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Hidradenitis Suppurativa
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Hidradenitis Suppurativa

* Recent studies show increase in IL-1B and IL-17 in
lesional skin of HS

e Lesional DAMPs (S100A8/A9) are upregulated and
the NLRP3 inflammasome is activated

e Early lesions show increased IL-17+ cells which in
turn promotes release of IL-1B from keratinocytes

Keratinocytes and neutrophils are important sources of
proinflammatory molecules in hidradenitis suppurativa’
AL.Lima, 1.Karl, T.Giner, H.Poppe, M.Schmidt, D.Presser, M.Goebeler, B.Bauer E
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The IL-1 Pathway Is Hyperactive in Hidradenitis Suppurativa and
Contributes to Skin Infiltration and Destruction

Ellen Witte-Handel  Kerstin Wolk « Athanasia Tsaousi » ... Wolf-Dietrich Décke  Sylke Schneider-Burrus »
Robert Sabat & = e Show all authors
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Molecular Targets in HS
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Biologic Targets in HS
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Biologics in HS

Widespread evidence of good treatment results with both infliximab
Adalimumab first FDA-approved to treat HS
Secukinumab recently approved
No evidence for etanercept
— Randomized double-blind trial showed no difference from control
Rich pipeline with JAK inhibitors and other biologics
12 patients completed protocol, half achieved HS Clinical Response 50 (corollary
to PASI-50)
A report with ustekinumab

British lournal of

Medical Dermatology

Ustekinumab in hidradenitis suppurativa: clinical results
and a search for potential biomarkers in serum’

J.L. Blok &, K. Li, C. Brodmerkel, P.Horvatovich, M.F. Jonkman, B. Horvath

First published: 27 January 2016 Full publication history

DOI: 10.1111/bjd.14338 viewssave citation



Hidradenitis Suppurativa

Acta Derm Venereol 2012; 92: 320-335

LETTERS TO THE EDITOR

Management of Recalcitrant Hidradenitis Suppurativa with Ustekinumab

Victoria R. Sharon’, Miki Shirakawa Garcia', Sepideh Baghel‘il, Heidi Goodarzi', Clara Y:lngl, Yoko Ono' and Emanual
Maverakis?*




Adalimumab in HS
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IL-17 and HS
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Malvaso, D.; Calabrese, L.; Chiricozzi, A.; Antonelli, F.; Coscarella, G.; Rubegni, P.; Peris, K. IL-17 Inhibition: A Valid Therapeutic
Strategy in the Management of Hidradenitis Suppurativa. Pharmaceutics 2023, 15, 2450.



here are the targets in IL-177

Brodalumab
Bimekizumab
CIM112
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| Sonelokimab fzokibep
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Malvaso, Dalma & Calabrese, Laura & Chiricozzi, Andrea & Antonelli, Flaminia & Coscarella, Giulia & Rubegni, Pietro & Peris, Ketty. (2023). IL-
17 Inhibition: A Valid Therapeutic Strategy in the Management of Hidradenitis Suppurativa. Pharmaceutics. 15. 2450.



HISCR rospondors (%)
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Secukinumab in HS

45.0% (p=0.0070) 41.8% (p=0.0418) 33.7%

SUNSHINE SUNRISE
(e [T
ngitien Gunen |
phase I 450 ] %) prase i ~____+___ &
3 g i = o 1 —e
i N » 44 = 1
: e ? 4181 3 1 423~}
—— P 1|1 ; ]
; _/f’—"—_‘.- nr ¥ + P iy N2
¥ /?,,_»—'— | = 2 > 1
H =] v
H @ :
F 12 4 :
o ‘
0 3 4 ¢ L L 12 " % 0 2 4 L M 2 “ 1%
Week Week

=o=SECQ2W(N#181) ~—e—~SECQ4W(N=130) —e—Placebo (N=130) =o~SECQ2ZW(N=180) —e—SECQIW(N=130) —w—Flacedo (N=183)

Wk 16 SECQ2W Wk 16 ,
42.3% (p=0.0149) 46.1% (p=0.0022) 31.2%

SECQ2W Wk 16 secaawwk 16 | Placebo




Brodalumab in HS

Screening & Washout
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Other IL-17 Inhibitors

e Bimekizumab
 Sonelokimab
* |zokibep



HiSCRs, responders (%, 95% ClI)

100

80

60

40

20

Bimekizumab

BE HEARD |

p<0.01

47.8

100

80

b p<0.01

BE HEARD II

p<0.01

Placebo BKZ 320 mg Q4W BKZ 320 mg Q2W¢
n=74 n=144 n=291

= 0.004 0.003




HiSCR50 Response Rate, %

HiSCR90 Response Rate, %
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Sonelokimab

PLC == SLK 120mg == SLK 240mg
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lzokibep

All subjects treated with
izokibep160mg QW

1/3 of HISCR response is a
subjects reduction from baseline in
the total abscess and

achieved inflammatory nodule (AN)
HiISCR100 count, with no increase
at Week 12 from baseline in abscess or

draining fistula count:
B HISCRS50: 250% reduction

M HISCR75: 275% reduction
B HISCRY0: 290% reduction
s HISCR100: 100% reduction

HISCRS50 HiISCR75 HiSCR90 HISCR100

November 7, 2022 data-out,
AN, total abscess and inflammatory nedule count; HISCR, Hidradenilis Suppurativa Clinical Response; QW, once every week




What happened??

Izokibep Falls Short of Primary Endpoint for Hidradenitis Suppurativa
Patients

September 12, 2023
Tim Smith

In new phase 2b/3 trial data, investigational IL-17A inhibitor izokibep did not meet its primary endpoint for patients with the chronic skin disease.

e Acelyrin's investigational IL-17A inhibitor, izokibep, was not able to meet its
primary endpoint in a phase 2b/3 study for hidradenitis suppurativa, with
39% of individiuals on once-weekly 160-mg izokibep having a 75%
reduction in HiSCR75 score at the 16 week mark, compared to 29% on

placebo.

e Even on a twice-weekly dosing schedule, the investigational treatment failed

to significantly differentiate itself from the placebo arm, with only 34% of
participants achieving HiSCR75 at Week 16.

Despite these results, Acelyrin remains optimistic about izokibep's potential, citing consistent early response rates and

seeks to continue the phase 3 research while acknowledging an unexpected increase in the placebo response and high

discontinuation rates.



Anakinra and HS

Anakinra may be a treatment option in recalcitrant HS

Successful treatment in a patient who failed oral
antibiotics, azathioprine, cyclosporine, adalimumab,
and infliximab
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IL-1 Inhibition?
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mean +/- SE

IL-1 inhibition
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IL-36 Inhibition

IL-36 is a member of the IL-1 superfamily of
cytokines

Higher levels of IL-36 in tunnels observed
(moreso than in other lesions of HS)

RCT (n=52) for spesolimab

| SR (8)%+,-. ¥RI601"2$%'*-3(.)%4-5%-%
5(36( &(%+7%56 +7+78%9:77(*8%-9%: ((<%=>%

Krajewski PK, Szepietowski JC, Martorell A. Tunnels in hidradenitis suppurativa: active inflammatory entities with specific molecular and

Alavi A, Prens E, Kimball A, et al. Spesolimab for hidradenitis suppurativa: proof-of-concept study. Poster session presented at: American



Putting it in Perspective

Comparison: other vs 'Adalimumab’

Treatment (Random Effects Model) RR 95%-Cl
Adalimumab 1.00

Avacopan ———s 0.64 [0.43; 0.94]
Bimekizumab o e 1.00 [0.66; 1.51]
CIM112 - 0.56 [0.29; 1.08]
Guselkumab 1200mg IV, then 200mg sc - 0.65 [0.41;1.02]
Guselkumab 200mg sc * 0.73 [047;1.13]
IFX-1 800mg Q4w 0.61 [0.36; 1.02]
Placebo - 0.56 [0.47; 0.66]
Risankizumab 180mg —_— 0.62 [042;0.92]
Risankizumab 360mg e 0.58 [0.39; 0.87]
Secukinumab q2w —— 0.75 [0.58; 0.96]
Secukinumab g4w —i— 0.76 [0.59; 0.97]
Prediction interval : —_— : [0.57; 0.76]

0.5 1 2

Tsai YC, Hung CY, Tsai TF. Efficacy and Safety of Biologics and Small Molecules for Moderateo-
Severe Hidradenitis Suppurativa: A Systematic Review and Network MetaAnalysis.
Pharmaceutics. 2023 Apr 28;15(5):1351.



Biologics for HS
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