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Objective

To report disease severity data, measured using the International
Hidradenitis Suppurativa Severity Score System (IHS4), from the
post-hoc analysis of the phase 3 BE HEARD | & Il trials of bimekizumab
(BKZ) in patients with hidradenitis suppurativa (HS).12

Background

e HS severity can be dynamically assessed using the IHS4, a validated

clinician-rated tool that includes the number of inflammatory nodules,

abscesses and draining tunnels.®

o Treatment with BKZ, a humanised IgG1l monoclonal antibody that
selectively inhibits interleukin (IL)-17F in addition to IL-17A, resulted in
clinical improvements in IHS4 in phase 2.4

Methods

e Pooled data from the randomised, double-blind,
placebo (PBO)-controlled, multicentre BE HEARD | and Il trials
included an initial (Weeks 0—-16) and maintenance (Weeks 16—48)
treatment period (Figure 1).

— Adult patients were randomised 2:2:2:1 (initial/maintenance) to
receive BKZ 320 mg every 2 weeks (Q2W)/Q2W, BKZ Q2W/Q4W,
BKZ Q4W/Q4W or PBO/BKZ Q2W.

e |HS4 scores are reported by category through Week 48, in addition to
change from baseline (CfB) in IHS4; mild HS was defined as a score of
<3, moderate HS as 4-10 and severe HS >11.3.

» Missing data were imputed using multiple imputation (MI).

Results

» At baseline, 1,014 patients were randomised to PBO/BKZ Q2W
(N=146), BKZ Q4W/Q4W (N=288), BKZ Q2W/Q4W (N=292) or
BKZ Q2W/Q2W (N=288; Figure 1).

» Demographics and disease characteristics at baseline were generally
balanced across treatment groups.

— Mean baseline IHS4 scores ranged from 30.6 (PBO/BKZ Q2W) to
36.0 (BKZ Q2W/Q4W) (Table 1).

e According to IHS4, one patient (0.3%, BKZ Q4W/Q4W) had mild
HS and 11.6-16.3% had moderate HS across BKZ dose regimens at
baseline, versus 83.7-88.4% with severe HS (Figure 2).

o Over time, the proportion of patients with mild or moderate HS, as
defined by IHS4, increased when treated with BKZ to Week 48, with
a corresponding decrease in the proportion of patients with severe
HS (Figure 2).

e Patients saw improvements in IHS4 scores with BKZ
treatment over time; at Week 48, IHS4 scores reduced across
BKZ groups, with the greatest CfB seen in the group that received
BKZ Q2W/Q4W (Figure 3).

o PBO to BKZ switchers saw improvements in HS severity after switch at
Week 16 (Figure 2, Figure 3).

Conclusions

BKZ demonstrated large improvements in clinician-rated IHS4 at Week
16 versus PBO, shifting many patients from severe to less severe scores
that were maintained through 48 weeks.

Patients who initially received PBO saw improvements in HS severity
after switching to BKZ at Week 16.

These findings demonstrate the utility of the IHS4 to assess HS severity
in clinical trials.
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Figurel BE HEARD | & Il study design Table 1 Baseline Characteristics

Screening Double-blind initial treatment period Double-blind maintenance treatment period BKZ 320 mg Q2W/Q2W \ BKZ 320 mg Q2W/Q4W \ BKZ 320 mg Q4W/Q4W \ PBO/BKZ 320 mg Q2W
N=288 ! N=292 ' N=288 ' N=146
Age, years, mean + SD 36.8 (12.4) : 37.0 (12.4) : 35.8 (11.6) : 37.3(12.8)
BKZ 320 Q2w
N=143 / M9 Sex, female, n (%) 152 (52.8) : 174 (59.6) : 175 (60.8) : 75 (51.4)
N=145
BE HEARD | Racial group, white 232 (80.6) : 233(79.8) : 224 (77.8) : 119 (81.5)
N=146 _______ BKZ 320 mg Q2W ——— BKZ 320 mg Q4W . . .
N=505 N=146 Open-label BMI, kg/m?, mean + SD 32.7 (8.6) ' 32.7(7.9) ' 33.8(7.9) ' 33.1(8.3)
e 144 extension Smoking status, current 127 (44.1) : 134 (45.9) : 126 (43.8) : 75 (51.4)
N=509 No142 BKZ 320 mg Q4W : ; | |
2:2:2:1 - Duration of HS, years, 7.6 (7.4) . 8.3(77) . 7.3(7.3) . 9.8 (9.4)
N=72 mean + SD ! ! !
N=74 Placebo BKZ 320 mg Q2W AN count, mean + SD 14.7 (11.6) | 17.2 (16.8) | 17.7 (20.9) | 14.4 (10.0)
AB count 3.4 (4.6) | 36(71) | 4.0 (6.9) | 2.7(5.0)
S -—-——--000-0--0-0-0--0 -0 -0@-————————mmm— e — e ————————— - ° | | |
Week 5 012 4 6 8 10 12 14 16 48 IN count 11.4 (10.0) ' 13.6 (13.4) ' 13.7 (18.4) ' 11.8 (8.4)
DT count, mean + SD 3.8(4.4) | 3.8(4.4) | 3341 | 3.4(3.8)
Primary endpoint: HiISCR50 IHS4 score, mean + SD 33.4(25.4) | 36.0 (34.0) | 35.0 (34.0) | 30.6 (21.8)
At baseline, pati.ents with moderate to severe HS were randomised 2:2:2:1 to bimekizumab 320 mg Q2W to Week 48, bimekizumab 320 mg Q4W to Week 48, bimekizumab 320 mg Q2W to Week 16 then bimekizumab 320 mg Q4W to Week 48, or placebo to IHS4 Category' n (%) i i i
Week 16 then bimekizumab 320 mg Q2W to Week 48. Severe 241 (837) : 258 (884) : 245 (851) : 125 (856)
1 1 1
Moderate 47 (16.3) | 34 (11.6) | 42 (14.6) | 21(14.4)
A H 1 a 1 1 1
Prior biologic use,® n (%) 59 (20.5) : 56 (19.2) : 47 (16.3) : 29 (19.9)
100 -
80 - . . . . . - - - - - - Baseline antibiotic use, n (%) 29 (10.1) | 28 (9.6) : 18 (6.3) : 11(7.5)
60 - [a] Patients received prior biologic therapy for any indication
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Randomised set (N=1,014). [a] Values have been rounded and so may not add to 100%. Intermittent missing data were imputed using MI. Participants who experienced an intercurrent event were treated as missing following the intercurrent event. Patients who . . . . . . . o ) o . o
took systemic antibiotics as rescue medication for HS as defined by the principal investigator or who discontinued due to adverse event or lack of efficacy were treated as missing at all subsequent visits. Treatment switch after the initial treatment period for the Randomised set (N=1,014). Patients who discontinued study treatment due to lack of efficacy or adverse events, or who took systemic antibiotics as rescue medication for HS, as defined by the principal investigator, were set to missing and subsequently
PBO/BKZ 320 mg Q2W and BKZ 320 mg Q2W/Q4W groups started at Week 16. imputed using MI. All other missing data were also imputed using MI. Treatment switch after the initial treatment period for the placebo/BKZ 320mg Q2W and BKZ 320mg Q2W/Q4W groups started at Week 16.

AB: abscess; AN: abscess and inflammatory nodule; BKZ: bimekizumab; BMI: body mass index; CfB: change from baseline; DT: draining tunnel; HiSCR: Hidradenitis Suppurativa Clinical Response; HISCR50: >50% reduction in the total abscess and inflammatory nodule count with no increase from baseline in abscess or draining tunnel count; HS: hidradenitis suppurativa; IHS4: International Hidradenitis Suppurativa Severity Score System; IL: interleukin; IN: inflammatory nodule; MI: multiple imputation; PBO: placebo; Q2W:
every 2 weeks; Q4W: every 4 weeks; SD: standard deviation.
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