achievement of complete skin clearance (PASI 100) at Weeks 20 >Q2-<Q3 190 (26.5) 126 (23.4)
and 28 has been proposed in the design of a phase 3 randomised >Q3 179 (25.0) 135 (25.1)
controlled trial in psoriasis:4'6l'7 Identifying predictors for durable (o) _Gé: <2 years 33 (4.6) 32 (5.9)
skin clearance is key to refining therapeutic approaches.t . 57/0 PASI. mean (SD) : 20.6 (71) 210 (8.3)
Methods High proportions of Super responder rates PASI, n (%)
bimekizumab-treated were high across the <20 | 418 (58.3) | 324 (60.2)
« Data were pooled from BKZ-randomised patients in the phase 3/3b patients were super analysed subgroups 220 : 299 (41.7) 214 (39.8)
trials BE VIVID,®2 BE SURE.® BE READY and BE RADIANT: 1 patients responders according based on baseline Any prior systemic therapy, n (%) : 564 (78.7) : 396 (73.6)
re-randomised to placebo at Week 16 in BE READY were excluded to this definition characteristics Any prior biologic therapy, n (%) : 284 (39.6) ; 181 (33.6)

(Figure 1).

[a] Q1 refers to 8.52 years; Q2 refers to 15.66 years; Q3 refers to 25.45 years.

 Achievement of SR status, according to the definition published
previously (PASI 100 at Weeks 20 and 28),%° was analysed post-hoc
among subgroups based on:

Figure 2 Super response achievement between patient subgroups based on baseline characteristics (NRI)

— Baseline demographics: age, sex, weight

— Disease characteristics: disease duration, disease severity, prior
biologic therapies

Does not favour super response
—

Favours super response?
—

. L Subgroups Odds ratio N in subgroup
e An alternative definition (PASI 100 at Weeks 16 and 24) was also (95% ClI) (% achieving super response)
explored to account for differences between drugs in when Age <40 years: 462 (57.6)

1.05 (0.82, 1.35)
0.88 (0.57, 1.35)

steady-state trough serum concentration levels are achieved.?
e Associations between subgroups and SR achievement are

40—-<65 years vs <40 years
>65 years vs <40 years

40—-<65 years: 679 (57.7)
>65 years: 114 (51.8)

presented using odds ratios (ORs), calculated using the stratified S‘;’e‘male Vs male 0.91 (071 1.17) Male: 871 (58.0)
Cochran—Mantel-Haenszel test on non-responder imputation Weicht T Female: 384 (55.2)
eig

(NRI) data (with study/region as stratification variables). <100 kg: 892 (60.4)

>100 kg: 363 (49.0)

<2 years: 65 (50.8)
>2 years: 1,190 (57.5)

>100 kg vs <100 kg

Duration of psoriasis®
>2 years vs <2 years

0.67 (0.52, 0.87)

Results

e Overall, 57.1% (N=717/1,255) of BKZ-treated patients were SRs
according to the previously published definition (PASI 100 at
Weeks 20 and 28).

— Proportions of SRs published previously with guselkumab were
40.8% in the VOYAGE-1 and VOYAGE-2 studies (N=271/664)
and 34.4% in the GUIDE study (N=303/880), the only published
analyses investigating achievement of super response in phase 3
randomised controlled trials.*®

1.06 (0.64, 1.77)

Duration of psoriasis

>median vs <median <median: 625 (55.7)

>median: 630 (58.6)
<Q1l: 313 (54.3)
>Q1-<Q2: 312 (57.1)
>Q2-<Q3: 316 (60.1)
>Q3: 314 (57.0)

1.04 (0.82, 1.31)

Duration of psoriasis
>Ql1-<Q2 vs <Ql
>Q2-<Q3 vs <QI
>Q3 vs <Ql

Baseline disease severity
PASI >20 vs PASI <20

Prior biologic exposure
Yes vs no

1.07 (0.77, 1.48)
1.11 (0.79, 1.54)
1.00 (0.72, 1.40)

PASI <20: 742 (56.3)
PASI >20: 513 (58.3)

No: 790 (54.8)
Yes: 465 (61.1)

No: 1,063 (57.1)
Yes: 192 (57.3)

No: 1,008 (55.8)
Yes: 247 (62.8)

No: 1,190 (57.0)
Yes: 65 (60.0)

1.05 (0.83, 1.33)

1.22 (0.96, 1.56)
— These data originate from different clinical studies with differing

trial designs, patient populations, and methodologies; therefore,
any comparisons between BKZ and guselkumab data should be
Interpreted with caution.

Prior anti-IL-23 exposure

— When the alternative SR definition was applied (PASI 100 at |
Weeks 16 and 24), the proportion of BKZ-treated patients Yesvsno . . - . . . . . .

identified as SRs was similar (55.1%; N=692/1,255). 0 0.2 04 0.6 0.8 1.0 1.2 14 1.6 1.8 2.0
Odds ratio (95% Cl)

Prior anti-TNF exposure
Yes vs no

1.01(0.73, 1.40)

Prior anti-IL-17 exposure
Yes vs no

1.20 (0.89, 1.62)

0.93 (0.54, 1.59)

 Most baseline characteristics were generally similar between SRs
and non-SRs with BKZ (Table).

e SR rates were not observed to be associated with the analysed
subgroups based on baseline characteristics, except for weight
(Figure 2):

[a] An odds ratio >1 indicates that patients in the subgroup are more likely to achieve super response vs the reference subgroup (shown in italics). An association was considered significant if the 95% Cl did not cross 1;
[b] Very few patients with short disease duration (<2 years) were enrolled in the phase 3/3b BE VIVID, BE SURE, BE READY and BE RADIANT trials; further analysis in this population may be warranted.

. | . Figurel Study designs
— Patients <100 kg at baseline had higher SR rates (60.4%) vs J Y 9
patients >100 kg (49.0%). oAc 90
>
» Ina previously published analysis using this SR definition o301 BKZ 320 mg Q4W BKZ 320 ma BKZ 320 mg Q4W
(PASI 100 at Weeks 20 and 28), age, weight and disease severity =TT N=349 Q4w BKZ 320 mg Q8W
(PASI and Investigator's Global Assessment [IGA]) were significant N=567 N=163 UST 45/90 mg Q12W £12 DN Placebo
dict ¢ - 4:2:1 N=435 <PASI 75 from Week 20
predictors of super response. N=83 41 N=86 <PASI 90 P
Placebo BKZ 320 mg Q4W Placebo 12-week escape arm: BKZ Q4W-?
C l | .. ................................ .. ............................................................... .. .. ................................ .. ............................................................... ..
oncuwusions Week 0 16 52 Week 0 16 56
High proportions of bimekizumab-treated patients were super
) : : . BKZ 320 mg Q4W BKZ 320 mg Q4W
responders, according to a previously published definition, N=158 BKZ 320 mg
and proportions of super responders remained high when an BE SURE BKZ 320 mg N=373 Q4w \
alternative definition was explored. N=478  N=161 Q4W BKZ 320 mg Q8W BE mﬂém BKZ 320 mg Q8W
1:1:1 -
i bi - - - - N=159 1:1 N=370
Super responder rates in bimekizumab treatec_l patients were !‘ugh ADA 40 mg Q2W BKZ 320 mg Q4W N SEC 300 mg weekly to Week 4, then Q4W
across the analysed subgroups based on baseline characteristics.
.. ................................ .. ..................... ‘ ........................................ .. .. ................................ .. ............................................................... ..
Week O 16 24 56 Week O 16 48

[a] BKZ-randomised patients who entered the 12-week BKZ Q4W escape arm at Week 16 in BE READY were considered non-responders in this analysis.

ADA: adalimumab; BKZ: bimekizumab; BMI: body mass index; Cl: confidence interval; IGA: Investigator's Global Assessment; IL: interleukin; NRI: non-responder imputation; OR: odds ratio; PASI 75/90/100: >/5%/>90%/100% improvement from baseline in Psoriasis Area and Severity Index;
PBO: placebo; Q: quartile; Q2W: every 2 weeks; Q4W: every 4 weeks; Q8W: every 8 weeks; Q12W: every 12 weeks; SD: standard deviation; SEC: secukinumab; SR: super responder; TNF: tumour necrosis factor; UST: ustekinumab.
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