Bimekizumab safety and tolerability in patients with moderate to severe
hidradenitis suppurativa: 3-year results from BE HEARD EXT
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Summary

g

Objective

To evaluate the safety profile of bimekizumab, including selected
safety topics of interest, in patients with moderate to severe
hidradenitis suppurativa (HS) over 3 years.

Bimekizumab was well tolerated in patients with moderate to severe HS over 3 years and no new safety signhals were observed.

Total bimekizumab exposure: Year 1: 817.7 PY (N=995); Year 2: 578.8 PY (N=754); Year 3: 463.1 (N=553); over 3 years: 2,118.6 PY (N=995).
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e Bimekizumab, a humanised IgG1l monoclonal antibody that selectively - N /N /N /

inhibits interleukin (IL)-17F in addition to IL-17A, has demonstrated
efficacy and is well tolerated over 3 years in patients with HS.2=>

e Given the substantial comorbidity burden associated with HS, it is
important to understand the long-term safety profile of bimekizumab
treatment, alongside efficacy outcomes, to inform clinical
decision-making and manage risks for patients.®

Methods

 Data were pooled from the phase 3 BE HEARD I&ll trials
(NCT04242446, NCT04242498) and the open-label extension,
BE HEARD EXT (NCT04901195).4»

— Data are reported for patients with moderate to severe HS who

Safety
topics of
interest:

Serious infections

EAIR for serious infections was
low over 3 years (2.0 per 100 PY);
rates remained low over time.

Definite or probable adjudicated IBD

Z

EAIR for definite or probable
adjudicated IBD was low over
3 years (0.5 per 100 PY) and did
not increase over time.
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 TEAEs are also reported separately by year of bimekizumab
treatment up to 3 years (Year 1: Weeks 0—-48; Year 2: Weeks >48-96;
Year 3. Weeks >96-144) from start of bimekizumab (baseline or Week 16
for patients initially randomised to placebo) using a programmatic cut
(maximum 144 weeks; Figure 1).

Results

e Across BE HEARD 1&1l and BE HEARD EXT, 995 patients received 21
bimekizumab dose over 3 years and were included in this analysis (Figure 1).

Over 3 years data includes all available events whilst on bimekizumab (BKZ) up to the data-cut off; by-year data includes all available events whilst on BKZ up to Year 3, with a programmatic cut applied at Week 144. [a] Year 1 data included TEAEs from start of BKZ (baseline or
Week 16 for patients initially randomised to placebo); [b] Patients who completed Week 48 of BE HEARD &1l could enrol in BE HEARD EXT and receive open-label BKZ Q2W or BKZ Q4W based on HiISCR90 responder status (<HISCR90: BKZ Q2W; 2HISCR90: BKZ Q4W) using
the average lesion counts from Week 36, Week 40 and Week 44 of BE HEARD 1&ll; [c] Patients receiving bimekizumab 320 mg Q4W in BE HEARD EXT who could not sustain an average improvement from baseline in AN count of >90% over any 8-week period or achieve

>75% improvement from baseline in AN count at any single visit, could have their dose increased to Q2W at investigator discretion; [d] Following approval of a protocol amendment in the third year, all BE HEARD EXT patients were to receive BKZ Q4W; [e] A programmatic cut

was applied at Week 144 for by-year safety data (Year 3: Weeks >96-144).
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— The majority of hypersensitivity reactions were non-serious, mild or Total exposure, PY 5 8177 5 578.8 5 463 1 5 2 118.6

moderate and did not lead to discontinuation.

Summary of TEAEs, EAIR per 100 PY (95% Cl)

— Only 2/483 (0.4%) hypersensitivity reactions were serious (including 1 Any TEAE i 285.6 (266.7, 305.6) ! 269.9 (248.3, 292.8) ! 178.6 (161.3, 197.2) ! 243.3 (2279, 259.6)
. tact dermatitis reportedly due to post-surgical dressing) Serious TEAEs | 79 (6.1, 10.1) | 7.8 (5.7,10.5) | 8.0 (5.6, 11.1) | 6.7 (5.6, 8.0)
SlionS Gl > rep y P J g TEAEs leading to discontinuation | 8.5 (6.6, 10.8) | 49 (3.3,7.0) | 2.8 (15, 4.8) | 5.3 (4.3, 6.4)
similarly, only 2/483 (0.4%) were severe and 5/483 (1.0%) led to TEAES leading to death i 0.1(0.0,0.7) | 0.3 (0.0, 1.2) | 0 | 0.1(0.0, 0.4)

discontinuation.

e EAIRs for aspartate aminotransferase (AST) or alanine aminotransferase

Most common TEAEs, EAIR per 100 PY (95% CI)?

Hidradenitis |

25.2 (21.7, 29.1)

279 (23.4,32.8) |

18.2 (14.3, 22.7)

5 19.6 (17.5, 21.8)

_ _ _ Corona virus infections | 14.6 (12.0, 17.5) | 21.8 (18.0, 26.2) | 79 (5.5, 10.9) | 14.1 (12.4, 16.0)
elevations (ALT), based on laboratory evaluations with >3x and >5x the Oral candidiasis | 15.4 (12.7, 18.4) | 121(9.3, 15.4) | 9.8 (71, 13.1) i 9.3 (8.0, 10.8)
upper limit of normal (ULN), over 3 years were 2.6 and 0.9 per 100 PY, TEAEs of interest, EAIR per 100 PY (95% Cl)
respectively and showed no increase in the by-year analysis. Serious infections® 1.8 (1.0, 3.0) 1.7 (0.8, 3.2) 3.3 (1.8, 5.4) 2.0(1.4,27)

, _ Fungal infections ! 35.3(31.0, 40.0) ! 25.5(21.4, 30.3) ! 21.2 (171, 26.1) ! 22.4 (20.1, 24.9)

* EAIRs for malignancies were low over 3 years (0.6 per 100 PY) and rates Candida infections | 216 (18.4, 25.2) | 174 (14.1, 21.3) | 129 (9.8, 16.8) | 13.5 (119, 15.4)
remained low each year. Oral candidiasis 15.4 (12.7,18.4) 12.1(9.3, 15.4) 9.8 (71, 13.1) . 9.3 (8.0, 10.8)
: , Definite or probable adjudicated IBD® ! 0.9 (0.3,1.8) ! 0.5(0.1, 1.5 ! 0.2 (0.0, 1.2) ! 0.5(0.2, 0.9)
over 3 years was 0.6 per 100 PY and rates remained stable over time Adjudicated MACE | 0.4(0.1,1.1) i 0.2 (0.0, 1.0) i 0.4 (0.1, 1.6) i 0.3 (0.1, 0.6)
(Table 1). There were no completed suicides over 3 years. Malignancies 0.5(0.1, 1.3) 1.0 (0.4, 2.3) 0.6 (0.1, 1.9) | 0.6 (0.3, 1.1)
Excluding non-melanoma skin cancers ! 0.2 (0.0, 0.9) ! 1.0 (0.4, 2.3) ! 0.2 (0.0, 1.2) ! 0.4 (0.2, 0.8)
Adjudicated SIB¢ | 0.7(0.3, 1.6) | 0.9 (0.3, 2.0) | 0.4 (0.1, 1.6) | 0.6 (0.3, 1.1)
. Neutropenia | 0.1 (0.0, 0.7) | 0.3(0.0,1.3) | 09(0.2,2.2) | 0.3(0.1, 0.6)

CO“C[USIO"S AST or ALT elevations : : : :

>3x ULN | 3.5(2.3,5.0) i 3.1(1.8, 5.0) i 1.4 (0.5, 3.0) i 2.6 (2.0, 3.4)
Bimekizumab was well tolerated over 3 years in patients with >5x ULNe ! 1.0 (0.4, 2.0) ! 1.1(0.4, 2.3) ! 0.7 (0.1, 1.9) ! 0.9 (0.5,1.4)

moderate to severe HS.

No new safety signhals were observed and no increased risks were
identified with longer bimekizumab exposure.

Hypersensitivity reactions !
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Serious hypersensitivity reactions !

26.3 (22.7, 30.3)
16.2 (13.4, 19.3)
0.1(0.0, 0.7)

20.0 (16.4, 24.2) !
15.4 (12.2, 19.0) !
0 |
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! 11.8 (10.2, 13.5)
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Administration or injection site reactions '

8.5 (6.6, 10.8)

2.3(1.2,39)

1.5(0.6, 3.1)

i 4.2(3.352)

A potential limitation of this analysis is that patients who experienced fewer adverse events in the BE HEARD 1&1l studies may have been more likely to complete the study and enrol in BE HEARD EXT; as such long-term safety results may be influenced by survivor bias.
[a]l The three TEAEs over 3 years with the highest incidence are presented, per the MedDRA Preferred Terms; [b] Cellulitis was the most common serious infection reported in Year 3 (4 patients); [c] Only patients who did not have active symptomatic IBD could be enrolled;
among patients with a history of IBD (n=8), 2 patients experienced flare up to 3 years; [d] No cases of completed suicide were reported; [e] Patients with elevations >5x ULN were a subset of patients with elevations >3x ULN; [f] Based on the MedDRA High Level Term

‘Dermatitis and eczema.

AE: adverse event; ALT: alanine aminotransferase; AN: abscesses and inflammatory nodules; AST: aspartate aminotransferase; BKZ: bimekizumab; Cl: confidence interval; EAIR: exposure-adjusted incidence rate; HISCR50/90: >250%/90% reduction from baseline in the total AN count with no increase from baseline in abscess or
draining tunnel count; IBD: inflammatory bowel disease; MACE: major adverse cardiac event; MedDRA: Medical Dictionary for Regulatory Activities; PY: patient-years; Q2W: every two weeks; Q4W: every four weeks; SIB: suicidal ideation and behaviour; TEAE: treatment-emergent adverse event; ULN: upper limit of normal.
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