BE HEARD I&Ill Bimekizumab Pain Outcomes

Supplementary Material

Bimekizumab Pain Outcomes in Patients with Hidradenitis Suppurativa: Pooled 48-Week Results
from BE HEARD I&II Phase 3 Randomized Clinical Trials

Pain and Therapy

John R. Ingram (DM FRCP [Derm]),*? Hideki Fujita (MD, PhD),? Alice B. Gottlieb (MD, PhD),* Hadar Lev-Tov
(MS, MAS),* Errol Prens (MD, PhD),52 Christopher J. Sayed (MD),” Vivian Y. Shi (MD),® Jacek C. Szepietowski
(MD, PhD),*1%2 Kenzo Takahashi (MD, PhD),! John W. Frew (MBBS, MMed, PhD, FACD),'?>-* Jérémy Lambert
(PhD),' Leah Davis (MSc),'® Tae Oh (PharmD),'” Robert Rolleri (PharmD),® Marie-Hélene Saintmard,®
Lauren A.V. Orenstein (MD, MSc)!8

!Department of Dermatology & Academic Wound Healing, Division of Infection and Immunity, Cardiff
University, Cardiff, UK; °European Hidradenitis Suppurativa Foundation (EHSF), Dessau, Germany, *Division of
Cutaneous Science, Department of Dermatology, Nihon University School of Medicine, Tokyo, Japan,
‘Department of Dermatology, UT Southwestern Medical Center, Dallas, Texas, USA; *Dr. Phillip Frost
Department of Dermatology and Cutaneous Surgery, University of Miami Miller School of Medicine, Miami,
Florida, USA,; Department of Dermatology, Erasmus University Medical Center Rotterdam, Rotterdam, The
Netheriands; “Department of Dermatology, University of North Carolina School of Medicine, Chapel Hill, North
Carolina, USA; éDepartment of Dermatology, University of Washington, Seattle, Washington, USA; °Division of
Dermatology, Venereology and Clinical Immunology, Faculty of Medicine, University of Science and
Technology, Wroclaw, Poland; °Department of Dermato-Venereology, 4th Military Hospital, Wroclaw, Poland;
1 Department of Dermatology, University of the Ryukyus, Okinawa, Japan,; *?Department of Dermatology,
Liverpool Hospital, Sydney, New South Wales, Australia; *>Laboratory of Translational Cutaneous Medicine,
Ingham Institute for Applied Medical Research, Sydney, New South Wales, Australia; **School of Clinical
Medicine, UNSW Medicine and Health, Sydney, New South Wales, Australia; 1*UCB, Colombes, France; UCB,
Morrisville, North Carolina, USA; ”UCB, Smyrna, Georgia, USA,; *8Department of Dermatology, Emory
University School of Medicine, Atlanta, Georgia, USA.

Correspondence to: Dr John Ingram, Department of Dermatology & Academic Wound Healing, Division of
Infection and Immunity, Cardiff University, Cardiff, UK; Email: IngramJR@cardiff.ac.uk. ORCID iD: 0000-
0002-5257-1142



mailto:IngramJR@cardiff.ac.uk

BE HEARD I&Ill Bimekizumab Pain Outcomes
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and [D] 30% improvement and >1-point reduction from baseline [mNRI]) and average ([E] 30%
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Supplementary Fig. 1 Frequency and timings of HSSDD and HSSQ assessments
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@HSSDD was assessed daily, shown by colored squares. HSSDD worst skin pain assessed patients’ pain perception in the past 24 hours using the prompt “please rate your skin pain from your HS
lesions at its worst in the past 24 hours”. HSSDD average skin pain assessed patients’ pain perception in the past 24 hours using the prompt “please rate your skin pain from your HS lesions on an
average in the past 24 hours”. "HSSQ was assessed at baseline and then every other week from Weeks 16—48, shown by tick marks. HSSQ skin pain assessed patients’ pain perception in the last 7
days using the prompt “please rate your skin pain from your HS lesions in the past 7 days”. Abbreviations: HS: hidradenitis suppurativa; HSSDD: Hidradenitis Suppurativa Symptom Daily Diary; HSSQ:

Hidradenitis Suppurativa Symptom Questionnaire; PEOT: premature end of treatment.
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Supplementary Fig. 2 Responder rates over time to Week 16: HSSDD worst ([A] =4-point reduction from
baseline [OC], [B] =4-point reduction from baseline [mMNRI], [C] =3-point reduction from baseline [mMNRI]
and [D] 30% improvement and >1-point reduction from baseline [mNRI]) and average ([E] 30%
improvement and >1-point reduction from baseline [mNRI]) skin pain
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Randomized set, N=1,014. Patients included in this analysis had a baseline HSSDD worst or average skin pain score of >3, except for the
>4-point reduction graph, for which patients had baseline HSSDD worst skin pain score of 4. HSSDD worst skin pain response, defined
as a >3-point reduction from a baseline HSSDD worst skin pain score of >3, is a statistically controlled ranked secondary endpoint, all
others were exploratory. mNRI: Patients who discontinued due to lack of efficacy/adverse events, or received systemic antibiotics
identified as rescue medication for HS by the principal investigator, were considered non-responders. MI was used for all other missing
data. OC, n/N: denominator represents the number of patients with non-missing HSSDD data at the visit, and percentages are calculated
accordingly. Abbreviations: BKZ: bimekizumab; HSSDD: Hidradenitis Suppurativa Symptom Daily Diary; mNRI: modified non-responder
imputation; OC: observed case; Q2W: every 2 weeks; Q4W: every 4 weeks.
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Supplementary Fig. 3 Responder rates over time to Week 48: HSSQ skin pain (30% improvement and >1-
point reduction from baseline [mNRI])
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Randomized set, N=1,014. Clinically meaningful improvement was defined as a >30% reduction and >1-point reduction from baseline in
patients with a baseline HSSQ score >3. Individual symptom items were scored 0—10 at baseline and from Weeks 16—48. HSSQ skin pain
responder analysis was an exploratory endpoint. mNRI: patients who discontinued due to lack of efficacy/adverse events, or received
systemic antibiotics identified as rescue medication for HS by the principal investigator, were considered non-responders. MI was used for
all other missing data. Abbreviations: BKZ: bimekizumab; CI: confidence interval; HSSQ: Hidradenitis Suppurativa Symptom
Questionnaire; mNRI: modified non-responder imputation; PBO: placebo; Q2W: every 2 weeks; Q4W: every 4 weeks.
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Supplementary Fig. 4 Mean absolute scores for (A) HSSDD worst skin pain, (B) HSSDD average skin pain
and (C) HSSQ skin pain over time (MI)
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Randomized set, N=1,014. MI: 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 imputed
using MI. HSSDD absolute change from baseline in worst skin pain score at Week 16 is a statistically controlled ranked secondary
endpoint for BE HEARD I and II, all others are exploratory endpoints. Abbreviations: BKZ: bimekizumab; HSSDD: Hidradenitis
Suppurativa Symptom Daily Diary; MI: multiple imputation; PBO: placebo; Q2W: every 2 weeks; Q4W: every 4 weeks.
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Supplementary Fig. 5 Change in HSSQ skin pain categories from baseline to Week 16, and Week 16 to Week 48 (OC)
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Percentages are calculated using the number of patients with any assessment at each visit. BKZ: bimekizumab; HSSQ: Hidradenitis Suppurativa Symptom
Questionnaire; OC: observed case; PBO: placebo; Q2W: every 2 weeks; Q4W: every 4 weeks.
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Supplementary Fig. 6 Change in HSSQ skin pain categories from baseline to Week 48 (OC)
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Percentages are calculated using the number of patients with any assessment at each visit. BKZ: bimekizumab; HSSQ: Hidradenitis Suppurativa Symptom
Questionnaire; OC: observed case; PBO: placebo; Q2W: every 2 weeks; Q4W: every 4 weeks.
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Supplementary Fig. 7 HSSQ skin pain score distribution at (A) baseline, (B) Week 16 and (C) Week 48 (OC)

A HSSAQ skin pain item score at baseline
25 -

20 A

Proportion of patients (%)

0 1 2 3 4 5 6 7 8 9 10

HSSQ skin pain item score
HSSQ severity

caesores . [ERR@ 1<) wosoecs-s) [ S O
Item score, n (%) 0 1 2 3 4 5 l 6 l 7 8 9 10
BKZ Q2W Total
(N=569) 7(1.2) 20(3.5) 30(5.3) 51(9.0) 67(11.8) 70(12.3) 66(11.6) 112(18.7) 84 (14.8) 37(8.5) 25(4.4)

5(1.8) 13 (4.6) 13 (4.6) 26(9.1) 28(9.8) 35(12.3) 40(14.0) 48(16.8) 36(12.6) 27(8.5) 14 (4.9)
PBO (N=144) 4(2.8) 7(4.9) 6(4.2) 12(8.3) 15(10.4) 16 (11.1) 19(13.2) 22(15.3) 26 (18.1) 10(6.9) 7(4.9)

HSSQ skin pain item score at Week 16

20

Proportion of patients (%)

5
0
0 1 2 3 4 ] 6 7 8 9 10
HSSQ skin pain item score
HSSQ severity
wheastins B ) N ) Mt o seeeteysevere®-10)
Item score, n (%) 0 1 2 3 4 5 6 T 8 9 10
&g%ﬁw Total 53(10.2) | 83(16.0) 75 (14.5) 68 (13.1) 55 (10.6) 57 (11.0) 51(9.8) 34 (6.6) 27 (5.2) 12 (2.3) 3(0.6)
|
21(8.2) ; 28(10.9) 31(12.1) 43 (16.7) 24 (9.3) 24 (9.3) 32(12.5) 21(8.2) 19 (7.4) 11 (4.3) 3(1.2)
|
PBO (N=135) 5@37) | 12(89) 14 (10.4) 11(8.1) 17 (12.6) 8(5.9) 27 (20.0) 16 (11.9) 16 (11.9) 5(3.7) 4(3.0)

10



BE HEARD I&ll Bimekizumab Pain Outcomes

HSSQ skin pain item score at Week 48
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BKZ Q2W Total includes all patients randomized to receive BKZ Q2W from baseline. HSSQ skin pain score distribution was an exploratory
endpoint. Abbreviations: BKZ; bimekizumab; HSSQ: Hidradenitis Suppurativa Symptom Questionnaire; OC: observed case; PBO: placebo;
Q2W: every 2 weeks; Q4W: every 4 weeks.
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