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Objective Methods

« Compare the efficacy and safety of abdakibart,

a humanized, 1gG4 selective anti-interleukin-1p Primary Study Endpoint Abdakibart 600 mg loading dose, * The primary endpoint analysis compared
(IL-1B) immunoglobin, to placebo in patients with Percentage of patients achieving then 300 mg SC Q4W (N=84) both abdakibart groups to placebo using a
moderate to severe hidradenitis suppurativa (HS) HiSCR75 at week 16 | 6-vaetek closed testing procedure which controlled

. Sggeye_"z'gg Abdakibart 300 mg loading dose, ?;;x-up overall Type 1 error at a 0.05 significance
Introduction Key Inclusion Criteria to day -7 ® R e level (2-sided)
HS P t P P . Age 218 years N=253 * Difference in responder rate and p-value

° IS a chronic Inflammatory Skin dis€ase of the . - : —> were obtained using a Mantel-Haenszel

pilosebaceous unit characterized by abscesses . :_'S sly'/a\rrlllptoms fgr =6 I;nLonthS prior to screening test stratified by randomization stratification
and inflammatory nodules (AN), and draining otal AN count 25 at st factors

HS lesions present in 22 distinct anatomic areas
=1 HS lesion that is Hurley stage Il or Il
Biologic naive or biologic experienced
 Stratified by Hurley stage and weight

tunnels (DT)?

» Three biologics (e.g., adalimumab, secukinumab,
bimekizumab) are currently approved for the
treatment of moderate to severe HS; however,

rgsponse to treatment in HS 1S szt_?n SUbOptlmaI AN, abscesses and inflammatory nodules; BL, baseline; EOS, end of study; EOT, end of treatment; HS, hidradenitis suppurativa; Q2W, every 2 weeks; non-responders and patlents with missing
with h'gh rates of loss of efflCaCy Q4W, every 4 weeks; R, randomization; SC, subcutaneously. data were |mputed as non-responders

* IL-1B has been demonstrated to be a key | | | o - For continuous variables, least squares (LS)
upstream inducer for tumor necrosis factor * The primary endpoint was the percentage of patients achieving HISCR75 at week 16 means were based on a mixed effects model

alpha (TNF-a) and Th17 cells in HS® - HISCRY7S5 defined as 275% reduction in total AN count with no increase in abscess count and no for repeated measures with change from BL
* We present the primary and major secondary increase in DT count relative to baseline (BL) as the dependent variable; treatment group,
efficacy and safety results from the global « Secondary endpoints included percentage of patients achieving HISCRS0, percentage of patients visit, treatment-by-visit interaction, and

phase 2, double-blind, placebo-controlled achieving HISCR90, and changes from BL in International Hidradenitis Suppurativa Severity Score randomization stratification factors as fixed
LOTUS trial (NCT06603077) System (IHS4), AN count, and DT count effects; and BL score as a covariate

Results

 Patients who received systemic rescue
therapy before week 16, or discontinued
study treatment due to an adverse event
(AE) or lack of efficacy were treated as
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Demographics and Baseline Clinical Characteristics

Abdakibart Abdakibart
Placebo 150 mg Q2W 300 mg Q4W
(n=86) (n=83) (n=84) ]

37.7(11.8) 38.4(12.1) 39.0 (13.4)
45 (52.3) 55 (66.3) 53 (63.1)
57 (66.3) 54 (65.1) 63 (75.0)

BMI, mean (SD), kg/m? 33.9(8.7) 36.4(8.9) 34.9 (7.7)

Current smoker, n (%) 41 (47.7) 32 (38.0) 36 (42.9)

Duration of HS, years, mean (SD) 6.9 (6.3) 9.1 (8.1) 7.8 (9.9) 0% | | | | | | | |

Hurley stage Ill, n (%) 34 (39.5) 32(38.6) 34 (40.5) 6 10 12 14 16

Primary Endpoint:
Patients Achieving HISCR75

Patients Achieving HISCRS50
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-o-Placebo (n=86) -e-Abdakibart 150 mg Q2W (n=83) -e-Abdakibart 300 mg Q4W (n=84)

*Nominal p<0.05 vs placebo. A, difference vs placebo; HISCR, Hidradenitis Suppurativa
Clinical Response; Q2W, every 2 weeks; Q4W, every 4 weeks.

n

64.3% A= 23.6
° p=0.001

%

100% -
Characteristic i

50% - A=17.2

42.9% p=0.015

40% 42.2% A= 16.7
* p=0.018
30%

Age, years, mean (SD)
Female, n (%)
White, n (%)

(D —@ 2560/0

20%

Patients Achieving HiISCR50

10%

Patients Achieving HiSCR75

Prior biologic use, n (%) 27 (31.4) 35(422)  33(39.3) eek
AN count, mean (SD) 138(82) 135(87)  14.0(138)
DT count, mean (SD) 28(34)  27(2.9) 3.2 (3.7)

IHS4 score, mean (SD) 275(19.0) 267(19.1) 290 (21.3)

AN, abscess and inflammatory nodules; BMI, body mass index; DT, draining tunnels;
HS, hidradenitis suppurativa; ISH4 International Hidradenitis Suppurativa Severity Score System,;
Q2W, every 2 weeks; Q4W, every 4 weeks; SD, standard deviation.

 Atotal of 253 patients were randomized; 86% completed study treatment

« Seven patients discontinued due to lack of efficacy (placebo, n=2;
abdakibart 150 mg Q2W, n=3; and abdakibart 300 mg Q4W, n=2)
and 3 due to AEs (n=1, 2, and 0, respectively)

» BL characteristics were generally balanced, although the abdakibart
groups had a longer mean duration of HS, and had higher percentages
of women and of patients previously treated with an approved biologic

Treatment-Emergent Adverse Events

Abdakibart
150 Q2W
(n=83)

300 Q4W
(n=83)

Placebo

TEAE, n (%) (n=86)

Abdakibart

Any TEAE 46 (53.5) 43 (51.8) 46 (55.4)
Any serious TEAE 2(2.3) 2(2.4) 1(1.2)
Any drug-related serious TEAE 0 0 0
Deaths 0 0 0

Any TEAE leading to study drug

discontinuation Al

2 (2.4) 1(1.2)

Most common TEAEs?
Headache 7 (8.1)
5 (5.8)

2 (2.3)

11 (13.3)
1(1.2)
6 (7.2)

Nasopharyngitis
Nausea

Upper respiratory tract

4 (4.7
infection (4.7)

2 (2.4)

Influenza like illness 3 (3.95)

1(1.2)

2 (2.4)

Migraine 3 (3.6)

aTEAES reported in 24 patients in the combined abdakibart groups.
Q2W, every 2 weeks; Q4W, every 4 weeks; TEAE, treatment-emergent adverse event.

* Frequency of treatment emergent AEs (TEAEs) were similar between
the abdakibart and placebo groups with no unexpected safety findings

* |njection site reaction was reported for 12 patients (placebo, 4 [4.7%];
abdakibart 150 mg Q2W, 3 [3.6%]; abdakibart 300 mg Q4W, 5 [6.0%])

* No AEs of neutropenia, malignancy, hypersensitivity reactions, or serious
or opportunistic infections led to study discontinuation

-o-Placebo (n=86) -e-Abdakibart 150 mg Q2W (n=83) -e-Abdakibart 300 mg Q4W (n=84)

*Nominal p<0.05 vs placebo. A, difference vs placebo; HISCR, Hidradenitis suppurativa
Clinical Response; Q2W, every 2 weeks; Q4W, every 4 weeks.

« At week 16, a statistically significantly greater percentage
of patients in both abdakibart groups and the combined
abdakibart group (not shown) achieved the primary endpoint
of HISCR75 vs placebo
In addition, a greater percentage of patients in the 300 mg
and combined abdakibart groups (not shown) vs placebo
achieved HISCRY75 as early as week 4 (nominal p<0.05)

Change From Baseline in IHS4
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0 10 12 14 16

Week
-o-Placebo (n=86) -e-Abdakibart 150 mg Q2W (n=83) -e-Abdakibart 300 mg Q4W (n=84)

*Nominal p<0.05 vs placebo. A, difference vs placebo; BL, baseline; ISH4 International
Hidradenitis Suppurativa Severity Score System; LS, least squares; Q2W, every 2 weeks;
Q4W, every 4 weeks; SE, standard error.

* Improvement from BL in IHS4 scores was greater in both
abdakibart groups versus placebo at week 16

* Improvements vs placebo (nominal p<0.05) were observed
as early as week 2 in the 300 mg abdakibart group
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-e-Placebo (n=58) -e-Abdakibart 150 mg Q2W (n=63) -e-Abdakibart 300 mg Q4W (n=69)

*Nominal p<0.05 vs placebo. A, difference vs placebo; BL, baseline; DT, draining tunnels;
LS, least squares; Q2W, every 2 weeks; Q4W, every 4 weeks; SE, standard error.

* The reduction from BL in DT count was greater for both
abdakibart groups compared with placebo at week 16

* Improvements vs placebo (nominal p<0.05) were observed
as early as week 2 in both abdakibart groups
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» A greater percentage of patients in both abdakibart groups
and the combined abdakibart group (not shown) vs placebo
achieved HISCR50 at week 16

In addition, a greater percentage of patients in the 300 mg
and combined abdakibart groups (not shown) vs placebo
achieved HISCRS50 as early as week 4 (nominal p<0.05)
Numerically higher percentages of patients in both
abdakibart groups vs placebo achieved HiSCR90 at week
16 (not shown)
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-o-Placebo (n=86) -e-Abdakibart 150 mg Q2W (n=83) -e-Abdakibart 300 mg Q4W (n=84)

*Nominal p<0.05 vs placebo. A, difference vs placebo; AN, abscesses and inflammatory
nodules; BL, baseline; LS, least squares; Q2W, every 2 weeks; Q4W, every 4 weeks;
SE, standard error.

« Decreases from BL in AN counts at week 16 were greater
for the 300 mg abdakibart group vs placebo

* Improvements vs placebo (nominal p<0.05) were observed
as early as week 4 in both abdakibart groups

Conclusions

 |nthe LOTUS trial, both abdakibart
doses demonstrated statistically
significantly higher percentages of
patients achieving HISCR75 compared
to placebo at week 16 in patients with
moderate to severe HS

Benefits were demonstrated in several
secondary endpoints, with greater
Improvements relative to placebo
observed as early as week 2

No unexpected safety findings were
observed with either dose of abdakibart
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