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Objective

To evaluate the long-term pharmacokinetics, safety and efficacy
of bimekizumab (BKZ) for the total duration of the completed
BE CONNECTED phase 2 study in adolescents with moderate

to severe plaque psoriasis.

Background

Approximately 30% of patients with psoriasis report symptoms before
adulthood, of whom around 16% have moderate to severe disease.!

Given the chronic nature of paediatric psoriasis and the frequent
requirement for prolonged treatment, the long-term evaluation of
new treatments’ safety and efficacy is crucial.?

BKZ, a humanised IgGl monoclonal antibody that selectively inhibits
interleukin (IL)-17F in addition to IL-17A,3 is approved for the treatment
of moderate to severe plaque psoriasis in adults.*>

During the 20-week initial treatment period (ITP) of BE CONNECTED,
BKZ demonstrated similar pharmacokinetics, tolerability and high levels of
efficacy to studies in adults.®

Methods

BE CONNECTED (NCT04718896) enrolled adolescents aged
>12 to <18 years with body weight 230 kg and body mass index for age
percentile of 25 at baseline.%’

Patients were stratified by baseline weight and randomised

1:1 to open-label BKZ Dose A (weight 265 kg: BKZ 320 mg every

4 weeks [Q4W]; weight <65 kg: BKZ 160 mg Q4W) or Dose B
(weight 265 kg: BKZ 64 mg Q4W; weight <65 kg: BKZ 32 mg Q4W).

— Dose A was predicted to achieve comparable systemic exposure
to that of BKZ 320 mg Q4W in adults.

After the 20-week ITP, patients who tolerated treatment and achieved
Investigator’'s Global Assessment (IGA) <2 at Week 20 could continue the
same dose in the 104-week open-label extension (OLE; total treatment
duration 124 weeks; final BKZ dose at Week 120; Figure 1).

— Patients completed a safety follow-up period of 20 weeks after the
final BKZ dose.

The primary endpoint was BKZ plasma concentration through Week 124
In patients who received 21 BKZ dose and provided 21 plasma
concentration measurement.

Treatment-emergent adverse events (TEAEs) were assessed from baseline
through to the end of the safety follow-up period in patients who
received 21 BKZ dose (safety set).

Rates of 100%/2907% improvement from baseline in the Psoriasis Area
and Severity Index (PASI 100/90) and IGA 0/1 are reported from baseline
through Week 124 in all patients who received 21 BKZ dose at or after
Week 20 in the OLE (open-label set).

Missing data were imputed as non-response; observed case data are
also presented.

Results

Overall, 41 patients received 21 BKZ dose in the ITP (safety set)
and 39 patients entered the OLE and continued to receive BKZ
(open-label set; Dose A: N=19; Dose B: N=20).

— Baseline characteristics were similar between patients receiving
Dose A and Dose B (Table 1).

Steady-state geometric mean BKZ plasma concentrations achieved
between Weeks 16-20 were maintained to Week 124 (Figure 2).

— Consistent with predictions, BKZ plasma concentrations were lower
with Dose B than with Dose A.

Over more than 2 years, 85.0%/81.0% of patients who received
Dose A/Dose B had TEAEs (Table 2).

— Two patients who received Dose A and three patients who received
Dose B had serious TEAESs, though none were treatment related.

— There were no serious, opportunistic or Candida infections,
and no inflammatory bowel disease or adjudicated suicidal
ideation/behaviour.

In the open-label set, all patients receiving Dose A achieved complete skin
clearance (PASI 100) at Week 20, and high rates of skin clearance were
generally sustained, with 78.9%/89.5% achieving PASI 100/90 by Week 124
(Figures 3A and 3B).

— In patients receiving Dose B, 70.0%/90.0% had PASI 100/90 at Week 20,
respectively, with 65.0% of patients achieving both outcomes
to Week 124.

Rates of IGA 0/1 were similarly high compared with PASI 90 for both doses
through Week 124 (Figure 3C).

Conclusions

Through more than 2 years of bimekizumab treatment in adolescents
with moderate to severe psoriasis, pharmacokinetics remained within
the expected range, aligning with the established pharmacokinetic
profile in adults. Both bimekizumab doses were well tolerated, with no
safety signals identified.

High levels of skin clearance were generally sustained during the
open-label extension, consistent with adult studies,®° with higher rates
of skin clearance and bimekizumab plasma concentrations observed
for Dose A versus Dose B.

AE: adverse event; ALT: alanine aminotransferase; AST: aspartate aminotransferase; BKZ: bimekizumab; BSA: body surface area; CDLQI: Children’s Dermatology Life Quality Index; Cl: confidence interval; IGA: Investigator's Global Assessment; ITP: initial treatment period; NRI: non-responder imputation; OC: observed case;
OLE: open-label extension; PASI: Psoriasis Area and Severity Index; PASI 90/100: >90%/100% improvement from baseline in PASI; Q4W: every 4 weeks; TB: tuberculosis; TEAE: treatment-emergent adverse event.

Summary

In adolescent patients with moderate to severe psoriasis randomised to receive one of two different doses of bimekizumab:

— Steady-state BKZ plasma concentrations were maintained to Week 124, remaining within the expected range. BKZ plasma concentrations were higher
Il \vith Dose A than with Dose B.

Both doses were well tolerated, with no safety signals identified High rates of skin clearance were generally sustained through Week 124
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These phase 2 findings provide initial evidence that bimekizumab may be an effective treatment option for adolescents with psoriasis and support the phase 3 evaluation
of bimekizumab in adolescents and children.

Figurel Study design Tablel Baseline characteristics
Initial : : BKZDoseA |, BKZDoseB |  AllPatients
Age (years), mean (SD) | 15.1 (1.9) | 14.7 (1.9) | 14.9 (1.9)
Sex, n (%)
Male ! 8 (42.1) ! 7 (35.0) ! 15 (38.5)
> T Female ! 11 (57.9) ! 13 (65.0) ! 24 (61.5)
fofgfvtﬁpd Weight (kg), mean (SD) ' 641(154) ' 688(195 ' 66.5(176)
M1 patients | B B Weight <65 kg, n (%) | 12 (63.2) | 12 (60.0) | 24 (61.5)
randomised 1:1 Duration of psoriasis (years), mean (SD) ! 5.2 (3.7) ! 5.5(2.8) ! 5.4 (3.3)
PASI, mean (SD) " 16044) ' 185(62 1  173(55)
Safety BSA (%), mean (SD)  206(95) 1 235(097) ' 221(96)
3. moderate ! 19 (100) ! 18 (90.0) ! 37 (94.9)
4. severe ! 0 ! 2 (10.0) ! 2 (5.1)
D OO UOUR SOOI Y CDLQ! total score, mean (SD) 52600 1 7367 1 63(64
Week O 50 194 140 Any pr!or S)./stem_lc therapy, n (%) ! 7 (36.8) ! 7 (35.0) ! 14 (35.9)
Any prior biologic therapy, n (%) ! 1(5.3) ! 5 (25.0) ! 6 (15.4)

All enrolled patients had moderate to severe psoriasis, defined as: PASI 212 (or PASI 210 plus clinically relevant involvement in Baseline (Week 0) characteristics are reported for the open-label set (all patients who received >1 BKZ dose at or after Week 20 in
>1 of the following regions: face, genital, hand/foot), IGA score 23 and 210% BSA affected by psoriasis. [a]l Dose A was predicted to the OLE). All patients (Dose A: N=19; Dose B: N=20) were white.

achieve comparable systemic exposure to that of BKZ 320 mg Q4W in adults; [b] Dose B was predicted to achieve lower systemic
exposure than Dose A; [c] Three patients discontinued during the OLE (Dose A: two [one withdrew consent, one moved abroad];
Dose B: one [lack of efficacyl); [d] The safety follow up period was scheduled 20 weeks after the final dose of BKZ.

Table2  Summary of TEAEs and TEAEs of interest/

Figure 2  BKZ plasma concentration through closely monitored across all study periods
Week 124 BKZDoseA ' BKZDoseB '  AllPatients
N=20 g N=21 : N=41
BKZ Dose A (N=19) B- BKZD 8 (N=19) Exposure, per 100 PY ' 0.510 ! 0.530 ! 1.040
o3¢ - o3¢ - Summary of TEAEs, n (%)
Any TEAE g 17 (85.0) ! 17 (81.0) ! 34 (82.9)
50.0 1 Serious TEAESs | 2 (10.0) | 3 (14.3) | 5 (12.2)
TEAEs leading to study withdrawal ! 0 ! 0 ! 0
- TEAEs leading to death ! 0 ! 0 ! 0
O 400 - Most common TEAEs®
§ Nasopharynagitis ! 9 (45.0) ! 7 (33.3) ! 16 (39.0)
+I Urinary tract infection ! 5 (25.0) ! 3(14.3) ! 8 (19.5)
TEI 20.0 - 232 Upper re.s.p|ratory tract infection ! 2 (10.0) ! 5(23.8) ! 7 (17.1)
= Pharynagitis ! 2 (10.0) ! 3(14.3) ! 5(12.2)
=2 21.6 20.4 20.3 _ . . X
= : 18.8 TEAEs of interest
§ 17.5 Serious infection ! 0 ! 0 ! 0
S 20.0 1 Fungal infection ! 2 (10.0) ! 0 ! 2 (4.9)
2 Tinea pedis ! 2 (10.0) ! 0 | 2 (4.9)
“E’ Oral candidiasis ! 0 ! 0 ! 0
9 10.0 - . Opportunistic infection (including TB) ! 0 ! 0 ! 0
O ' 3.4 Adjudicated inflammatory bowel disease ! 0 ! 0 ! 0
2.7 _|5_ 33 2.9 3.0 3.1 Injection site reaction | 2 (10.0) | 0 2 (4.9)
2.0 R - T S cE o ! . ! ! :
0.0 o-% -8 -- Iﬁ o ﬁ = TEAEs closely monitored®
. T T T T T T T T T 1 A . . t . . l. . t h . ; ; |
0 4 0 40 64 88 112 124 djuc_ilca ed suicidal ideation and behaviour ! 0 ! 0 0
Cardiovascular event ! 0 ! 0 ! 0
Week Neutropenia ! 1(5.0) ! 0 ! 1(2.4)
Any malignancy ! 0 ! 0 ! 0
Number of patients Dermatitis and eczema ! 1(5.0) ! 2 (9.5) ! 3(7.3)
Dose A 19 19 18 18 17 17 15 Serious hypersensitivity ! 0 ! 0 ! 0
Dose B 18 19 19 19 17 17 18 Hepatic eventc ! 3(15.0) ! 0 ! 3(7.3)
Plasma concentrations are reported for patients who were in both the open-label set (patients who received 21 BKZ dose at or TEAESs are reported for the safety set (all patients who received 21 dose of BKZ). [a] Events which occurred in at least 5 participants
after Week 20 in the OLE) and the pharmacokinetic per-protocol set (patients who received 21 BKZ dose and provided =1 across the duration of the study; [b] Closely monitored TEAEs are aligned with the adult BKZ program; [c] All hepatic events were
quantifiable plasma concentration measurement). One patient receiving Dose B was excluded from the pharmacokinetic non-serious AST and/or ALT elevations that did not lead to study discontinuation: one patient with transient AST/ALT increased,
per-protocol set due to an incorrect dose. one patient with transaminases increased and diagnosed with hepatic steatosis and one patient with steatohepatitis.
Figure 3  Clinical efficacy from baseline through Week 124 (NRI, OC)
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Week Week Week
OC, % (n/N)?
Dose A 42.1 100 94.7 100 85.7 73.7 100 94.7 100 100 89.5 100 94.7 100 100
(8/19) (19/19) (18/19) (17/17) (12/14) (14/19) (19/19) (18/19) (17/17) (14/14) (17/19) (19/19) (18/19) (17/17) (14/14)
Dose B 27.8 70.0 60.0 72.2 64.7 444 90.0 90.0 88.9 64.7 474 95.0 95.0 88.9 76.5
(5/18) (14/20) (12/20) (13/18) (11/17) (8/18) (18/20) (18/20) (16/18) (11/17) (9/19) (19/20) (19/20) (16/18) (13/17)

Efficacy data are reported for the open-label set (all patients who received 21 BKZ dose at or after Week 20 in the OLE). [a] Data collected >5 days outside of the 4-week dosing interval were considered missing; therefore, any Week 124 data collected >5 days late
(last BKZ dose at Week 120) were excluded from the OC analysis.
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