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Guias Europeas 2025 AEDY

’ . , European guidelines 2025
Treatment algorithm for inactive (non-

inflammatory) HS Active (inflammatory) HS
v | i
: . Mild Moderate Severe
Inactive (non-inflammatory) HS IHS4 1-3 IHS4 4-10
' \ Should be recommended j
Tetracyclines p.o. 7
Hurley stage | Hurley stage Il Hurley stage lll May be considered 1stline
Clindamycin 2x300 mg/d p.o. -
Acitretin 0.25-0.50 mg/kg/d p.o. 1 Scarring folliculitis
May be considered Hormonal antiandrogens 3rd line Females with hyperandrogenism/PCOS
Hair removal in typical HS areas by light sources (LASER, IPL) Metformin p.o. - Metabolic syndrome, diabetes mellitus

May be considered May be considered
Should be recommended Clindamycin 1% gel/lotion/cream &l Ertapenem 1 g/d i.v. 3rd line
Incision and drainage Resorcinol 15% peel 2x/d 1st line
Deroofing Intralesional triamcinolone 10-40 mg/ml
Excision of localized soli draining tunne Zinc gluconate 90 mg/d p.o. 2nd line
o -y " PDT 3rd line
Dapsone 25-200 mg/d p.o.
::','iﬂ';, Zouboulis CC et al. J Eur Acad Dermatol Venereol 39:899-941, 2025 MH

Adjuvant treatment
Should be recommended
Cessation of smoking
Could be recommended
Weight reduction
May be considered

—



Guias Europeas 2025 AEDY

European guidelines 2025

Active (inflammatory) HS
. ! .

IHS4 1-3 IHS4 4-10 IHS4 >11

Should be recommended
Adalimumab 40 mg/week or 80 mg/every 2
Secukinumab 300 mg every 2 or 4 weeks s 2nd line
Bimekizumab 320 mg every 2 weeks s.c. fol

and every 4 weeks s.c. thereafter

Could be recommended

Clindamycin 2x300 mg/d / Rifampicin 2x30! 1st line
Infliximab 5 mg/kg every 8 weeks i.v. 3rd line
May be considered

Clindamycin 3x600 mg/d over 5 days i.v. 1st line

Adalimumab biosimilars

Brodalumab 210 mg/every 2 weeks s.c.
Povorcitinib 15-180 mg/d p.o.
Upadacitinib 15 mg/d over 4 weeks p.o. 3rd line
Spesolimab 1200 mg/every 2 weeks s.c.

CAd{':\t':"t treatme:td Ustekinumab 45 mg/week s.c.
ou recommende :
Weight reduction, cessation of smoking Af‘ak"!ra 100 mg/d s.c. AT
May be considered Biologics/other agent combination
Psychological intervention, certain systemic analgesics Ciclosporine 2-6 mg/kg/d Reserve

,,A.:'; ’ Zouboulis CC et al. J Eur Acad Dermatol Venereol 39:899-941, 2025 MH




AEpu

* Mantenemiento del tratamiento bioldgico
previo a la cirguia

ANTI-INFLAMMATORY THERAPY MAY HELP
OPTIMISE CONDITIONS FOR SURGERY

Reduce inflammation — potential to better define surgical margin
Lower edema, swelling, etc.

Reduce flare after surgery

Effective therapy for wider lesions (beyond surgery site)

0 Good safety profile — does not interfere with surgery or its outcomes

Surgery improves biologic therapy outcomes

Adalimumab in conjunction with surgery compared with adalimumab monotherapy for
hidradenitis suppurativa: A Randomized Controlled Trial in a real-world setting

Objective: To compare the clinical effectiveness of adalimumab combined with surgery vs adalimumab
monotherapy in patients with moderate to severe hidradenitis suppurativa.
Results: Thirty-one patients were included per arm
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Follow up time Baseline 3 months 6 months 9 months 12 months

Fig 2. The differen Follow up time

time. Hlustrated in

radenitis Suppur. Severity S¢

irativa Seve ore System over
01 **P < 001. JHS4, International Hidradenitis

Fig 3. The difference in change in Dermatology Life Quality Index over time. Hlustrated in

Suppurativa Severit mean with SE. *P < 05. DLQI, Dermatology Life Quality IndexDermatology Life Quality Index

aslen In conjunction vith sur notherapy for hidradenitis suppurativa: A Randomized Controlled Trial in a real-world setting. | Am Acad Dermatol
22.2023.04.034. Epub 2023 Apr 27. PMID: 37116615,




Cirugia AEpy

EN CONGRESS
DV Secukinumab and surgical safety

Effectiveness and safety of secukinumab in combination with surgery in the
treatment of Hidradenitis Suppurativa (HS) in clinical practice

Hidradenitis Supurativa

Sofia Moreno?, Antonio MartorelP, Cristino Cludad-8lanco’, Irene Sénchez*, Fernando Alfageme*,Sofia Haselgruber®, Alejandro Molina-Leyva®, Rosa Fornons®, Verdnica Moro’, Heleno Escold®,Gemma MartP®, Rafoe!
Fayos®, Begofia Escutia®, Patricia Garbayo-Salmons®™, inés Gracia-Darder'', Joan Garcias'’, Rafael Aguayo'’, Sonia de la Fuente'”, José Carlos Pascual'®, Emil Masferrer', Oriol Corral'', Carolina Ferndndez Quiroga™,
Pablo Ferndndez-Crehuet?’, Joon Ceravalls™, Jovier Melgosa®, Pedro Navarro™, Eve Vilarrasa

On behalf of the Spanish Group of Hidradenitis Suppumllva

orio Maraén Hospital, *Puen Hospital, *Virgen de los Nieves Hospitol, *Beilvitge Hospital, ’Germans Trias | Pujol Hospital, *Hospital dei Mor, *Lo Fe Hospital, '*Pare Tauli Hospital, “'Son Esposes
|, "Lozono Biesa Hespita, **General University Hospitol of Alicante, *Mutua

Table 3. Results in effectiveness and safety in intervened group - Po1 00 High efficacy and safety of Bimekizumab combined

‘Sont Pau Hos;
Hospital, “Arnou de Vilanova Ho:

2 : : e ; s Bimeklzumab and surgical safe
Time from start of secukinumab until surgery, months, median (1QR) "o 4 7(4-11) with surgery for hidradenitis suppurativa: Findings from a g ty
nterven
. o Nerodesms Jupurstiva
Pre-surgical IHSA, average < SD oo for 37 mervertors 1077:7.18 Inour s« multicentric study
= 2 Interventions interven
Post-surgical IHS4, average + SD ™ S2arvasions 5.29 +5.90 ied
carried ¢
Time until complete h g, days, average + SD ~data for B0 interventions 37.54 + 19.16 procedu Hurley stage at the surgical site N° lesions in the surgical Excised area (cm2)
Patient satisfaction, VAS, average + SD "dets for 45 interventions 6.53 + 2.88 There v . —
Local recurrence, n (%) *@ts for 57 interventions 12 (12.37%) characte .
Time from surgery until recurrence, months, average + SD 5.7+4.76 T:’enw'! Time to complete wound healing
e adjuvant
Adverse events, n (3) *da for 100 imerventions 20 (20.00%) ) . . s ¢ r ¢
. wound ¢ e — A ; :
Follow-up time, months, median (IQR) “det for 88 interventions 10 (4-18) : 5 ‘ x .oa
Likewise
satisfact| are 010 baseire Sflarecas betamen cpersbes and ron Spersed petants
Mothods Rewage: the arter sty verg 12 SEarent, Posgrte s with o dolow o) parsed of &8 weet & ADE 1 patents sex eaneg bemet. ot ats rderwe
b X Type of procedure  Surgical adjuvant Type of closure Surgical recurrence Satisfaction with the
O T Tevuw s ———
teatment surgical procedure (VAS)
Rosutty: A ko of T8 palonts were nchaond Al Dasetne. mean 508 (SD) of B whoke coort was &8 52 (13.7) years, B fmale-10-mae rato was 1524, moan & Wp——
was 267 (3.2) Hustey stage I was present in 60% of patients and the mean baseine M54 score was 24.14 (13.51). Thinty-fve surgeries were carvied out
. The combination of secukinumab with surgery in clinical practice € e v o cesan 0n 0201 e 20 bimokizumab herapy Al intorventions wers portormed on henels wide excision in 13 (37.1%) & ey ). T
p perative d healing process. x STEEP In 22 Lawions were maknly placed in he axila (14, $0%), Inguino-gental ares (13, 37.1% - S — e
. Both adverse effects and local recurrences were few, and patient si  «s mortared duing Feo sl prooedurn 1 o cases (1000 Maan pot surgeal HE4 Socrased m 10428 80 85 1R ped 007 amang e shenen |
Patonts o week 48 (a5 CUserved Gata) Repcrind sdverte everts SMOCed w Brperny eero wcommon (S 14 2% ckudng pan (3 14 2%) and post <perat i
Dleedng (3. 8.5%) Likewise. local recumences weee iInfroguent (2. 5.7%) No cases of ocal infection were cbserved. Mean wound healing Sme was 3.2 weoks & “——— M )
patert satafacton e surgery was 6 8 (VAS scale) There mere nc sgndcant dfierorces botacor the ntormened #nd aon rlerenod Foncs rogardng basc = - {
haraclenstics except for DM percentage of cbese patents was statstcally higher in operated patients Pan In nonoperated patients (B18% vs WY —
rONOctvery e 0 02) In trma of SaN0Mne 31030 Lvert; PILErts PO (NARrArt LIDBCY WOWSS & Pagher Dercartagn of Mutey 1| compared o Bose who oy L
ot (TE.2% vs 52.54% § « 0.04) Likowine, o sumber of provious Systemic Featments was aiso higher among patients Pt regured sugery: 206 (0.17) v 1
0.27) respectively, ps 0003 Boh proups showed & marked Secrease i IS4 Mer 48 weeks of Dimehizumab trestment Daseline IS4 was 245 (18) in
Dimehisumat monclerspy roup (ne 56) va 23 (2.8) in bimekisumat combined with surgery (ne 22), pe 2 51, Al 48-week. mean M54 was 7 (12) va 5.9 (1.8), pe

) 21 Mttty (B8 CUAONeS AME| No SPErental BOmrse Everts wert reponed N eiher Fou

Conclusion: Bimekizumab demonstrates remarkable efficacy and safety in the treatment of hidradenitis in clinical practice. The use of
combined surgical approach is common in this setting and offers greater effectiveness, together with a good safety profile and an
adequate postoperative wound healing process




Técnicas de imagen AeDy
Highlights

La ecografia puede reducir las recurrencias tras la Resonancia magnética
cirugia B

Considex MEL. Placas marronaceas induradas

EA CONGRESS The integration of ultrasound-guided margins in HS surgery offers
DV a promising opportunity for improving clinical outcomes
Study design Ultrasound-guided surgery can reduce
Prospective study involving consecutive patients who underwent surgical the recurrence rate in HS su rgeries
intervention at the hospital of Manises
Perioperative ultrasound assessments were employed to precisely 100% no recurrence in a mean follow-up of 22,23 months
delineate the surgical margins for HS lesions
The primary outcome was the evaluation of the recurrence rates over Clinical safety margins
a minimum follow/up period of 1 year Recommended  Mesn  Mesnskin  wwaes  depend on the anatomic area:
Clinical margin®  Uirasound  respected  normal tasue
[ chorscteristics | T piind pesieaus * 2 M for axilar, groin, and
Surgical procedures N=110 S —y genital areas
Sex (male/female) N=70/N=42 e « 3 cm for cervical or trunk
Average age (years) 4322 Jem  110em  08cm . areas
Lesions. 2em 125cm 75 em « 4 cm for gluteal lesions
Axillary N = 35 (median size 8,18 cm x 4,46 cm) “on 270 13em s
Groin N = 36 (median size 8,48 cm x 4,84 cm)
Genital N = 2 (median size 5,65 cm x 5,60 cm) s f M5 frae marginn
Gluteal N = 30 (median size 16,49 cm x 6,81 cm) **Other arees include cervical and sbdominal surgeries
Abdominal N = 9 (median size 20,31 cm x 7,35 cm) The ption of surgi iq with gins as
the ul d-guided surgery b imp ive to
Poster 237. Martorell A, et al. Clinical precision in hidradenitis suppurativa lesion excision a prospective study of 110 cases utiizing recurrence rates while preserving the maximum amount of
ultrasound/guided surgical techniques. Presented at the 13th Conference of the European Hidradenitis Suppurativa Foundation normal skin tissue, offering the best aesthetic resuit
@V (EHSF) Lyon, France, 07-09 February, 2024

+ Perianal tunnels




Pruebas de imagen: Elastografia AEIW

El objetivo de este trabajo fue evaluar a 41 pacientes con hidrosadenitis supurativa mediante elastografia.
Objetivo: comprar la rigidez del trayecto fistuloso con respecto a un adrea control adyacente y analizar cémo estos hallazgos

se relacionan con las caracteristicas clinicas

EN CONGRESS

‘EA CONGRESS DV
DV 3 Radiologist
Results N=41 pacientes

Material - Method

* USG assessment: Lesion size, Echogenicity, Stiffness were * The median fistula stiffness was 64.2 kPa vs

control 21.8 kPa -> significantly higher (p<0.001)

) m * No correlation with disease severity (IHS-4, Hurley) e e
: (a1l p>0.05)

| * No effect of biologic therapy on stiffness (p>0.05) I

* No differences across anatomical locations

evaluated.

* Comprasion: fistula tract vs adjacent control area were

analyzed.

* Also AkPa is definied as the difference between fistula

and the control tissues stiffness values was calculated

* Association between elastographic findings - clinical

features (p>0.05)

Ultrasound: Mindray Resona R9, China with a 15-3 MHz
high-resolution

L a elastogrdfia refleja una caracteristica
propia del tejido fistuloso, independiente de

estos factores

—




Modificacion de enfermedad AeDy

* HS progression is structural: once tunnels form, damage is

hard to reverse.
* Current biologics # cure: they reduce inflammation and

. - - Combine to win \
shrink tunnels, but tunnels persist

* True disease modification = tunnel prevention (not just u-mmu T —_
flare control) dysfunction/epithelial Acute inflammation Fibroblast IL-6 / IL-11
stress
Comedone (Early) Nodule / Abscess (Inflammatory) Tunnel (Chronic)

* Early matters (hypothesis): intervening before tunnels
likely improves outcomes - needs prospective proof O O O
* Clinical improvement
* Tunnel prevention
* Molecular studies ++++
* Prevent ? Identify population at risk ?

Ufestyle (smoking J, weight J, friction J,, microbiome, mental health)

Biologics (TNFI, IL-17A/Fi; £ IL-11 in trials)

Surgery (remove tunnels)

* Beyond inflammation: target keratinocyte dysfunction /

and fibroblasts

* Combine to win: Biologic + surgery + holistic care
(smoking cessation, weight, friction, microbiome, mental
health)

—




Modificacion de enfermedad

Early treatment ?

Surgery

Incision, De-roofing - Massive

Based on a model
of disease

progression in
Crohn’s disease

=

é“

K Window of opportunity

&

3

o

o Abscess
]

o Nodule

”

Functional impairment

ion, Skin Graft

Biologics

Skin tunnel

Scar

AEpu

Biologic agents reduce tunnel-associated inflammation

Paeudo-
psoriasiform

epithelial
hyperplasia

1 K67
Koratinocytes

282 )
\, Trans-epithelal

¢ migration of PMNs

5353~ o ssse CXCL8
o8 Soms | ILI7F .4/;
107287 208457 IL17A
nw B cxcLt
1268+ nw- IL7c /
s 53 IL36A
| | 504 PR L1
179 IL36G
[ | -17a8 S 1L36RN
s -1 ccL20

s
Healthy Control HS Epid:

jermis  HS Tunnel

Disease onset Diagnosis Early disease

Figure adapted from ref 1. 1. Martorell et al. Actas Dermosifiliogr. 2016;107:32-42. 2. Kokolakls et al. Dermatology. 2020;236:421-30,

Late disease

Dermal
Tunnel

Gene expression profiling
identifies HS clusters on
the basis of presence or
absence of tunnels

Non-Lesional
HS Skin

HS Skin
With Tunnel

_ Trans-apithelis!
Qigration of PMNs

CXCLY and
CXCLB graamnt

keratinocyte-derived factors
S100A7, S100A8, S100A9, and LCN2
Antimicrobial factors

DEFB4 and IL26

Neutrophils chemotaxis

CXCL1 and CXCL8
Proi tory cy

IL-18, GZMB, IL6, IL12B, and IL36a, IL-
17AICIF

B-cell-associated cytokines and chemokines®
CD79A, TNFRSF13B, and IL20

*Only in Tunnels

Hestinap of supervised custerng of promflammistory medialors i besected speamens of HS sk Nuhuiadoaluns
CONMANIY SAMPIES 11O Neatlyy CONTOIS (1 5 6), EOKEIMIS/SUPErHC:Al s (n 5 8). 3nd deep dermis CoNtnIng
epithelialized unnels (n 5 8), Fold change (FCH) is shown relaive fo healthy cootiols (with *P < 05, P < .01, and =P «
001) AND RT-PCR

Biologics reduce tunnel size and
inflammation, but tunnels persist !




Modificacion de enfermedad AEDY

Hit strong — Hit early: evidence ?
Limited drug survival of biologics reflects ongoing disease progression despite treatment

[_asowen | 1047 years |
. (a)
o X A= 1
g © z - Adali: b
i 4 g
Weeks : g o
s
; e b 2
| S S ;" H
A= o . . M% a
i / /‘/‘/ g g
1% " & ®
. L .. =
- E
3
o
* HS patients with shorter disease duration are associated with increased rates of positive responders
* Adalimumab
* Secukinumab Ada: =45 Adan =18 Ada:n=10
IFX:n=21 IFX: n =17 IFX:n=13

* Bimekizumab

Treatment duration (months)
* Limitations
¢ |Indirect data Marzano et al. Br J Dermatol. 2021

g ne Haselgrub t al. D tol Ther. 2024 . . . .
*  No pathogenesis link to date Siktiral & S Actox Bmrtorultitor. S01E Prens LM et al. Brit J Dermatol 2021 Inflammation is slowed, but progression continues
*  Which target ?

* Tratamiento precoz: Los pacientes con una menor duracion de enfermedad tienen mayor respuesta al
tratamiento bioldgico

» Supervivencia del tratamiento: La superviencia de los tratamientos bioldgicos en HS reflejan progresion de la
enfermedad

—



Modificacion de enfermedad

AEpu

Early target ? Before the lesion: keratinocyte dysfunction

Keratinocytes from HS patients are associated with increased
production of pro-inflammatory mediators

 w——__ S .. .
—_— —
[1 ® e 128
3 8. B o —Sgs
" . -
i LR -
. - 12 . "
3 . 2. ¢ - 2" .
- & 3 ® g *
H ®e 16 — 'o":." .
¢ v ' .
Hs L Hs HOD 8

HS-ORS are associated with Type | interferon signature
following IFI16/STING pathway activation

* HS keratinocytes vs. healthy donors

- Pro-inflammatory profile

- Secretion of IL-1B, IP-10, CCL5 (RANTES)

- Both constitutive and after bacterial stimulation

* OQuter Root Sheath (ORS)

- ORS = external sheath of the hair follicle

- Type | interferon signature (IFI16/STING pathway)

Early IL-1 B production could be the link to IL-17A and IL-
17F overproduction in HS

[ Maratinocyns 0 ICON COMNMANTY £ 174 1| 177 cote 1 B Tont chomes
(Cotn i o & Comeurs. § Gransdesum. § Sooncmem and 5 Rlaneris chien

IL-1p

Hotz C et al. J Invest Dermatol. 2016
Orvain C et al. J Clin Invest, 2020
Kim J et al. JACI, 2024




Modificacion de enfermedad AEDY

Before the tunnels: tendrils as a key treatment target ?

tendrils i . .
| o e h,\* tend"'s » Histological structures
tendrils gkt | 2 & Ll 7 3
* cl * ~\ 5% j * « Pseudopod-like », « tentacle-like »
\ R SR 2 \l * Arising from the infundibulum of dilated hair follicles in HS
- ‘ = v l A > +: R .
© Vellus follicles } Terminal follicles K? pro lnflamrnator.y keratmpcytes
‘ - \ * Ki67+ hyperproliferative keratinocytes
* * hyperplasia of infundibular outer
sheath eplthelium — tendrils
Early HS ,esio" & Early Tendrils Tend.rlls display a pr.o-mflaml.'nato.ry, 'hyperprollfaratlve phenotype and
provide an entry point for microbial invasion
ode M s Ks+ | [* 7 Micfobiota pe
| M
tendrils —m f RN
2 ey -~:¢. o Ry .
A < a7z ‘\.\,_'. B RSN
tendrils A, A o & : LA
A A cyst }") o /
| ~ Extensive S| SN -
* . P o 7@;;«’
Tendrils develop early in the disease [ | o ‘K’ :
before rupture of the infundibular lumen. 2 AR
e $rson b | iRy S

Their growth does not require substantive inflammation to progress.

Dunstan RW, et al, Histologic progression of acne inversa/hidradenitis suppurativa: Implications for future investigations and therapeutic intervention. Exp Dermatol. 2021 Jun;30(6):820-830.




Tratamiento: alteracion hormonal

AEDy

* Fluctuaciones hormonales y modalidades de tratamiento en mujeres con hidradenitis supurativa

En la HS hay aumento de la actividad del receptor de andrégenos, lo
que favorece la inflamacion.

Muchas pacientes presentan exacerbaciones premenstruales (43—
63%), asociadas a la disminucion de progesterona antes de la
menstruacion.

La HS se relaciona con alteraciones hormonales como sindrome de

Hormonal antiandrogens

ovario poliquistico, irregularidades menstruales e

hiperandrogenismo.
* Limited clinical studies
* Combined OCP- Cyproterone acetate and oestrogens

* Progestogens induce/worsen a pre- existing HS due to
their androgenic properties

» Spironolactone & finasteride can be added for their
antiandrogenic properties (response: 40% - 85

Hormonal anti:

* Finasteride

* acompet
androgen

* 5mg, well-tole

* Improvement:
* insomec

Polycystic ovary sy
Menstrual abnorm
Signs of hyperandi
Upper normal/higt
androstenedione ¢
binding protein

Zouboulis CC, et al. JEADV 2025;39:899-941; Zouboulis CC, et al. JEADV 2020;34:1555-63; Seivright JR, et al. Dermatol Basel Switz. 2022;238(2):260-6; Collier VY, et al. |
doi.org/10.1016/.ijwd.2020.02.005; Vossen AR, et al. JAAD 2017;76(1):15-6; Perng P, Zampella J, Okoye G. Br J Dermatol 2017a;178(1):e13-4; Golbari N, Porter M, Kimball
Clin. Exp. Dermatol. 2020, 45, 464-465; Mota, F.; Machado, S.; Selores, M. Pediatr. Dermatol. 2017, 34, 578-583; Babbush, K.M, et al. Exp. Dermatol. 2022, 47, 86-92; Ran(
732-735; Kozera EK, et al. / International Journal of Women’s Dermatology 7 (2021) 664-671

* Spironolactone

» synthetic anti-mineralocorticoid with
antiandrogen/gestagen/oestrogen/glucocorticoid
effects; potassium- sparing diuretic compound

* Dosage, duration of treatment:
* no standard dose

* no enough evidence for recommendation
* 100 mg/day (50-150 mg/day)

Limitations of side effects:
» starting - 25/ 50 mg/day
» subsequently increased after a few weeks

* Responses: usually within 3 months

* Improvementin pain, inflammatory lesion count &
physician- assessed disease severity

* A positive effect on the quality of life




Mapeo de los paisajes inmunitarios tempranos en la hidradenitis supurativa mediante transcriptdmica espacial

integrada
AEDY

Early intervention in HS = KT8 (§3) YONSEI
1 5100A0
Early vs. Late stage HS 1 2 | AMPs
{ 1 g Stress keratins
| 1 [ C ot T17-response-enhancing
—— wwo cytokine
LG
I Early HS without dermal tunnels, TLS, fibrosis __ — CaROe
Is still enriched with inflammatory signals = kAT
I B KRT7S
S0xs
*+ Early HS enriched with transcripts associated with B cells, i o o .
cytotoxic T cells, Th17 pathway, and neutrophils gk g i et bk
2 g = e
‘,_._‘ COLBA3
| S— COL3AY
* Early HS epithelium and superficial inflammation f ey B-cell lineage markers
* AMPs, stress keratins, IL36G 1 L e Immunoglobulin transcripts
* Antigen presentation (MHC molecules) = ol
+ B cell lineage markers (CD79A, CD19) _ [ alind
Plasma cell transcripts (JCHAIN) = :f;.;-lg
* Early deep HS ~ Late HS inflammation L :Ls': Cytotoxic T cell transcripts
+ Cytotoxic T cell (CDSA, GZMK, GZMA) | = nn T17 cytokines )
* T17 cytokines (IL17F, IL17A, IL21, IL22, IFNG) sowwTLs "7'“'“;",:‘“9 ,‘3!’:°:'“°
+ T17 activating cytokines (IL23A) { LT PO :'":”hfl":"‘ 'n"’c':‘ .
Neutrophil enriched transcripts (MPO, CD177) — : ::1? T
Neutrophil chemoattractants (CXCL8) ( { ; oo
KATE3
covy
Epmetur ':';::_';_" Epeem ":::::::'

Febicse fpdermsl Dermal  Supericn Deep oo Deons




Mapeo de los paisajes inmunitarios tempranos en la hidradenitis

[ ] [ ] [ ] V4 [ ] [ ] [ ]
supurativa mediante transcriptomica espacial integrada AED"
Highlights
A Early stage hidradenitis suppurativa B
I &) YONSE!
. 'r:ma I Early HS inflammatory microenvironment
b \.’j . - differ between superficial vs. deep
....... H aw peed WS L. EESSESSREEES
: (S100A12/ SPRATA
1 « Dermal epithelium in early HS (PanCK+ ROIs)
Log, fokd charge ‘ ‘ * AMPs
* B cell lineage markers (CD19)
; * Neutrophil enriched genes (CD177, NAMPT, LCN)
E ) 1 9::’ P
: "[‘:a\ = >
{Cop {05 e @ SHAN * Superficial vs. Deep dermis in early HS
CC "?1'\:.:;‘ as
Y St is * Superficial dermis high:
BATF2 CORAMXBA! wm o mmewne-e----
o Nexcis * Immunoglobulin, B cell, plasma cell transcripts
Laguiod e * Deep dermis high:
e = * T17 cytokines (IL17F, IL21, IL22, IL23R, IL26, TNF)
i | * T17 cell-recruiting chemokines (CCL20)
I Hair follicle epithelium i — r._.( Ly u;u::
LD}i‘:‘;ﬂ“‘t-nu.LL A E=C
CO1 7Y ‘. DA T
Le 'n :‘.;‘:.‘is . . . . . .
e ettt neutrophil chemoattractants (CXCL1 and CXCL6) were
3 . - - higher in dermal epithelium




Mapeo de los paisajes inmunitarios tempranos en la hidradenitis

supurativa mediante transcriptomica espacial integrada AEI“,
Highlights

A Late stage hidradenitis suppurativa

I Late HS reveals full-thickness inflammatory ‘
microenvironment

Deep dermis inflammatory aggregate

IGHGA
v
IGHG2
»

1GKC
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4CD3A L

Log, kold change Log; foid change

* Both superficial & deep dermis in late HS showed increased expressions of:

* B cell marker (CD19, CD79A) & immunoglobulins

* Plasma cell-related transcripts (JCHAIN, CD38, CD27)
* T17 cytokines (IL17A, IL17F, 1L21, IL23R)

* T17 inducing transcripts (TGFB3, IL1B, IL6)

* Neutrophil-enriched transcripts (CD177, MPO, CSF3R)




Mapeo de los paisajes inmunitarios tempranos en la hidradenitis

supurativa mediante transcriptomica espacial integrada

1. Important concept regarding Th17 autoinflammation )
(independent of follicular occlusion paradigm, from the deep dermis)

2. Ongoing interest in pathogenesis of B cell and plasma cell in early & late HS

AMPs
IL-17A ( CCL20
| g ¢ i17F N @
' Neutrophil o911y
® Immunoglobulln Follicular }= ke
widening N eete L7
e s et S 116
cXcL e2 o .
CXCL6 b
o i . .
=7
S ilhe Neutrophil Bcell % .
exeu1s | Gt
CCL20
.o s 7’: & 2—;
<
=4 . 4
e 3 eets IL17A A
RN AMPs o
hrale L2 o
@ o cos 9% ®
Type-17Tcol © @ re T.u il
erta O
i s

Created with BioRender.com




Mapeo de los paisajes inmunitarios tempranos en la hidradenitis

supurativa mediante transcriptomica espacial integrada AED"
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On the horizon yONs I
What about B cells?

Contribution of plasma cells and B cells to hidradenitis suppurativa pathogenesis
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T.Patrch,) Margaret M, Lowe.* Richard €. Burney firey W Kodow

MM, van des Zoe,) * B and plasma cells are the dominant infiltrating leukocytes in HS as shown from CyTOF analysis
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Tratamiento: Agonistas GLP-1 y hidradenitis

AEDy

supurativa ek
Suggested mechanisms

responsible for
improvement in HS severity in
patients receiving GLP1-RA.

Los agonistas de GLP-1 pdrian mejorar la
severidad de la hidradenitis al modular
la inflamacion: reducen la expresion de
TNF-a y de citocinas proinflamatorias, e
inhiben la via del NF-kB.

Proinflammatory
cytokines

—



Obesidad y hidradenitis AEDY

Highlights
RESEARCH ARTICLES ] JU LY 22 2021 Katarzyna P, Kaleta: Georgios Nikolakis: Amir M, Hossini ©@; Ottfried Balthasar
Raifaliah Almansout): Aristeidis Yalopoulos: Jurgen Knolle: Anna Bogusiawska. Anna Wojas-Pelc:
. . * ° Christos €. Zouboulis &
Metabolic Disorders/Obesity Is a Primary "™
Dermatology (2022) 238 (2). 251-25

Risk Factor in Hidradenitis Suppurativa: An
Immunohistochemical Real-World Approach

Inflammatory marker expression by obesity and smoking status

e The level of IL-17R
expression is positively
associated with obesity
and smoking.

e Obese/smoking patients
may require higher anti-
IL17 doses in order to
adequately block
IL-17R.




Agonistas GLP-1 y hidradenitis supurativa AEDY

Research Letter

i Cite C Permissions ~» Metrics E Comments

Glucagon-Like Peptide-1 Receptor Agonists in Hidradenitis JAMA Dermatol

. Published Online: August 13, 2025
Suppu rat“’a doi: 10.1001/jamadermatol.2025.2723

Louise Gouvrion, MD'; Maia Delage, MD, PhD%; Axel P. Villani, MD, PhD3 ; etal

» Author Affiliations | Article Information
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Krajewski PK, Ztotowska A, Szepietowski JC. The Therapeutic Potential of GLP-1 Receptor Agonists in the Management of Hidradenitis Suppurativa: A Systematic Review of Anti-
Inflammatory and Metabolic Effects. J Clin Med. 2024 Oct 22;13(21):6292.




Tratamiento: Agonistas GLP-1 y hidradenitis

supurativa

AEpu

Liraglutide for the treatment of obesity amo
with hidradenitis suppurativa

Liraglutida en el tratamiento de la obesidad en pacientes con hi

supurativa

Joana Nicolau™ , Antoni Nadal®, Pilar Sanchis®, Antelm Pujol”, Lluis Masmiquel”
Baseline Liraglutide 3mg
for 3 months
BMI 39.3 35.6 p=0.0j
CRP 4.5 S p=0.(
Hurley p=0.0}
pLal p=0.0j

Methods: 14 patients started treatment with liraglutide for 3 months. 3mg daily
2 out of 14 {14.3%) were treated with biological agents

Nicolau J, Nadal A, Sanchis P, Pujol A, Masmiquel L, Nadal C. Liraglutide for the treatment of obesity among patients with hidradenitis suppurativa. Med Clin (B:
10.1016/j.medcli.2023.11.007. Epub 2023 Dec 2. PMID: 38044187.

JOURNAL ARTICLE
Semaglutide for weight loss in people with obesity as
an adjunctive treatment for hidradenitis suppurativa:
its impact on disease control and quality of life

Daniel Lyons =, Anusha Louly Nathan, Emily Pender, Gregg Murray, Conor Smith,

lom|

Brian Kirby, Rosalind Hughes  Author Notes

British Journal of Dermatology, Volume 191, Issue 4, October 2024, Pages 631-633,
https://doi.org/10.1093/bjd/ljae216

Table 1 Data from 30 patients with obesity and hidradenitis suppurativa before and during treatment with semaglutide

Before semaglutide During semaglutide Adjusted

Parameter treatment treatment 95% CI P-value
BMI (kg m2) 43.1 415 -2.04, 10.04 0.48
Weight (kg) 177 111.6 2.88, 9.29 < 0.001
CRP (mg L) 78 6.9 -2.14, 51 0.95
WCC (x10° cells L) 8.89 8.48 -3.28, 3.63 > 0.99
Neutrophils (x10? cells L) 5.87 5.23 -2.87, 4.03 > 0.99
Lymphocytes (x10° cells L") 2.59 2.45 -3.37 3.54 > 0.99
Neutrophil: lymphocyte ratio 2.42 2.19 -3.19, 3.66 > 0.99
Glucose (mmol L) 5.36 5.35 -5.19, 5.90 > 0.99
HbA 39.3 36.6 0.22, 9.70 0.03
lare frequency (weeks) 8.5 12.0 -10.85, 1.78 0.38
pLal 13 9 1.70, 10.68 0.001

Data are presented as mean, unless otherwise stated. BMI, body mass index; Cl, confidence interval, CRP, C-reactive protein;
DLQI, Dermatology Life Quality Index; HbA,., haemoglobin A,.; WCC, white cell count.

Patients experienced fewer HS flare-ups (decreasing from an average of every 8.5 weeks to every 12 week

Lyons D, Nathan A, Pender E, et al. Semaglutide for weight loss in obese patients as an adjunctive treatment for hidradenitis suppurativa: its impact on disease control and quality of life. BrJ Dermatol. 2024;191(4):631-633

14 pacientes
Liraglutide 3 mg diario

doi:10.1093/bjd/ljae216




Tratamiento: Agonistas GLP-1 y hidradenitis

supurativa AEDv

Liraglutide for the treatment of obesity among patients JOURNAL ARTICLE

with hidradenitis suppurativa Semaglutide for weight loss in people with obesity as
an adjunctive treatment for hidradenitis suppurativa:
its impact on disease control and quality of life

Daniel Lyons ==, Anusha Louly Nathan, Emily Pender, Gregg Murray, Conor Smith,

lom|

Liraglutida en el tratamiento de la obesidad en pacientes con hidradenitis

supurativa

Brian Kirby, Rosalind Hughes  Author Notes

Joana Nicolau® , Antoni Nadal®, Pilar Sanchis?, Antelm Pujol?, Lluis Masmiquel”, Cristina Nadal®
Baseline Liraglutide 3mg British Journal of Dermatology, Volume 191, Issue 4, October 2024, Pages 631-633,
for 3 months https://doi.org/10.1093/bjd/ljae216
BMI 393 35.6 p=0002 Table 1 Data from 30 patients with obesity and hidradenitis suppurativa before and during treatment with semaglutide
CASE REPORT Before semaglutide During semaglutide Adjusted
E/N\ CONGRESS B Parameter treatment treatment 95% ClI P-value
DV
E— A case of recalcitrant hidradenitis suppurativa ® BMI (kg m) 43.1 41.5 -2.04, 10.04 0.48
i 1 d with ti id = Weight (kg) 1177 1.6 2.88, 9.29 < 0.001
concomitantly treated with tirzepatide CRP (mg L) 78 6.9 214, 5.1 0.95
: : ) et WCC (x10° cells L) 8.89 8.48 -3.28, 3.63 > 0.99
Lina J. Chan, BS,” Manjit Kaur, MBBS,” and Benjamin H. Kaffenberger, MD Neutrophils (x10° cells L-) 587 523 287 4.03 > 099
Key words: gastric inhibitory peptide/glucagon-like peptide 1 agonist; GLP-1: hidradenitis suppurativa Lymphocytes (x10? cells L) 2.59 2.45 -3.37 3.54 > 0.99
tirzepatide Neutrophil: lymphocyte ratio 2.42 2.19 -3.19, 3.66 > 0.99
Glucose (mmol L") 5.36 5.35 -5.19, 5.90 > 0.99
HbA 39.3 36.6 0.22, 9.70 0.03
Table 1. Patient’s glycemic laboratory tests, body lare frequency (weeks) 8.5 12.0 -10.85, 1.78 0.38
mass index, patient reported, and physician pLaQl 13 9 1.70, 10.68 0.001

reported outcomes before and after tirzepatide
Data are presented as mean, unless otherwise stated. BMI, body mass index; Cl, confidence interval; CRP, C-reactive protein;

therapy DLQI, Dermatology Life Quality Index; HbA,., haemoglobin A,.; WCC, white cell count.
Before 3 mo after s . <

tirzepatide tirzepatide s experienced fewer HS flare-ups (decreasing from an average of every 8.5 weeks to every 12 week 0.8 mg weekly o
Fasting blood sugar 179 95
Random blood sugar 220 108 s Ndm.?n t‘\, Pender E, et al. Semaglutide for weight loss in obese patients as an adjunctive treatment for hidradenitis suppurativa: its impact on disease control and quality of life. Br J Dermatol. 2024;191(4):631-633
HbA1C 10.1 5.4 093/bjd/ljae216
Triglycerides 233 139
BMI 41.36 33.63
pLal 14 3
VAS 3 1

HS-PGA < Moderate Mild =
inflammatory, painful nodules, and draining sinus 5 3

axillae, inframammary region, a HiSCR-sum of abscesses
inguinal folds. polycystic ovarian disease, type 2 and inflammatory nodules
diabetes mellitus,
falling topicals and systemics, including antibiotics,
oral contraceptives, spironolactone, oral

BMI, Body mass index; DLQI, Dermatology Life Quality Index;

corticosteroids. and adalimumab. HbAI1C, glycosylated hemoglobin; HiSCR, Hidradenitis Suppurativa
Tirzepatide was increased to (7.5 mg/0.5 mL once a Clinical Response; HS-PGA, Hidradenitis Suppurativa Physician’s
week) Global Assessment; VAS, visual analog scale.

1.A case of recalcitrant hidradenits suppurativa concomitantly treated with th Chan, Lina J. et al JAAD Case Reports, Volume 52, 101 - 102




Grasa y adipocitos e hidradenitis supurativa AEDY
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EE)O CONGRESS METHODS

Population L Correlations
selection Clinical features ‘ between clinical
1) >18 yo HS patients indeces an.d
. . Serum blood serum profile
2) No concomitant anti- {
cholesterol/fatty acids analysis
medications e

\5\4 NLR, LDL, HDL,
MLR, PLR cholesterol,

\ ) : :
k. SlI, SIRI, fatty acids
) PIV

—




Grasa y adipocitos e hidradenitis supurativa AeDy
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go CONGRESS RESULTS

= . 1.00
0.21 -0.18 -0.12 D.51%8s 0 4ese 0.4%*+ 0.18 0.41%* -0.08
Fatty acids - 0.05 038+ .036* 035+ 017 017 023 009 012 007 0.75
Cholesterol - -0. -0.28 -0.26 028 -0.31* -0.27* 0.01
£ 0.50
EA CONGRESS 7 g ¢
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. -0.23* -0.16 0.03
(- E .
4’ Obese HS patients show higher fatty acids levels than non-obese ones - H
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i
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3D Seboskin model of hidradenitis suppurativa:

Insights into antibiotic response
EXPERIMENTAL DESIGN

Doxycycline

indamycin (Elul‘?rlrran):(c::: ifampicin OB Ertapenem
WHY STUDY ANTIBIOTICS IN HS? i = "= e e
c @ Q == —
' = O O S &S

* Antibiotics are widely used to treat hidradenitis HS leslonial e m—

suppurativa (HS). skin biopsies SZ95 sebocytes

L . . 3D-SeboSkin

* Antibiotics may have immunomodulatory properties ex vivo model 72h

beyond combating bacteria.
* Exploring antibiotics’ broader effects could improve l )

HS management. @8 a0

e RNA KEGG pathway
sequencing enrichment

—



Antibidticos AEDy

* Resultados principales
1. Clindamicina

EFFECTS OF ANTIBIOTICS ON CYTOKINES AND 1. Mostré el efecto antiinflamatorio mas fuerte.
2. Disminucion de IL-1B, IL-17AF, IL-18, y S100A8/S100A9,
TRANSCRIPTOMICS moléculas relevantes en la inflamacion del epitelio.
5. Increments alunas moléculs de adhesiony toguins
como GM-CSF y CXCL1, probablemente parte de su perfil
CLINDAMYCIN J IL-1B, IL-17AF, IL-18 \V IL-6, S100A8, S100A9, modulador.
A E-selectin, ICAM-1, CXCL1

Clindamicina + rifampicina

GM-CSF, CXCL1
1. Perfil mixto, con pérdida de parte de la actividad

CLINDAMYCIN+ f@ d E-selectin, IL-1B * iﬂlfnopﬁ" mm:_': . antiinflamatoria de Ja clindamicina en monoterapia.
RIFAMPICIN S5 AN IcAM-1, CXcL2, MMP-3 ' ' ' . .
ccL2 Rifampicina
RIFAMPICIN @  E-selectin N DEFB4A, DEFB4B, MMP-1, 1. Impacto en vias endoteliales y antimicrobianas.
— T GM-CSF, G-CSF MMP-3, CCL2 2. Menos efector antiinflamatorio directa.
y \
DOXYCYCLIN QA NO SIGNIFICANT Doxiciclina
sl [ el TRANSCRIPTOPIC EFFECTS . 2
A 1. En este modelo, no se evidencié un efecto
ERTAPENEM @ ¢ IL-18 NO SIGNIFCANT antiinflamatorio claro.
= TRANSCRIPTOPIC EFFECTS Ertapenem
- ==« 1. Disminucion de IL-18, lo que sugiere un potencial papel

en la homeostasis de los queratinocitos.

—



Comorbilidades: Sinus pilonidal

AEDy

* El PSD es una de las comorbilidades de la HS.

—Sin embrago el cribado hidradenitis supurativa en pacientes con sinus pilonidal no

forma parte de la atencidon estandar.

« Proposition to fulfill a validated screening questionnaire® © including demographics
questions as well as two specific questions:

* “Do you have recurrent boils of the skin”

« “Do you have had for the past 6 months 2 or more boils/abscesses in any of these
locations: the axilla, the groin, around the genitals, in the perineum, under the breast,
on the buttocks, other site(s)”

« Patients who answered « Yes » or « Unsure » were invited to be interviewed by an HS
specialist (PG) to determine whether they had HS or not, according to the Dessau’s
diagnostic criteria 7

Results

DEMOGRAPHICS (n = 252)
Sex Females
Males
Mean age (y)
Mean age at PSD occurrence (y)
Mean BMI (kg/m?)
Former/current smokers
Guner stage I-11
Hi-1v
Unknown
Recurrent PSD

38%

62%

25.2 (SD 8)
22.1(SD7)
25.3 (SD 4.5)
37%

60%

33%

7%

32%

—



Comorbilidades: Sinus pilonidal

AEpu

E/N\ CONGRESS

DV
N=252 answers to the two specific questions
s
Results ——
e - A/ = —
Yes Unsure No
(n=33) (n=14) (n=205)
Not yet - A Not yet
interviewed —— i interviewed
(n=5) (n=3)
Decline further Decline further -
participation ———— »  participation
(n=3) v (n=3)
Interviewed
(n=33)
_{:T‘:—:Li‘ ———— | Hs?
Hurley I: n=14 | HS s N (n=1)
Hurley II: n=4 (n=18) =

Estimated prevalence
(n=18/252): 7%

male

Clinical features 2 (%)

*17% ‘

+10% ‘
+8% ‘

4% }

36.3 389
33

82

Former/current Familial HS Reccurent PSD Guner lll or IV
smokers

No HS (n=234) = HS (n=18)

—



Comorbilidades Psquiatricas AEnu

63% HS patients had at least one documented psychiatric diagnosis * Las mujeres parecen tener

(ICD-10-CM F01-F99) recorded either prior to or during the 10-year un riesgo mayor que los

observation period (2015-2025). hombres de trastornos
psiquidtricos

Comparative risk of psychiatric morbidity in women and men

M .o . L3 ’ .o
ecanismo fisiopatogénico with HS
i
Depression : g
[
Skin inflammation Anxiety | \ T
/ Effect on nervous system Perceived stress 1
- Somatoform | ! =
& Disorders :
v Suicide i —
Chronic |
|
Inflammation SUbStaace 3 > 1
Feedback : S€ '
4 §§'éy Self-harm | » L
V Cytokines H ® Higher risk in women
'T\TNF-(J., IL-17 Bi-polar/ | ® High Ki
’ o L c—— ——
Atopic dermatitis ‘ MTH17, L Treg Oxidative i Mania : ig eT rIS. in men
Psoniasis stress N ' : H @® Not significant
Hidradenitis suppurativa eurogenesis PSYChOtIC | Iy S
Disorder '
HPA axis | Microglial Eating | [ ®
derailed © activation Disorders :
i [
Personality | - :
Disorders :
Insomnia/ | -l
Parasomnia '
Any Psychiatric| I's
Diagnosis i
|
Farzanfar D, et al. Inflammation: a contributor to depressive comorbidity in inflammatory skin disease. Skin Pharmacol Physiol. 2018;31:246-251. Severe lliness | ] ®
Zafiriou E, et al, Bogdanos DP. Depression and obesity in patients with psoriasis and psoriatic arthritis: is il-17-mediated immune dysregulation the L - L . .
connecting link? Front Immunol. 2021;12:699848. 0.5 1.0 15 2.0 2.5 3.0

Hazard Ratio (95% ClI)

| Krajewski P et al. [in press]




Tratamiento: Upadacitinib a largo plazo

AEpu

* 6 pacientes tratados con Upadacitinib durante al menos 78 semanas.

E{ ConGRess Results 11 e
Clinical
characteristics of 5 .
HS patients Previous treatments "
Hurley, n (%) : | O] 2%?7)) Topical antibiotics, n (%) | 6 (100.0) %
I 5 (83.3) Tetracyclines, n (%) 5 (83.3) L .
IHS4, n (%) Mild 0 (0.0) CL + RF, n (%) 1(16.7) 2w
Q
g/lef/celféate 2 E? (5(())).0) Other antibiotics, n (%) |1(16.7) X ::
IHS4 Mean * SD 295+ 4.3 Cyclosporin A, n (%) 41667) -
Phenotype*, n (%) Typical 5 (83.3) Surgery, n (%) 2 (33.3) 10
Atypical  1(16.7) Adalimumab, n (%) 6 (100.0) °
Syndromic O (0.0)
Family history of HS | 2/6

Results IV
IHS4-55

100%

83.3%

50%

4 12 24 52

Time weeks

78

« At week 4, 50%

achieved IHS4-55,
increasing to
83.3% by week 12
and 100% by week
24, maintaining
this response
through week 78.




Tratamiento: Upadacitinib a largo plazo

AEpu

* 6 pacientes tratados con Upadacitinib durante al menos 78 semanas.

EN CONGRESS
DV

e A 56-year-old male patient
--> upper respiratory tract infection
& |
SAFETY A 36-year-old female patient
FIRST

--> lymphocytopenia shown in
blood tests

No new safety concerns were observed over
the 78 weeks of treatment

—
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