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»>MNaBoducloloyia

»>To paopa tng vooou

»>Peupatoloylkec ekONAWOELC

»>Oeparneia oe aoBevelc pe ouvuTAPEN PEVUOTLKWY EKONAWCEWV
>EVKEKPLUEVEC AYWYEC

»>Off label & Ng€ec Beparmeieg




KAwwn Ewkova —2tadla tnc Nocou

»>Evtomion =2 Kuplwe o€ SEPUATIKEC TITUXEC,
ALYOTEPO O€ KOPUO, AALUO, TPLXWTO KEDAANC

»>ApXLKA BAABN = povrpeg emwduvo gv Tw Pabdel
oliélo 1-2 cm

> Anuoupyla AmooTNUATWY KoL GUPLYYLWV
>Xpovia mopeia e UDEOELS KOl EEAPOELG

>MePLOPLOPEVN ATIOTEAECUATIKOTNTA OE OVTLBLOTIKA —
oTa apXLKA otadla oteipec BAAPeC

»>2€ XPOVLOTNTA =2 UTIEPXPWON, UTIEPKEPATWON, OUAEG,
bayECWPES




Ertidnuioloyia

>Maykooulog ertumoAaopoc ~ 0,1-1%

»2xebov 10etn ¢ kaBuotepnon otn dtayvwon
>Néol kal peonAtkec aoBeveic (18-40 etwv peak)
»Tuvaikec: Avdpec = 1.5-3: 1

>Mapayovtec Kvduvou:
vVOETLKO oLKoy. |oTopLKO
vKanviopa

vMayvoapkia




Juotnuata 2tadlomoilnonc

Table 1 Hurley's  staging system  for  hidradenitis
suppurativa'*'>

Stage Characteristics

| Solitary or mukiple isolated abscesses without scarring or sinus
tracts

I Recurrent abscesses; single or multiple widely separated
lesions with sinus tracts and scarring

i Diffuse or near-diffuse involvement across a regional area with
multiple interconnected sinus tracts, abscesses, and scarring

IHS4 (points) =

number of nodules x1 +
number of abscesses x2 +
number of draining tunnels

(fistulae/sinuses) x 4

Mild HS: < 3 points
Moderate HS: 4-10 points
Severe HS: 2z 11 points

Zouboulis et al, Brit ] Dermatol 2017
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NaBoduololoyila

v MetaAlaéelc yovibiwv y-oekpetaong (NCSTN,
PSEN1, PSENEN) - EAQTTWHATLKN
onuatodotnon Notch > QAVWHUOAOC
TLOAAOTTAQLOLOLOLOC & Sdladopormnoinon
ETUOEPULKWY KUTTAPWV

v'2Ito 2-7% twv meputtwosewv HS — dev eivau
LOVOTIOLPOALYOVTLKO QlLTLO TNG VOOOU

v YTiepBoOAKOC TIOANQTIAQCLOOUOC  ETUOEPULKWV
KUTTOPWV =2  UTEPKEpATwWON, oamodpaén
BuAakwv & PpAeypovi

v Evepyomolnon kuttapwv £udutng avooiog —=>
dAeypovoowpa =2 mapaywyn TNF-a, 1L-12/23,
IL-1b = evepyomnoinon Thl & Th17 kuttapwv &
napoaywyn TNF-a kat IL-17, kaBwcg Kot
gvepyomnoinon B kuttdpwv




Metabolic syndrome

Prevalence: up to 50%

Odds ratio: 2.7

Consequences: type 2 diabetes, arteriosclerosis,

myocardial infarction, or stroke

Screening methods: waist circumference, blood
pressure, fasting blood
triglyceride, fasting blood
glucose, and blood HDL

Screening frequency: annually

%

Non-alcoholic fatty liver disease

Prevalence: ~55%

Odds ratio: 1-8

Consequences: chronic inflammatory state, impaired
liver function, or cirrhosis

Screening methods: liver ultrasound

Screening frequency: NA

N

Type 2 diabetes

Prevalence: up to 25%

Odds ratio: 1.7

Consequences: arteriosclerosis, neuropathy,
nephropathy, or retinopathy

Screening methods: HbA1lc or fasting blood glucose

Screening frequency: annually

To @aocpa tnc Nooou

Depression

Prevalence: up to 30%

Odds ratio: 2-0-2-5

Consequences: impaired quality of life or suicide attempts

Screening methods: PHQ-9
Screening frequency: annually

Insulin resistance

Hyperglycaemia

\

Cytokines

Immune cells

Sexual dysfunction

Prevalence: up to 60%

Odds ratio: NA

Consequences: impaired quality of life, disturbed
relationships, reduced self-esteem, or
depression

Screening methods: questionnaire: IIEF (for men) and

FSFI (for women)
Screening frequency: annually

Autoantibodies

Inflammatory arthritis

Prevalence: up to 5-2%

Odds ratio: 2.1 (spondyloarthritis) and 2-0 (rheumatoid
arthritis)

Consequences: joint damage, deformity, and chronic pain
Screening methods: ask for symptoms™ or PEST
Screening frequency: annually

FFA alteration

Inflammatory bowel disease

Prevalence: up to 2% (Crohn's disease) and
up to 1.3% (ulcerative colitis)
Odds ratio: 2-1 (Crohn's disease) and 1.5 (ulcerative colitis)
Consequences: diarrhoea, weight loss, or anaemia
Screening methods: ask for symptomst or faecal
calprotectin
Screening frequency: annually for patients at high-risk

Sabat et al,
Lancet 2025




DAeyuovwodelc ApBpitidec & Awart. 10pwtadevitidba

»>EmunoAaopoc pAsypovwdwy apbpttidwv otouc acbeveic pe HS =2 petaéu 0-8%
Kol 5:2%

»>2uvnBeotepn ovoxetion Ue RA, PsA, SpA
>H evapén tnc depuatikng mpooBoAng Ttumika tponyeitatl tng apBpitidac 1-20 £1n

»>MeyaAn ouvvepylotikn entidpaon otnv molotnta (WNC

Hanna et al, Int J Dermatol. 2021
Almuhanna et al, Dermatology 2021.
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Association between Hidradenitis
Suppurativa and Inflammatory Arthritis:
A Systematic Review and Meta-Analysis
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HS Control _ _ _
Weight, Odds ratio Odds ratio
Study or subgroup events total events total % M-H, random, 95% Cl  Year M-H, random, 95% Cl
Shlyankevich, 2014 908 1,730 52 1,730 16.3 35.65 [26.63, 47.72] 2014 -
Tiri, 2018 8 153 7 612 11.1 4.77 [1.70, 13.36] 2018 —_—
Ingram, 2018 835 93,869 790 93,869 16.9 1.06 [0.96, 1.17] 2018 o
Lee, 2018 438 28,516 1,655 142,580 16.9 1.33 [1.19, 1.48] 2018 =
Fauconier, 2018 11 39 1 39 5.3 14.93 [1.82, 122.46] 2018
Kimball, 2018 454 5357 204 5.357 16.7 2.34[1.97, 2.77] 2018 -
Schneeweiss, 2020 1,709 70,697 1.519 141412 16.9 2.28 [2.13, 2.45] 2020 -
Total (95% CI) 200,361 385,599 100.0 3.44[1.92,6.17] -
Total events 4,363 4,228 | T T |
Heterogeneity: T2 = 0.52, x2 = 623.58, df = 6 (p < 0.00001); 12 = 99% 0.01 0.1 1 10 100
Test for overall effect: £ = 4.15 (p < 0.0001) Favors Favors
no association association

Fig. 2. Forest plot shows the association between HS and inflammatory arthritis. CI, confidence interval; crude
odds ratios were used.




HS Control

Weight, Odds ratio Odds ratio
Study or subgroup events  total events total % M-H, random, 95% Cl M-H, random, 95% CI
Fauconier, 2018 11 39 1 39 34 14.93 [1.82, 122.46]
Kimball, 2018 16 5357 & 5357 13.3 287 [1.04, 6.83] =
Lee 2018 78 28,516 265 142580 358 1.47 [1.14, 1.90] -
Schneeweiss, 2020 280 70,697 73 141412 445 2.29 [2.08, 2.53) u
Total (95% CI) 104,609 289,388 100.0 2.10 [1.40, 3.15] -
Total events aas5 1,045 T T T 1
Heterogeneity: 12 = 0.09, ¥2 = 13.68, df = 3 [p = 0.003); 12 = 78% 0.0 0.1 1 10 100
Test for overall effect £ = 3.59 (p = 0.0003) Favors Favors

no association association

Fig. 3. Forest plots show the association between HS and spondyloarthritis. CI, confidence interval; crude odds
ratios were used.

HS Control

ontro Weight  Odds ratio Odds ratio
Shudy or subgroup events tolal events tolal % M-H, random, 95% CI Year M-H, random, 95% C|
Lee 2018 78 28,516 265 142,580 51.2 1.47 [1.14, 1.90] 2018 -
Schneeweiss, 2020 97 70,697 749 141412 48.8 246 [1.83, 3.31) 2020 -
Total (95% CI) 99,213 283,992 100.0 1.89 [1.14, 3.12] -
Total events 175 344 T T T 1
Heterogeneity: 12 = 0,11, ¥2 = 6.62, df = 1 (p = 0L01); 12 = B5% 0.0 0.1 1 10 100
Test for overall effect 2 = 249 (p = 0.017) Favars Favors

no association association

Fig. 4. Forest plots show the association between HS and ankylosing spondylitis. CI, confidence interval; crude
odds ratios were used.

A5 Control Weight  Odds ratio Odds ratio
Shudy or subgroup events total events tolal % M-H, random, 95% CI M-H, random, 95% Cl
Kimball, 2018 255 5357 100 5,357 R K 263 [2.08, 3.32] -
Lee 2018 360 28516 1390 142580 341 1.30 [1.16, 1.46] u
Schneeweiss, 2020 829 70,697 746 141412 343 2.24 [2.03, 24T7) =
Total (95% CI) 104,570 289,349 100.0 1.96 [1.28, 2.98] -
Total events 1,444 2236 T T T 1
Heterogeneity: T2 = 0.13, 2 = 58.08, df = 2 (p < 0.00001); 2 = 97% 0.01 0.1 1 10 100
Test for overall effect 2 = 3.11 {p = 0.002) Favors Favors

no association association

Fig. 5. Forest plot shows the association between HS and rheumatoid arthritis. CI, confidence interval; crude odds

ratios were used.

Almuhanna et al, Dermatology 2021.
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Review

Incidence, prevalence, and predictors of inflammatory
arthritis in patients with hidradenitis suppurativa: a
systematic review and meta-analysis

Nardin Hanna BHSc i Orli M. Silverberg, Michael Reaume MD, MSc, Dafna Gladman MD,
Mark D. P. Davis MD, Vincent Piguet MD, PhD, Afsaneh Alavi MD, MSc

(a) Prevalence in %

Source (95% CI)

All Inflammatory Arthritis E
Ingram et al, 2018 0.86 ( 0.75- 0.99)
Jorgensen et al, 2020 1.66 ( 0.54— 3.82)

Tiri et al, 2018 5.23(2.28-10.04) | l—

Random effects model 1.91 (0.58-6.12) |

Heterogeneity: 1? = 93%, ¢ = 1.0335, »2 = 26.67 (p < 0.001)

Spondyloarthritis

Fauconier et al, 2018 28.21 (15.00-44.87) =
Richette et al, 2014 2.34 (1.32-3.84) |

Santos et al, 2016 0.93 (0.47- 1.67)

Random effects model 4.23 ( 0.60-24.49) [<—————
Heterogeneity: I = 97%, v = 3.0067, x5 = 66.98 (p < 0.001)

Rheumatoid Arthritis

Kimball et al, 2018 4.76 (4.21- 5.36)
Lee et al, 2018 1.26 ( 1.14— 1.40)
Richette et al, 2014 0.00 ( 0.00- 0.57) E
Santos et al, 2016 0.93 (0.47—1.67)

Random effects model 1.34 (0.48-3.73) |&
Heterogeneity: 1 = 99%, v* = 0.9117, %2 = 281.57 (p < 0.001)

0 10% 20% 30%
Prevalence in %
(95% ClI)

1
40%

Weight

37.4%
30.2%
32.4%
100.0%

32.2%
34.3%
33.4%
100.0%

31.2%
31.3%
9.2%
28.3%
100.0%

(b) Incidence per 1000
Source person-years (95% CI)

Ankylosing Spondylitis

Aletaha et al, 2019 0.40 (0.24-0.66) [ 3
Schneewess et al, 2020 0.63 (0.52-0.77)
Random effects model 0.53 (0.34-0.82) <
Heterogeneity: /* = 64%, ©° = 0.0675, %% = 2.74 (p = 0.10)

Rheumatoid Arthritis

Aletaha et al, 2019 4.91 (4.25-5.67)
Schneewess et al, 2020 5.44 (5.08-5.82)
Random effects model 5.28 (4.81-5.78)
Heterogeneity: /* = 36%, ©° = 0.0019, %% = 1.57 (p = 0.21)

Psoriatic Arthritis

Aletaha et al, 2019 0.54 (0.35-0.83) | 3

Schneewess et al, 2020 1.23 (1.07-1.42)

R

Weight

48.7%
51.3%
100.0%

49.9%

- 50.1%
<= 100.0%

Random effects model 0.84 (0.37-1.89) N

Heterogeneity: /% = 92%, ©° = 0.3189, 2 = 12.64 (p < 0.001)

2 3 4 5
Incidence per 1000
person-years (95% CI)

49.0%
51.0%
100.0%




MBavol MNapayovtec Kivduvou yla Epdavion ApBpitdoc

»>Baputnta vooou

> lotoptko IONE 1} wpilaong

»>HLA B27 BTIKO — QVTIKPOUOEVA ATIOTEAECLATAL
> MBava appev dpuAo

> Kanviwopa

> Mayvoapkio o€ KATIOLEG LEAETEC

»MNpoooxn!

Y€ TTOAUTIOPAYOVTLKN avaAuon N kataBAwpn oxetiotnke pe 6mAdoia tibBavotnta MS &
19nAdola tibavotnta apBpalyioc (McKee et al, IMIR Dermatol 2024)

Hanna et al, Int J Dermatol. 2021
Almuhanna et al, Dermatology 2021.




AuvtodAeyuovwon Zuvopoua & Awar. 16pwtadevitida

»>AmoppuBulon eudutng avooiog =2 Aaboc onpatodotnon IL-1 = oteipa dAsypovn pe
dnOnon amno ouvdetepoPplia

»>MetaAlatelc touv PSTPIP1 o€ kamowa aAAd OXL o€ OAa T cuvdpoua
»MoAU omavia cuvépoua
vPyoderma gangrenosum, Acne, and hidradenitis suppurativa (PASH)
vPyoderma gangrenosum, Acne, HS and Spondyloarthritis (PASS)

vPyoderma gangrenosum, Acne, Pyogenic arthritis, and Hidradenitis suppurativa
(PAPASH)

v'Psoriatic arthritis, Pyoderma gangrenosum, Acne, and Hidradenitis suppurativa
(PsAPASH)

Vinkel et al, Int ] Dermatol 2017.




AuvtodAeyuovwon Zuvopoua & Awar. 16pwtadevitida

»2uvnBwce Baplacg popdpnc HS (Hurley 11, 111)

»>2uxva 6ev avtamokpilvetal KaAd oTig cuvnBelc aywyeg (i.e. TOTILKEC Oy WYEC,
QVTLBLOTLKA KATT)

»>KaAd dedopéva pe anti-TNF (adalimumab, infliximab) & anti-IL-1 (anakinra,
canakinumab)

Vinkel et al, Int ] Dermatol 2017.




Oeparela oTLC OLAPOPETIKEC PACELC TNC VOOOU

Burnout Infizmmation
phase 3 irreversible skin destroction:
- single or Interconnected tunnels
= hiypertrophic scars

Destructive
phase

i Inflammatory
phase

Alm: earky care to

prevent tissue damage - fibrotic bands
- Indurated plagues
- contractures
dizagnosls

Extent of chang es
T

[Msease COUrse (years)

- Drug therapy :___':;-

surgical thermpy |

Adjuvant therapy

Lifestyle modification

Sabat et al, Lancet 2025




Oeparevtikn Avtipetwriton HS

>ToTIKEC aywyEC (kAwvdapukivn 1%, intralesional koptikooteposldn)
»ZUOTNUATIKEC AYWYEC
»Eykekplpevec & off label/ epeuvntikéc BLoAoyikec Beparmelec
»2ZUOTNMOATIKA aVTLPLOTIKA, OPUOVLKEC Bepareiec K.q.

>Xelpoupylkn avilpuetwrion - OXI dtokortr) BLOAOYLIKWY TIEPLEYXELPNTLKAL
(SHARPS Study, JAMA Surgery 2021)

»>AnwAela Bapoucg, Slakomn Kamviopatoc, deppatikd poiovta pue PH 4.5-6




Yuotnuotikn Bepameia yio kaAvyn oAou
TOU pACHATOC TNC VOOOU
>OXI peletec

»Kamnola 6edopéva OTL TOL CUOTNUATIKA AVTLBLOTIKA Urtopel va fonBrnoouv Kol tnv
gUNAEKOEVN apBpltida = avemapknc SpAacn, CUXVEC UTTOTPOTIEC

»KAaowa DMARDs (MTX, LEF) = MoAU neploplopévn amnoteAeopatikotnta os HS —
Avadepopevec neputtwoelg leflunomide induced HS

> BloAoyLKoL mapAyovTeC =2 N Lo OALOTIKA MPOOEyyLon?




Adalimumab

>H mpwtn eyKeKpLUEVN aywyn ya Tnv HS
»Nocoloyia 40 mg sc kaBe eBoopada n 80 mg sc kabe 2 eBdopadeg

»>Karmolol aoBeveic pnopet va wdeAnBoulv amno evratikonoinon tng Beparmneiag
ota 80 mg sc eBdopadlaiwg (avOektikr) vooocg otnv otavtap docoloyia,
untépBapot/ maxvoapkol)

(Zouboulis et al, Dermatol 2020; Williams et al, ] Drugs Dermatol 2023)




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Two Phase 3 Trials of Adalimumab
for Hidradenitis Suppurativa

Alexa B. Kimball, M.D. "11.-" H., Martin M. Okun, L'. Ph.D.
:‘-:.'-.-d.-"-.. Williams, M.D, f H., Alice B. Gottlieb, ‘-.' . Ph.D.,
m A. Papp, h [ h[ Christos C. Zoubou | . Ph.D.,
Apr I' rmstrong, M.D., Francisco Kerdel, M.D., Michael H. Gold
eth B. F rman, M.D., Meil |. Korman, M.D., Fh 3
Evange ; Giamarellos-Bourboulis, "\1 D., Ph.D., Jeffrey . Crowley, M.D.
Charles Lynde, M.D., Ziad Reguiai, M.D E rol-Prospero F'r:“'us M.D., Ph.D
Eihab Alwawi, B.S., Nae "\l lostafa, Ph.D., Brett Pins h D.
Murali Sundaram, Ph.D_, Yihua Gu, M.5., Dawn M. Carlson, 1 D., M.P.H.
and Gregor 5.E Jemec, M.D., D.M.5c

» 2 napAaAAnAec peAetec dpaonc 3
» Tuxowomoinon 1:1 = 40 mg adalimumab eBdopadiaiwc vs. placebo yia 12 eBdopadec
» 2" neplodoc = adalimumab eBdopadiaiwe i kabe 2 efdopnadec n placebo yia 24 eBdopadec

» Mpwtoyeveg kKataAnktko onpuetlo =2 HiSCR50 (at least a 50% reduction from baseline in the abscess
and inflammatory-nodule count, with no increase in abscess or draining-fistula counts) tnv 12"

efdopada

» 307 aoBeveic otnv PIONEER1 vs. 326 acbeveic otnv PIONEER 2




A PIOMEER |, Pericd 1: All Patients B PIOMEER I, Period 1: All Patients .
— o — oo HiSCR50 week 12
= —0 Adalimumab weekly, N=153 = —- Adalimumab weekly, N=183
¥ g0 =0~ Placebo, N~154 ¥ 50 —@— Flacebs, N=153
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{Dateline] Waek {barseline] Wask
PIONEER Il (P<0.001).
C PIOMEER |, Period 2: Patients with Wk-12 Response D PIOMEER II, Period 2: Patients with Wk-12 Response
= Placebo, N=22 =i PFlacebo, M<31
= Adalimurnab every other wk, N=20 =i~ Adalimumab every ather wk, N=32
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periad 2e pericd ) 2 K'
imball et al, NEJM 2016
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Infliximab

> Off label Bepamneia

»>Movo uia placebo controlled peAetn

VIFX 5 mg/kg 0-2-6 weeks = apOuntikd vnAotepec alhd NS BeAtuiwoelc oto Hidradenitis
Suppurativa Severity Index (HSSI) vs. placebo petda ano 8 €Bs. Beparneiog

v'Opwe otatlotikad onpovtikd upnAotepec BeAtwwoelc oto DLQI vs. placebo

> MNpoormtik LEAETN KoopTnC 42 aoBevwy umto 7.5 mg/kg IV infliximab kaBe 4 6.
v'Physician Global Assessment (PGA) score 0—2 otn 12" eBdopadda

v Ao touc 17 aoBeveic pe avenapkn avianokpion otic 4 eBSopddec = tithomoinon d6onc 10 mg/
kg IV infliximab oénynoe o¢ enitevén PGA 0—-2 oto 50% twv acBevwyv

VYPnAdtepeg O0ELC amapaltnTec?

Grant et al, ] Am Acad Dermatol 2010
Ghias et al, ] Am Acad Dermatol 2020




Secukinumab

»Anti-IL-17A

»>NAocoAoyla = 300 mg kabe 4 eBdopadec, pe Suvatotnta TItAomoinong otig 2
eBdopadeg

> MU0 paonc 3 peAetec 2 SUNRISE & SUNSHINE

»>AoBeveic pe petpla mpoc Papta HS eAaBav secukinumab 300 mg kabe 2
eBfoopadec vs. Kabe 4 €B46. vs. placebo yia 16 eBdopadeg

> Npwtoyevec KaTaAnKTko onpeio = HiSCR50 at week 16

»>Daon enektaonc Ewe 52 eBdouadec

Kimball et al, Lancet 2023




Secukinumab in moderate-to-severe hidradenitis .
suppurativa (SUNSHINE and SUNRISE): week 16 and week 52 Cluster Analysis

results of two identical, multicentre, randomised, placebo- Kaitepn aT[OTE}\EthOLTLKOTI‘]Ta TO,U SEC
controlled, double-blind phase 3 trials 300 mg / 2 weeks ouc Baputepe

I
TIEPUTTWOELC
Alexa B Kimball, Gregor B E Jemec, Afsaneh Alavi, Ziad Requiai, Alice B Gottlieb, Falk G Bechara, Carle Paul, Evangelos | Giamarellos Bourboulis,

Axel PVillani, Andreas Schwinn, Franziska Ruéff, Larisha Pillay Ramaya, Adam Reich, Ines Lobo, Rodney Sinclair, Thierry Passeron,

Antonio Martorell, Pedro Mendes-Bastos, Georgios Kokolakis, Pierre-Andre Becherel, Magdalena B Wozniak, Angela Llobet Martinez, Xiaoling Wei,
Lorenz Uhlmann, Anna Passera, Deborah Keefe, Ruvie Martin, Clarice Field, Li Chen, Marc Vandemeulebroecke, Shoba Ravichandran,

Flisa Muscianisi

Lancet 2023; 401: 747-61

SUNSHINE: 45% versus 34%, P = 0.0070 SUNRISE: 42% versus 31%, P =0.015
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3 50- | o . o se S
T . . - e
% 40 = l,::l “' = _)__-".-_ - l:::’l
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t 304 __Fd_,_,'/. —— Secukinumab every 2 weeks group N /, ’./‘
E 0 — —— Secukinumab every 4 weeks group .
— Placebo group ®
104 -——- F'Iacebo—secukinumabeverylweeksgroup _ J,-’f
---- Placebo-secukinumab every 4 weeks group
0 T T T T | | | T T T T 1 1 T T T T T | T T T | T 1
02 4 8 12 16 20 24 28 32 36 40 44 48 52 0 2 4 8 12 16 20 24 28 32 36 40 44 48 52
. Time from baseline (weeks) Time from baseline (weeks)
Number of patients
Secukinumab 181 181 181 181 181 158155 158 154 145 139 134 137 135 117 180 180 180 180 180149 162 157 150 153 146 149 147 152 137
every 2weeks group
Secukinumab 180 180 180 180 180 155150 150 152 148 139 130 137 133 128 1B0 180 180 180 180150 156 155 154 140 137 133 136 130 127

every 4weeks group

Placebo group 180 180 180 180 180 183 183 183 183 183 .

Placebo-secukinumab P . - . 75 B0 79 77 76 75 71 71 69 58 - 66 69 74 76 71 68 &5 65 69 64
every 2weeks group
Placebo-secukinumab - - - -~ 74 8 78 B0 74 78 75 75 69 71 - . . . 70 B1 78 78 72 67 66 67 67 6%

every 4weeks group




BrJ Dermatol 2024; 190:836—845 P’JD
httpsy/doi.org/10.1093/bjd/ljac098 British Journal of Dermatology
Advance access publication date: 12 March 2024 Clinical Trial

Secukinumab in patients with moderate-to-severe
hidradenitis suppurativa based on prior biologic exposure:
an efficacy and safety analysis from the SUNSHINE

and SUNRISE phase lll trials

Christos C. Zouboulis®,' Thierry Passeron,2? David Pariser,* Magdalena B. Wozniak,®
Xianjun Li,® Lorenz Uhlmann,” Iryna Lobach,” Angela Llobet Martinez,” Shoba Ravichandran,®
Ivette Alarcon,” Annamaria Offidani,® Maryam S. Alam™ and Pedro Mendes-Bastos"

{El) Biologic-experienced: HISCR {b) Biologic-naive: HISCR
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BrJ Dermatol2025; 192:629-640
https://doi.org/10.1093/bjd/ljae469
Advance access publication date: 29 November 2024

Long-term efficacy and safety of secukinumab in
patients with moderate-to-severe hidradenitis
suppurativa: week 104 results from the SUNSHINE
and SUNRISE extension trial

Alexa B Kimball," Falk G Bechara,? Aysha Badat,® Evangelos J Giamarellos-Bourboulis®,*
Alice B Gottlieb,” Gregor BE Jemec,® Ziad Reguiai,” Axel P Villani,® Ivette Alarcon,?

Amita Bansal,? Francesca Gasperoni,® Ruvie Martin,” Bertrand Paguet,® Lorenz Uhlmann,?
Hichem Zouater,? Shoba Ravichandran'® and Afsaneh Alavi"

SECQ2W-R-Q2W vs. SECQ2W-R-PBO SECQ4W-R-Q4W vs. SECQ4W-R-PBO
100
+ CENSORED + CEMSORED
80
80—
70—
— B0
B'E + -H-HH
o 50—
(@] +H
-
40—
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20— +
104
D_
Mumber of evaluable patients
SECQ2W-R-02W 136 a7 83 74 67 60 56 i
SECQZW-R-PBO T 52 41 k) 33 26 26 0
SECQ4W-R-Q4W 121 89 76 69 62 a7 56 Q
SECQ4W-R-FBO 63 43 32 28 25 24 22 a
[ I I I [ [ I I I I I I 1 | I 1
1 B& 142 198 254 310 352 400 1 86 142 198 254 30 352 400
Time (days)
SECQEW-R-Q2W SECQ2W-R-FBO SECQAW-R-Q4W — — — SECQ4W-R-FRO

Primary endpoint not

met

Estimated risk reduction

for LOR > 13%
(SECQ2W-R-Q2W VS.
SECQ2W-R-PBO; one-
sided P = 0.25)

30% (SECQ4AW-R-Q4W
vs. SECQ4W-R-PBO; one-
sided P = 0.04).




Bimekizumab

»>Anti-IL-17A/ F
»>QAVo ¢paonc 3 BE HEARD | & BE HEARD Il trials — 48 eBdopadeg
»2:2:2:1 - bimekizumab 320 mg every 2 weeks; bimekizumab 320 mg every 2

weeks to week 16, then every 4 weeks to week 48; bimekizumab 320 mg
every 4 weeks to week 48; or placebo to week 16, then bimekizumab 320 mg

every 2 weeks.

>MNpwtoyevég kataAnktiko onpeio HiSCR50 week 16

Kimball et al, Lancet 2024




Efficacy and safety of bimekizumab in patients with
moderate-to-severe hidradenitis suppurativa (BE HEARD |
and BE HEARD II): two 48-week, randomised, double-blind,
placebo-controlled, multicentre phase 3 trials

Alexa BKimball*, Gregor B E Jemec*®, Christopher ] Sayed Joslyn SKirby, Errol Prens, John R Ingram, Amit Garg, Alice B Gottlieb,
Jacek C Szepietowski, Falk G Bechara, Evangelos ] Giamarellos-Bourboulis, Hideki Fujita, Robert Rolleri, Paulatsya Joshi, Pratiksha Dokhe,

Edward Muller, Luke Peterson, Cynthia Madden, Muhammad Bari, Christos CZouboulis

Lancet 2024; 403: 2504-19

A BEHEARD I: HiSCR50 {OC)
v Bimekizumab 320 mg/ 2w vs. placebo 100 i
- 23 uPnAotepo HiSCR50 (BE HEARD I: T
48% vs. 29%, P = 0.0060; BE HEARD II: | |
52% vs. 32%, P = 0.0032)
v' HiSCR75 bimekizumab 320 mg/ 2w vs. |: 1}
4w vs. placebo BE HEARD | (33%, 25% ’ Tt
versus 18%) & BE HEARD Il (36%, 34% o AR 00
versus 16%) f g0
v Aatripnon & BeAtiwon | “ s P
amnoteAeopatikdTnTag 48w ; 7 .j%fus
v BE HEARD extension study = HiSCR50 |~ .44 e
(85%), HiSCR75 (77%), HiSCRI0 (58%), °
& HiSCR100 (44%) 96w o€ aoBeveig BENENRD (1)
uTto open label bimekizumab B

Maintenance treatment
period

639% s
C0.3 4L0% | e s I:.v.r -L%
62w 421% | e — S e e
.8 38.3% ! H I LB2%

i y 3 ,
| n=07 ,;/ P/ =132 | n=109
i n -‘5-6 - '.,-ffi' ___lj_l_""* n=.1§§ ; n- El
P n=44 /__,.-0 : =133 | n=107
| n=104 i ! n=70 ! n=110

N A S U I P N N U R
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T T I T T T T T T T |
4 8 12 16 20 24 28 32 36 40 44 43
Time since randomisation (weeks)

—— Bimekizumab 320 mgevery  —&— Bimekizumab 320 mg every

2 weeks untilweek 16 and then
every 4 weeks until week 43

BE HEARD | {n=146)

BE HEARD Il (n=146)

B BEHEARD II: HiSCR50 (OC)

Initial treatment
period

Maintenance treatment
pericd

D BEHEARD II: HiSCR75 (OC)

Time since randomisation (weeks)
-~ Bimekizumab 320 mg every  —#— Placebo until week 16 and then

4weeks until week 48
BEHEARD | (n=144)
BE HEARD Il {n=144)

bimekizumab 320 mg every
2 weeks until week 48

BE HEARD | (n=72)

BE HEARD Il (n=74)




Apremilast

Table 5 Clinical studies on the use of apremilast in hidradenitis suppurativa.

Indication

Study design
(no. of patients)

Intervention and duration

Efficacy

AEs

Remarks

Vossen et al, 2019"
(moderate HS)

Kerdel et al_, 20197
(mild—-moderate HS)

Weber et al., 20178

RCT (n = 20)

Open-label
study (n = 20)

Case series
(n=19)

Placebo-controlled trial,
APR 30 mg twice daily
(n = 15) or placebo

(n = 5) for 16 weeks

30 mg twice daily
for 24 weeks

20 mg twice daily
for 5-9 months

Significant reduction
in lesion count
(—2.6, P=0.011),
MRS for pain

(—2.7, P=0.009),
and itch (—2.8,
F=0.015) in APR
group compared with
placebo

30% reduction in
HISCR achieved in
65%

of patients at Weeks
16 and 24.
Improvement

in Sartorius score
from 35.6 to 13.9
(P = 0.001),

PGA score from 2.7
to 1.6 (P < 0.01),
WAS pain

score from 27.6 to
10.9 (P =< 0.05), DLQI
score

from 116 to 5.4

(P =0.01)

3 dropouts.
Improvement in VAS
(from 7.17 to 2,

P = 0.026), Sartorius
score (from 73.17 to
56.17,

P =0.028) and DLQI
(from 21.33 to 9.33,
F=0.027)

38 mild-moderate
AEs in APR group
compared with 11 in
placebo group
(P=10.514)

9 patients, mild

5 patients, mild

APR is effective in
moderate HS

APR is effective in
mild-moderate HS

APR is effective in
moderate—severe HS




Anti-1L-1
» Anakinra

v Double-blind placebo-controlled RCT in 20 HS pts 100 mg anakinra vs. placebo 12 weeks & FU
24w

v' DLQI decrease scores (p = 0.02)
v" Time to new HS exacerbation (p=0.01)
v' Open-label trial of 5 patients with moderate to severe HS treated with anakinra 100mg QD for 8
weeks, followed by 8 weeks off-therapy = Sartorius score p=0.024 & DLQI p=0.046

» Lutikizumab (anti-IL-1a/b dual-variable-domain immunoglobulin) = phase Il positive results,
Phase lll is ongoing (NCT05139602, NCT06468228)

» Bermekimab (anti-IL-1a) phase Il positive results, further pending

Tzanetakou et al, JAMA Dermatol 2016; Leslie et al, ] Am Acad Dermatol, 2014; McCarthy, Annu. Rev. Med. 2025



Other 11.-12/23-17

» Ustekinumab

v Effective in several case series, case reports, and a small pilot study, many of whom had
previously failed in ADA, IFX

v'A meta-analysis of ten studies showed a pooled response rate of 67% (95% Cl 0.57-0.76).
(Mason et al, Dermatol Ther 2024)

» Brodalumab (anti-IL-17A) = Evidence includes small trials and case reports

» l1zokibep (synthetic ligand trap anti-IL-17A) = Phase 3 trial revealed that 40% of
patients on izokibep achieved HiSCR75 by week 16, a notable improvement over the
20% on placebo

» Sonelokimab (nanobody that selectively binds to IL-17A and IL-17F) phase 3 study first
positive results (16 weeks)

Ye et al, Dermatol Ther 2022; Guermazi et al, Arch Dermatol Res 2024; Alavi et al, Br ] Dermatol 2024 ; Garg et al, Dermatol Ther 202




JAK and SYK Pathway

Follicular occlusion HS lesion tunnel formation
and rupture and tissue destruction
,'/v /;
—— ~ ——a ;_;

IFN-y IL-2 IL-9

IFN-0 IL-12 IL-4 IL-13 IL-10
IL-23

IL-6

SYK inhibitors

« Fostamatinib

JAK inhibitors o~
* Tofacitinib (JAK1/JAK2/ j
<+=5———5—1 JAK3 inhibitor)
* Baricitinib (JAK 1/JAK2
(2 inhibitor) PLC BTK

$ 3 s
4 N « Upadacitinib (JAK1
g '? % inhibitor) & : (IP3 J k} PKC
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Heidari et al, International
Immunopharmacology 2024

B cell and plasma cell




JAK Pathway

Ackerman et al, ] Am Ac Dermatol 2025
HiSCR

Pain NRS30
i A14.7 (Nominal P = .087)° i A 2.2 (Nominal P = .421)°
»Upadacitinib 7 assee o 1 [ases )‘
\040— 40-
v'Phase 2 study = 30 mg Upadacitinib vs. placebo 12w g3 ] I .
B2

Patients, %

v'blind extension 15 mg vs. 30 mg till week 48

201

104

] UPA  Historical In-Trial o
»Tofacitinib

30 mg PBO PBO

UPA  Historical In-Trial
30 mg PBO PBO

v'One small clinical trial (5 cases) with Down syndrome and case reports
v'A pilot study = 29 patients with moderate-to-severe HS.

v'Tofacitinib (5—10 mg twice daily) for 6 months, with regular clinical assessments.
Treatment response was assessed at 6 months in terms of the proportion of patients

achieving > 55% reduction in the International HS Severity Score (IHS4) (Karakkattil et al,
Br J Dermatol 2025)

»Baricitinib case reports

Heidari et al, International Immunopharmacology 2024; McCarthy, Annu. Rev. Med. 2025; Garg et al, Dermatol Ther 2025




JAK and SYK Pathway - Investigational

»Povorcitinib (JAK-1)

v'Phase 2 study and first positive phase 3 results . Two phase Ill trials to further assess
the efficacy of povorcitinib are ongoing (NCT06212999, NCT05620836).

»Fostamatinib (SYK) 1 study 20 cases, a small phase 2 trial
»Ruxolitinib (JAK-1/2) topical (Schell et al, 2025)

»Brepocitinib 45 mg (a JAK1/TYK2 inhibitor) = Phase 2a, double-blind, parallel-
group trial vs. Other molecules vs. Placebo - %HiSCR at week 16 51,9%

Alexa et al, NEJM 2025; McCarthy, Annu. Rev. Med. 2025; Garg et al, Dermatol Ther 2025




Other Investigational Treatments

»>BAFF inhibitor lanalumab currently under early clinical development for
HS (NCT03827798)

>IL-36 receptor inhibitor spesolimab (NCT05819398)

v'proof of concept study good first results Numerical difference, good safety)

vBruton’s tyrosine kinase inhibitor Remibrutinib = promising efficacy
results from phase 2 trials & recently began phase 3 evaluation
(NCT06799000)

Garg et al, Dermatol Ther 2025




*  Ankylosing spondylitis

*  Psoriatic arthrifis

*  Rheumatoid arthritis

* Inflammatory howel disease

* Frequent Candida infection
* Uvyeitis

* Childbearing intention

anti-TNF-o drugs
Adalimumab

Moderate to severe HS

Presence or risk of the specified
common HS comorbidity

Presence or risk of the specified
infaction or disorders

Patent's preferences

Ankylosing spondylitis
Psoriatic arthritis

Lupus
Demyelinating disease

Rare applications

anti-IL-17 drugs
Secukinumab, Bimekizumab

Sabat et al, Lancet 2025
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