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DA de inicio en el adulto (AOAD)

Hignighsfaedv

DA de inicio en el adulto (adult-onset AD, AOAD)

* Incidencia 5-18% de adultos en paises desarrollados.

* Diferencias clinicas y epidemioldgicas con DA de inicio pediatrico (POAD).
* > 20 afos.

Prof. Emma Guttman-
Yassky — Mount Sinai

e /P prurigo nodular, eccema numular y eccema periocular.
*  Afectacién de caray cuello, cuero cabelludo, manos y pies.
« ‘] asociacion con vesiculas y nodulos.

« /M alopecia de la cola de la ceja (signo de Hertogue).

7 doi 10.1111/jdv 12784 Epub 2014 Nov

e Dermatitis in the US Adult Population J Invest Dermatol. 2019 Mar, 138(3) 583-590. dor: 10.1016/) pd 2018 08 07
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DA de inicio en el adulto (adult-onset AD, AOAD)

* Incidencia 5-18% de adultos en paises desarrollados.

* Diferencias clinicas y epidemioldgicas con DA de inicio pediatrico (POAD).

N Prof. Emma Guttman-
> 20 anos. Yassky — Mount Sinai

™ prurigo nodular, eccema numular y eccema periocular.

Afectacion de caray cuello, cuero cabelludo, manos y pies. ) ®)
atopic stigmata (no.) - Ty
1 asociacion con vesiculas y nodulos. ] | ey —
2 alopecia de la cola de la ceja (signo de Hertogue). WD .
atopic idities (3-4) - 0.34 [0.14-0.80]
‘,W:,:::Z L 245[1.124.13]
oty * b 76.4% childhood-onset (n=562)
PAPEL DEL EXPOSOIVIA = AOAD posee mayor asociacion a factores sages agiced | —e— | 031016080 ;- |
de riesgo como el tabaquismo (activo o pasivo) y menor a comorbilidades . i L Cenmm
atopicas personales o familiares - . 2
] T — ;i
matemal allergic rhinitis —_—— . 0 -
maternal food allergy e——a—le—
* Diferencial importante > recomienda plantear biopsia (“do not forget ] —e ) =y
cutaneous T cell lymphomas”) . ST ‘ g
female sex —_—
-4~ non-atopic

2 3
aOR for AD onset in adulthood versus childhood
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Atopic Dermatitis, Urticaria and Skin Disease

Age of onset defines two distinct profiles of atopic dermatitis

in adults
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Abstract

Background: The incidence of adult-onset atopic dermatitis (ADAD) &s increasing.
However, the unique characteristics of ADAD compared to pediatric-onset AD per
sisting into aduithood (POAD) are underexpliored, hampering the development of
targeted-therapeutics for this growing population. We thus d the profile of
AQAD In skin and blood compared to that of POAD.

Methods: We collected skin biopsies and blood from adults with AOAD, POAD, and
heaithy controls (n =15 in each group). Skin samples were analyzed by RNA sequenc-
ing. QRT-PCR, and immunochistochemistry, and Olink Proseek multiplex assay was
used to identify the serum proteomic profile

Results: Compared to healthy controls, both AOAD and POAD showed cutaneous
immune and barrier dysregulations with a shared Th2/Th22 hyperactivation, Overall,
POAD sh d greater infl ation in lestonal skin, with more prominent expression
of Th2/Th17/Th22 markers (CCL17/22. S100A8/9, IL-356A, PI3/Elafin, DEFB4) in POAD
compared to ADAD (p-value < .05). In contrast, higher Thi-(IFN-y, IL-2, IL-15, CCLS) up-
regulation and Th1l-skewing were seen in AQAD. The epidermal barrier was also mote
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Tanto POAD como AOAD muestran " activacién Th2/Th22
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Red stars: significance versus healthy controls
Black stars: significance versus other group
***(p<0.001) **(p<0.01) *(p<0.05) +(p<0.1)



The'role of S. aureus

Hignlighsfaedv

N S. Aureus E Inflamacién Th2, disrupcion cutaneay 1 severidad de DA

Prof. Lisa Beck —

Los pacientes con DA colonizados por S. aureus: Rochester Medical
Center
* Poseen mayor severidad de los brotes. Factores de virulencia de S. aureus:
* Mayor polarizacién Th2. Moléculas de adherencia (MSCRAMMSs) = adhesién a fibronetinay
* Mayores infecciones cutaneas. otras proteinas del tejido conectivo expuesto (heridas).
*  Mayor disfuncidn de la barrera epidérmica (piel no lesional). Toxinas y proteasas = muerte de queratinocitos y alteracién de la

barrera cutanea.
Proteasas = prurito neuromediado (PAR1).

Disease Severity Type 2 immunity Hx of S. aureus skin Infxns ADHESION
N =687 N=552 100000 N =687 N =652 100 o= T Paller A et al. JACI 2019;143:26
" p<.001 p <.001 ’\; a p<.001 h Deng L et al. Cell, 2023: 186: 5375
10000 < < o .
= i 5
il =< 1000 : s =
0n® . w OO0 s0
< x =) 22 46%
w o 100 S £ :Ir;-r:ate
= B 4 (" Activation
S 3 1w e § 25% " o)
b= S 2 "Ww > . <
, @ 'f"‘" N _ AFSae i &
1 g G
(%] X °

ADStaph~ ADStaph* ADStaph~ ADStaph* ¢

i EASI: Eczema Area and Severity Index

ADStaph- ADStaph*

Skin damage

Itch —sscrsiching

‘Superantigens
(SEA/SEB/SEC/TSST)

D2T02.1A Beck L. The role of S. Aureus. Presentation at the Updates session; 26 Sep 2024. Amsterdam, Netherlands. EADV Congress 2024.



Modulacion del microbioma: ¢ prevencion o

Honensfaedv tratamiento de la DA?

* Papel en |la patogenia

* Dishiosis = en brotes de DA se observa una disrupcion profunda en la heterogeneidad del
microbioma cutaneo (1 estreptococos y estafilococos).

- MNTEWL<-> 1 S. aureus.

Dr. Tilo Bidermann -
* Las terapias bioldgicas han demostrado normalizar esta diversidad microbianay I la carga de S. Munich
aureus.
b
- Dry skin -"Allergy” [ Dugptama ] P
- Barrier defect - Th2 disease *1 o

* Xk

- k% *
5-

—
Woor 32
n=25 &:2.‘ n=23 n= vo n=12

N\ @ -

- Microbial dysbiosis

Shannon Diversity

z
)
~

J Baseline Week 8 Week 16

Shannon Diversity Index

Tralokinumab

- Outgrowth of S. aureus
Bacilli Woek 0 Weok 4 w«muw«»&;wmm Woek 32

l m= Streptococcaceae n=23 n=23 ne20 n=17 =13

unlmem uuvnom = Staphylococcaceae
w

Controls

Dupilumab



Modulacion del microbioma: ¢ prevencion o

snsfaedv tratamiento dela DA?

* Modulacidén de la microbiota para el tratamiento y prevencion

Estrategias: 1) Reemplazo de pérdidas microbianas. 2) Reduccién del sobrecrecimiento. 3) Sustitucion por microbios
’balanceadores’. 4) Introduccién de nutrientes para los microbios.

éEmplear sustancias microbianas para reducir la inflamaciéon? (inmunidad — tolerancia microbiana) 2
BACTERIOTERAPIA

— Staphilococcus hominis A9 (ShA9). UCSD Ph1 trial.
— Verum filiformis en crema. Gueniche et al. (2008)
— Roseomonas mucosa. Myles et al. (2020)

*p <0.0001 + Placetio
a5 - ! *p <0.0001
Verum
V. filiformis %
30 { { Creme A S » 1 ¢ . Q £
' 10! | o 10 g 20 ] 5 30|
L JClinsicHT BN .. i
* = o T 2 . . 3 e 20 »
g peo:C04 First-in-human topical microbiome § 6 & 3; -
® 20 - transplantation with Roseomonas mucosa for =4 § i % > §1o
sas | 5
atopic dermatitis 2 2 %5 :
15 L o 0 N B 0~
. Pre Post Pre Po Pre Post '
= lan A. Myles, ... , Gulbu Uzel, Sandip K. Datta = e
10

T
Day 0 Day 15 Day 29

Gueniche et al. Br J Dermatol. 2008; Volz et al. J Invest Dermatol 2014




Modulacion del microbioma: ¢ prevencion o

Heniensfaed tratamiento de'la DA?

TERMINATED @
Failure of the Phase 2 study (protocol FB401-01) to meet its endpoint.

antinued Safety Evalt.lation of I-jB_-401 i|.1 Children, Adol.escents and Adults (2 Years and Older) With EC fase Il COﬂtf'Ol ado con pIaCEbO que COmbI naba 3 cepas de R. mucosa (FB_
Mild to Moderate Atopic Dermatitis Previously Enrolled in the FB401-01 Study 401) fue suspendido por no demostrar diferencias significativas en pacientes
ClinicalTrials.gov ID @ NCT04936113 para alcanzar el objetivo primario (EASI-50), pero si demostraron {, S. aureus

Sponsor @ Forte Biosciences, Inc.

Information provided by @ Forte Biosciences, Inc. (Responsible Party)

Last Update Posted @ 2021-10-28

20 : | T
— ’% < 0 ‘\—é\ :
0 deoe—----J} ! 2= KB
E NN Tt gs NN T
£ NI = 5 104 NN T
"Good’” microbes as therapeutic strategy? E 3 g s \ ﬂ“‘ | ..
B T &= AN S. Hominis es un comensal que
3 20 ] : £ IS -
S. hominis A9 6 ": - t“‘»‘ 08 -20 4 ‘E U e | eg o 7,0 .
5 §2 N produce lantibiéticos, asociados
Permissive " . AIP inhibits agr in S. aureus . "~ ! o
— P ?5“ - | 0. | a N AMPs (LL-37) y { S. aureus
O Lantibiotics kill peptides (AIPs), which inhibit the S. aureus quorum-sensing H H
Lol T T T v T r T T
& & e © @ N L
o@ 09‘1?,“ p.(‘ *,\‘ 00 oeqy,“ @',(‘ *:0
« P < BT
On-treatment Off-treatment On-treatment Oft-treatment
e ShAS9 (subjects with S. aureus sensitive to Sh-lanti) (n = 21) o All ShA9 (n=35) -« Allvehicle (n=17)

Conclusiones:

* Lasuplementacién de la piel con microbios comensales y bacteriocinas (lantibioticos) pueden constituir una
estrategia interesante (ej: emolientes ricos en microbiota).

* Sin embargo, reducir S. aureus como Unico objetivo no es suficiente para tratar la DA.

* Los microbios beneficiosos requieren de un 4, en inflamacién Th2 para controlar la DA.




Suplementacion materna prenatal con

prebioticos para prevenir DA al anho de edad

The PREGRALL ramdomized controlled trial (France)
Prof. Sébastien Barbarot
* N=376.
* Placebo:188.
* Prebidtico: 188.
* Prebidtico: galaco-oligosacarido(GOS)/inulina.

METHODS PREGRALL clinical trial

Prégrall

Endpoint primario

Prevalencia de DA al aiio
Placebo (n=188): 33 (20.25%)
Prebidtico (n=188): 34 (20.24%)

Excluyen un efecto clinico significativo
de los PREBIOTICOS PERINATALES en la

prevencion de DA al afio

16 rRNA sequencing

Mother at 32 weeks
of amenorrhea

Children in the first 5
days of life

immap

Women at risk =3
20 weeks 32 weeks Delivery 1 month 2 months 1 year 5 s
amenorrhea amenorrhea %
s = Nt e Blfldobacterlac.eae
LA more abundant in the
' ' ” stool of mothers and
@ 4\’ = = e children exposed to
P iy prebiotic
N=188 | CONTROL >
PREBIOTIC
(GOS/inulin prebiotic supplementation)
‘ s ‘ 8 3 s l‘
’) ’ I ‘ Biocollection
& a & . & = - B @ ' R pe—— A
. immap » % %
Funded by French Ministry of Health (PHRCI 2015, No API15/N/048)
Unpublished data
Conclusiones La suplementacion con PREBIOTICOS modificé la microbiota
intestinal materna, y esta modificacion fue transmitida al nifio

La suplementacién con GOS/Inulina prenatales no alcanzé el endpoint primario.
*  Sin embargo, la suplementacion con GOS/Inulina modificé la microbiota materna y del nifio.

g Probablemente, sea importante pero no suficiente para prevenir DA.

Barbarot S. Maternal supplementation with prebiotics during pregnancy regulates colonization of the microbiota of high-risk children, but does not prevent atopic dermatitis at one year of age. The PREGRALL multicenter randomized control trial. Subspecialty speaker at: ETFAD - European Task Force of Atopic

Dermatitis. Presented at: Subspecialty session, Room 7.2; 2023 Sep 25; 09:25-09:40 CEST



it Variabilidad en el impacto sobre la calidad de
oz efaedv vida del EASI en DA pediatrica y adulta

A-STAR: Atopic Eczema Systemic Therapy Register (UK-Ireland) Prof. Dr. Michael Arden-Jones — Southampton, UK

* N=898 pacientes. 50 ciuidades
* Registro prospectivo de EASI y PROMS (DLQI, POEMS, PPNRS)

Correlacion débil entre DLOI y EASI
(R2=0,258), DL.Oly POEM (R2=0.321),
y DLOly PPNRS (R2=0.02)

DLQI, POEMy PPNRS muestran
una correlacién adecuada entre si

Correflation between POEM and DLQI Correliation between PPNRS and DLQI
0 0 . . . . . q -
- = ; : EL EASI solo explicaria el 25.8% del
> : . .
= g = 0 o1 a4 impacto del DLQI
2 » L s ¢
3 .y b LA
= =t : 1=y i
10 0 = g ] g : §
: : 2 o
5 o s B 5 H H g ¢
- s :. :l - ‘ 3 : . W RS S SRR SRS SR . . e . »
0 : : 0 ! S 8 x S ——— W w— - -- -
0 S 0 1% 2 -] 0 2 4 6 8 0
= o & " |
Regression Coefficient: 0.72 Regression Coefficient: 1.91 z /
R-squared: 0.58 R-squared: 0.47 15 - g
p-value: 1.763582e-163 p-value: 1.971346e-114 & P A e R L

e S R?=0.202

Ardern-Jones M. Variability in impact on quality of life from EASI score changes in paediatric and adult dermatitis: insights from the UK-Irish Atopic Eczema Systemic Therapy Register (A-STAR). Subspecialty speaker at: ETFAD - European Task Force of Atopic Dermatitis. Presented at: Subspecialty session, Room
7.2;2023 Sep 25; 09:55-10:10 CEST.



Riesgode infecciones en pacientes con DA en
tratamiento biologico o JAKi

'
HR

Highlighsfaedv

BIODAY REGISTER (Netherlands) Dr. Marjolein de Bruin Weller

. Prospectivo, multicéntrico
g .
4 BioDay
Eczema and

«  Inclusion oct 2017 — jul 2024 Infecciones cutaneas

. Dupilumab n = 1599
. Tralokinumab n =212

. Pacientes con DA > 12 afios, tratados con bioldgicos y/o JAKi
Atopic Diseases Registry

ege o Biologics JAK inhibitors
. =
Abroc' tl ni b n 134 Total (n) Dupilumab Tralokinumab Abrocitinib Baricitinib Upadacitinib
C e s Incidence Incidence Incidence Incidence Incidence
® Baricitinib n = 97 TEl (n) per 1000PY TEl () per 1000PY TE) per 1000pY TEl (n) per 1000PY TEl n) per 1000PY
FIC — Bacterial Erysipelas/celuliti 18
. Upadacitinib n = 237 . =
Folliculitis 27
Furunculosis 12
3 . Impetiginization a9
Treatment-emergent infections
Other/unl 19
Viral }i-p-ﬁwl- 162 8 259(2083L7) 7 358(15.670.8) 20 172.3(1082-2613) 10  113.4(57.6:202.1) 38 136.2 (97.8-185.0)
Biologics JAK inhibitors Herpes zoster 33
Total (n) Dupilumab Tralokinumab Abrocitinib Baricitinib Upadacitinib )
s Incidence = Incidence 2 Incidence == Incidence == Incidence Other/unknown 10
o) per 1000PY in) per 1000PY n) per 1000PY B ) per 1000PY i) per 1000PY
Mycosis/yeast  Cutaneous’ 56
Abscess 10
Genital 3
Airway infection 158
Onychomycosis 1
Ear infection 12 Other 6
[Eye infection 37 Other Scabies 6
Influenza 27 Unknown 12
Total 424 24 695(61.0789) 23 17.5(7631736) 45  387.6(28615140) 21 2381(1513352.7) 101 362.0 (296.4-438.0)
iSkin and mucosal infection 424
tOther comprised intertriginosa, pityriasis versicolor, tinea corporis, tinea pedis; *Other comprised: condylomata acuminata, mollusca contagiosa, verruca vulgaris. Abbreviatons: treatment-emergent infection, TEl; patient years,
WUrinary tract infection a3 oy
Other infection 93
[Total 794 n=456 135.5 n=43 219.7 n=76 654.6 n=56 634.9 n=163 584.2 P
1 1 o) 0,
Bt rae pa 100 e 1 (3 C: Abre st V| treantamargantinfectins Y, paient ysars Cy cofitancertaeval * Lamayoria deinfecciones fueron leves (30.5%) o moderadas (61.4%)
. . ., . .y .
* Latasadediscontinuacion permanente por infeccion fue baja:
. A ) g PN
Incidence per 1000 patient years 3-4x higher for JAKi . Blologlcos n=7 (1.4%)
q ,
* JAKin =24 (8.1%) -> Herpes zoster
van der Gang et al. Manuscript in preparation EIFAD 2024

* Las infecciones cutaneas fueron la principal causa de discontinuacion




. Riesgode infecciones en pacientes con DA en
euzsfaedv tratamiento biologico o JAKi

'
HR

BIODAY REGISTER (Netherlands)

T ‘ Survival curve first infection

Less infections | S é I More infections 4
10
_ e —
. : o Biologics:
Recurrent, unadj. 1.4(1.0-2.0) .039 - b
g 3 . 80-85% chance of no
Recurrent, adj. 1.5(1.0-22) 039 - - Slightly increased number of infection at 52 wesks
Neve, knp. 1.3(0.724) 431 - i infection, not significant in

i sensitivity analyses :
Naive, PS malch 1.4 (0.4-58) 606 —— Ry b4 JAKi:

~60% chance of no

L
Survival Probability

Abrookink infection at 52 weeks
Recurrent, unadj. 4.1(3.1-5.5) <0001 - F
Recurrent, adj. 4.4(3.26.1) <0001 - Do
Nalve, imp. 3.7 (1.4-10.1) <0001 D——

024

~—— Dupilumab (348 events / 1673 TEs)

Naive, PS match 37 (0.4-38.8) 273 -+ »———.—4 Tralokinumab (35 events / 213 TEs)
3 : —— Abrocitinib (48 events / 138 TEs)

Baricitinib (32 events / 100 TEs)

Baricitink —— Upadacitinib (34 events / 242 TEs)
Recuront unad 42(296.2) <0001 - e Number of overall s 20 o0 00 &0 1000
Recurent, ad). 4.1(2.8-6.1) <0001 - P infections 4 times higher in Number at risk Tine (days)
Naive, imp. 6.3(3.2-12.5) .008 - ———i " JAKi
Naive, PS match 5.4 (1.0-29.4) .049 - )— —_—
Upadacitinib
Recurrent, unadj. 4.0(3.2-5.0) <0001 -| L
Recurrent, adj. 4.9 (3.7-6.5) <0001 - -
Nave imp. 49 (2884 <0001 - P Conclusiones
Naive, PS malch 4.8 (1.2-18.8) .026 - ._,_4 | En comparaci(’)n con DUPI:
001 01 1 0 100

anuscript in preparation Hazard ratio (95% Cl)

e Aumento del n? de infecciones con todos los JAKi
*  Aumento ligero del n? de infecciones con TRALO
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Switch'de Dupilumab a JAKi o Tralokinumab en
caso de eventos adversos faciales u oculares

DUPISWICH STUDY (France) prof. Delphine Staumont Salle

n=106. Retrospectivo, multicéntrico

AD patients 2 12 yr who discontinued —_
Dupilumab for AE : —
— =
@ and/or \) switch to
0 or
DOAE 58.4% (n=62)
n=106
DFR 23.7% (n=25) R
e

IGA 2.1 £1.1 at MO

DOAE + DFR 17.9% (n=19) A0

Mean wash out

. ) 3.9 wk
All AE were treated by investigators.

= 8 centers from FIRST register (8 centers)
= 10 other centers from GREAT

Caracteristicas basales sin diferencias (a
dermatdlogo)

Tralokinumab

n=36 (33.9%)

Dose : 600 mg - 300 mg/2w
L3

JAK inhibitor
n=70 (66.1%)
baricitinib n=44

upadacitinib n=24
abrocitinib n=2

Dose : max for 84.2% of patients

eleccién del

% patients with resolution or improvement of DOAE and DFR at M3-M6

Drug —_x
Outcome ‘o‘@j’rg & s é’

Tralokintimab 72.4% (n=21/29) 33.3% (n=5/15)

JAK 92.2% (n=47/51)* | 85.2% (n=23/27)**

* JAKi vs tralo p=0,0244

* JAKi vs tralo p=0,0006

% patients achieving IGA 0/1 and who discontinued treatment after switching

Drug

Outcome

% IGA 0/1 at MO

% |IGA 0/1 at M3-M6

% discontinuation

mean ttt duration: 7.8 months

Tralokinumab

32.3% (n=10/317)

35.5% (n=11/31%)

44.4% (16/36%) &
Lack of efficacy 56.2% (n=9/16)
OAE 37.5% (n=6/16)
FR 12.5% (n=2/16)
Other 12.5% (n=2/16)

JAKi

21.9% (n=14/64")

42.2%* (n=27/64°)

*p=0,0067 (M3-M6 vs MO)

64.7% (n=44/64%)
Lack of efficacy 68.1% (n=30/44)
Acne 4.5% (n=2/64, bari)
OAE (corneal abscess) n=1 (upada)
Stroke n=1 (upada)
VZV reactivation n=1 (upada)

*Data available

Conclusiones
. Switch a JAKi obtuvo mejores resultados cuando DUPI es discontinuado por DOAE y/o DRF.
. TRALO es una opcion en pacientes con FR para JAKi.
. Sin embargo, el switch a TRALO o JAKi no siempre es suficiente para controlar la DA en esta

poblacion.

!

Upada 59.1% (13/22)
Bari 34.1% (14/41)
Abro IGA=3 and 2 (n=2)

|

Discontinuation for lack of efficacy:
Bari 26/35
Upada 2/7
Abro 2/2

JAKi demostraron ser mas efectivos
que TRALO tanto en la resolucién
de DOAE como en la DFR

JAKi  mostraron un aumento
significativo, en comparacién con
TRALO(p = 0.0067), en el % de
pacientes que alcanzaron un IGA
0/1 en los meses 3-6.

Sin embargo, mayor tasa de
discontinuacién con JAKi*

*BARI = 26/35 JAKi
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| Tapinarof Safety - Atopic Dermatitis

Charscteristic ADORING 1 ADORING
::;n:v:l\) Tapinarof 1% QD (» = 270) Vehicke QD (= = 137) Tapinarof 1% QO (= = 271) :tlkk@(-- 133)
adverse event 123 (45.6) 35 (255)
e 3 (1) 5 ot iy
ing to t 5(1.
Ao (1.9) 566 4015) 460)
Treatment-related TEAEs
Any 34 (126) 9 (66) 32 (11.8) 9 (6.8)
Adverse :vems of special J 2 0 g
Interest Dr. Robert
Contact dermatitis 4(15) 3 i 1
Grade 3 o S S i Bissonnette.
2d 10 tral discontinuation 2(07) 2(15) 0 1(08)
= CFollicular event> 27 (100) 1(07) 24 (89) 2(15)
. : o [t ? “. 1 X i . Montreal, Canada
Phase 3 inclusion criteria for nove toplca agents ed 10 113! discontinuation 1(04) ) 0 o
C Headache > 19 (7.0) 32 405) 0
Grao 1(04) 0 0 0
i Ruxo"tinib Led to trial discontinuation 1(04) 1(07) o 0

o Age: 2 12; 80% adults
o BSA3-20%

o IGA mild or moderate Silverberg et al ) Am Acad Dermatol 91: 457;

« Roflumilast
o Age: 2 6; mean age 28 years
o BSA 3-100%
o IGA mild or moderate

= Tapinarof
o Age: 2 2; 80%+ children and adolescents

& BSA 5-35% (up to 100% in OLE study)
o |GA moderate or severe

Reaccion folicular a Tapinarof en paciente con PsO

Bissonnette R. New topical and systemic treatments. Presentation at the Updates session on Atopic Dermatitis; 26 Sep 2024; Elicium, Montreal, Canada.



Nemolizumab long-term safety and efficacy up to 56 weeks in ARCADIA open-label extension study in
adolescents and adults with moderate-to-severe atopic dermatitis

NEMOLIZUMAB (anti-IL31R)

Diamant Thagil, Carle Paul?, Kim A. Papp* 4, Marjolein de Bruin-weller’, Matthias Augustin®, Ketty Peris’, Sébastien I Rocatinlimab Phase 3 Rocket Horizon study-
Barbarot®, Andrew F. Alexis?, Cheong Soo Yeon'?, Liliana Ulianov!, Christophe Piketty!! Responders at week 24

 Aprobado en EEEUU para PN.

* EIEC fase 3 fue diferente al resto de nuevas terapias
por es el unico que se ha realizado en combinacion
con GC toépicos.

* RAM caracteristico: edema periférico (piernas, facial,
bilateral).

Dr. Robert
Bissonnette.
Montreal, Canada

ROCANTILIMAB (anti-OX40) ’ .
* EASI-75 37.8% (latencia > 16 semanas). Telazorlimab Phase 2 — Efficacy

. . . 7 B BLINDED IN PEN-LABEL DOSING P! D PO#ELOgI-)UP
e RAM caracteristico: pirexia, escalofrios y aftas. "moe et o &

(all subjects treated with telazorlimab 600 mg q2w) (no AD medications)

7 0
TELAZORLIMAB (anti-0X40) §
* Similar a ROCANTILIMAB (inicio lento). £
g -90- ; -
Study VisitWeek 0 2 4 6 8 101214 1618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66
Blinded Number Number at Number at Number at Number at
AMLITINIMAB (anti-OX40L) FiwGoran 5 3 E

Rewerska et al J All Clin Immunol 3: 100195; 2024

Bissonnette R. New topical and systemic treatments. Presentation at the Updates session on Atopic Dermatitis; 26 Sep 2024; Elicium, Montreal, Canada.



Delgocitinib — DELTA FORCE trial

DELTA-FORCE TRIAL Prof Dr. Giménez-Arnau — Hospital del Mar Research Institute, Barcelona

* Head-to-head activo-controlado multicéntrico.

* Eccema crénico de manos (ECH) severo con IGA > 4.

* DELGOCITINIB 20 mg/g en crema dos veces en semana (n = 254) vs.
ALITRETINOINA oral (n = 259) a 24 semanas.

Ana Giménez-Arnau

Delgocitinib cream was well-tolerated and showed a

Differences between treatment groups were observed from Week 1 favou rable Safety proflle versus a“tretanIn
- 04 Change in HECSI score (WOCF) Delgocitinib 20 mg/g Alitretinoin
8 (N=253, PY0=120.9) (N=247, PYO=104.0)
~~
=5 -104 n (%) E R n (%) E R
g ° -204 All AEs 125 (49.4) 280 2315  188(76.1) 620 596.1
o % -304 Serious AEs 5(2.0) 5 41 12(4.9) 12 15
< _40- Severity
g - 40 Mild 92 (36.4) 168 1389 151 (61.1) 397 381.7
E c -501 Moderate 68 (26.9) 108 89.3 104 (42.1) 198 190.4
o 2 -60- Severe 4(16) 4 33 14(5.7) 25 240
o £ 704 S * ° ik ® I AEs probably or possibly related to trial drug 24(9.5) 30 2438 134 (54.3) 3N 299.0
% 9 o oo e *** P 001 AEs leading to permanent discontinuation of trial drug 3(1.2) 4 33 25(10.1) 44 423
< -80+ e AEs of special interest
= 90+ ) : " : ; ; gee et g g g 1(84) ‘1’ 100
p ¥ .
012 4 8 12 16 20 24 Pmonary Embokem o o o o o o
Week Frequent AEs (25% in any treatment group)
e G s Headache 10 (4.0) 19 157 80 (32.4) 14 109.6
e Delgocitinib cream 20 mg/g (n=249) -& Alitretinoin (n=250) Nasopharyngitis 30 (11.9) 38 314 34 (13.8) 46 442
Nausea 1(0.4) 1 08 14 (5.7) 15 144

HECSI, hand eczema severity index.

Missing data were imputed with WOCF (continuous endpoints). Data after initiation of rescue or of trial drug were treated as missing. AEs starting or worsening in severity after first trial drug dose and reported on or before Week 26 were reported. Relation 10 trial drug was based on investigator's assessment.
Two-sided P-values are reported. AEs were coded using MedDRA Version 24.0 dictionary.

En semana 12, una mayor proporcién de pacientes tratados Los pacientes tratados con delgocitinib reportaron menos EA
con delgocitinib crema alcanzaron un HECSI-90 (38.6% vs que los tratados con alitretinoina (280 en 125 [49.4%]
26.0%, p=0.003). pacientes vs 620 in 188 [76.1%] pacientes)

HECSI: Hand Eczema Severity Index.

Giménez-Arnau A. DELTA FORCE trial: A 24-week head-to-head phase 3 trial comparing the efficacy and safety of topical del gocitinib cream with oral alitretinoin capsules in adults with severe chronic hand eczema. Presentation ID D1T01. 1F at the Updates session; 25 Sep 2024, Auditorium, Barcelona, Spain.



Late breaking abstracts Prof Dr. Eric Simpson - Portland

ADESOS es un EC fase 2b a 16 semanas.
N = 233 pacientes (EASI medio basal 23).

Only PDE4B/D subtypes are highly expressed
and/or upregulated during immune cell response

0 T cell ‘

Neutrophil Eosinophil
! v M
Monocyte Macrophage

Orismilast es un inhibidor de nueva
generacion de alta potencia (x39 veces
Apremilast) y selectivo contra PDE4 B/D

Reduccion precoz del prurito con todas las dosis (semana 1).

% de reduccion de IGA 0/1 en semana 16 mayor que placebo (p < 0.05):
e 20mg(n=58):26.3%
e 30mg(n=61):24.3%
* 40mg(n=59):30.9%

Porcentajes de cambio de EASI en semana 16:
e 20 mg: reduccion 55.1%
* 30mg: reduccion 52.2%
* 40 mg: reduccion 61.4%

Ausencia de RAM resefiables mas alla de diarrea, nauseas y cefalea en el primer mes.

Orismilast demonstrated rapid ilch reduction, significant for all doses at Week 1
Earty improvements were aiso demonstrated for pan and patient global impression of change
« Statistically significant efficacy versus placebo at Week 16 as measured by IGA 01

The high EASI| placebo rate seen in this tnal was decreased in severe patients, and the 20 mg dose
separated from placedo for EASITS and EASIO0 measurements, consistent with the overall findngs as
measured by IGA 071, patient-reported efficacy, and objective blomarkers

No new safety signals were dentified. and the profile was aligned with the well-estabished expenence from
the POE4 inhibitor class. most frequent TEAES were gastrointestinal-refated and headache, generally mid
and seen within the first four weeks

These data confum the clinical relevance of oral agh potency PDE4B/D selective inhibition with onsmiéast in
patients with atopec dermalitis

D1T01.1 Orismilast efficacy in adults with moderate-to-severe atopic dermatitisin a phase 2b trial: early impact on itch and patient-reported Outcomes. Prof. Dr. Eric Simpson, Professor of Dermatology, School of Medicine, Frances J. Storrs, M.D. Medical Dermatology Professor, Dermatology, School of

Medicine
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2 Subtypes

DANCE Classification of angioedema

Endotype/subtype

AE-MC

Mast-cell mediated

Mechanism

Name/acronym

AE-URT

Mast cell degranulation

AE-ANA

——
_|

AE-BK
Bradykinin mediated

Hereditary C1INH deficiency

HAE-C1INH (Type 1,2)

Acquired C1INH deficiency

AAE-C1INH

KKS pathway mutations

HAE-FXII, HAE-PLG, HAE-KNG, HAE-UNK

AE-VE
Vascular endothelium

Intrinsic vascular endothelium dysfunction

AE-DI
Drug induced

HAE-ANGPT, HAE-MYOF,
HAE-HSST, SCLS, HAE-UNK

Drug adverse reactions (various mechanisms)

AE-UNK
Unknown

RN

AE-ACEI, AE-tPA, AE-DPP4, AE-NSAID, etc.

[ JEIEE 1 PR

Unknown aetiology/mechanism

AE-UNK, HAE-UNK, EAE

AE-MC HAE-C1INH
Top-4 Locations of AE (n= 235)! Location of the last attack (n=242)?
100 100
80 80
£ 60 H
Location of AE: £ < 60
L E 40 I I L3
(¥ 20 I l
L I B 20
Lips Eyelids Tongue Gesicht 0
#CSU (AE ony) #CSU (AE + wheals) Abdomen Extremities Face Upper airways
Duration of AE: ~24h Days
Onset of disease: Every age Childhood/Adolecsence

Buttgereit T. Recognising different types of angioedema. Presentation ID D2T05.3D at the Updates session; 26 Sep 2024; Room 7.1.

What to do Diagnosis
Wheals/Hives? :E_L']ARC-}
I
4
Medication? AE-DI
I
¥
HAE/AAE due to
C1INH low? C1INH deficiency
I
v
sgAH works? :é'l'ﬂ%
I
v
AE-MC
Oma works? AE-URT
1
v
HAE-nC1INH

HAE mutation?

with known cause

Prof . Thomas Buttgereit

Start with AH standard dose/
and increase up to 4-fold

Start with standard dose 2nd generation H,-AH
Ifneeded:
Increase 2nd generation H,-AH dose (up to 4x)

Convder 1eberst
1o specaint

Add on to 2nd generation H,-AH: omalizumab ®
Ifneeded
Increase dose and/or shorten interval ©

"

e

l

Sheskd be pedeamed
under he supereaion of
2 seciat

Add on to 2nd generation H,-AH. ciclosparin®

Secsnd e and 1 e Westmant apgly sely fr CU

Should sartans be used as replacement medication after AE-ACEI?

Data on 1 106 024 patients taking ACE inhibitors from Danish health registers

Drug

ACEis

AT2s

Beta-adrenergic blockers
Calcium channel blockers

Thiazides and analogues

0,5% (n=5507) AE-ACEI

HR (crude)

1.61(1.34-1.94)
0.49 (0.38-0.63)
0.93(0.79-1.10)
1.18(1.03-1.35)

1.05 (0.90-1.22)

Conclusion:

HR (adjusted)

1.45(1.19-1.78)
0.39(0.30-0.51)
0.77 (0.63-0.94)
0.97(0.83-1.14)

0.87(0.73-1.04)

“Compared with other antihypertensive drugs, AT2s do not increase the incidence of
angioedema in patients with previous ACEi-related angioedema”



aedv

What to do Diagnosis
" ves AE-MC
Wheals/Hives? g AE-URT
I
v
Medication? AE-DI
I
‘
HAE/AAE due to
C1INH low? " C1INH deficiency
I
v
AE-MC
sgAH works? AE-URT
I
v
AE-MC
Oma works? AE-URT
I
¥
HAE-nC1INH

HAE mutation?

with known cause

Tipos de Angioedema

AAE'C].' N H (acquired angioedema due to C1INH deficiency)

* Rare disease with an estimated prevalence of 1 : 100,000 to 1 : 600,000

* Manifestation usually after the age of 40

* C4 J, C1INH Protein {, and C1INH function {, C1q J (in ca. 70% of cases)

* Presumed pathogenesis:

a) Increased consumption of C1INH by neoplastic lymphoid tissue

b) Anti-C1INH autoantibodies

* There is often a connection with lymphoproliferative diseases,

MGUS, infections or autoimmune diseases

Buttgereit T. Recognising different types of angioedema. Presentation ID D2T05.3D at the Updates session; 26 Sep 2024; Room 7.1.

Prof . Thomas Buttgereit

Diagnostic Workup

8 types of HAE-nC1INH

HAE-FXII: Due to FXIl mutation

HAE-PLG: Due to plasminogen mutation AE-BK
HAE-KNG1: Due to kininogen-1 mutation

HAE-ANGPT1: Due to angiopoietin-1 mutation

HAE-MYOF: Due to myoferlin mutation

AE-VE
HAE-HS3S5T6: Due to heparan sulfate-glucosamine 3-O-
sulfotransferase 6 mutation
HAE-CPN: Due to Carboxypepdidase mutation » AE-MC/AE-BK?
HAE-DAB2IP - AE-VE?



Modelos pronosticos en CSU a partir de machine

Hignlighsfaedv ' lea rning

Prof.Giménez-Arnau- Hospital del Mar Research Institute, Barcelona

Output
n = 39 pacientes
Low High Feature Value
Input
* Pacientes tratados con placebo en ASTERIA I, GLACIAL y |
RILECSU. Baseline UAS7 H'“‘""" ‘

* UAS7 como endpoint y recogida de variables como
progresion de CSU, comorbilidades, UAS7 basal y uso de

medicacion, entre otras. Blood eosinophil level (# eosinophils/mL of blood) Ge ¢
* Evaluacion de los modelos de machine learning. ‘

Baseline weekly ISS7

Patients treated/undergoing routine treatment |
with dapsone ’ e e
Table 2. Model performance of 5 machine learning models Patients that have received treatment with ' - m pr—
corticosteroids®
Support Vector Regression 8.82 q
Ridge (linear model) 9.23 v - - - r - T
LASSO (linear model) 931 -2 0 2 4 6 8 10 12
Decision Tree 957 SHAP Value (impact on model output)
Random Forest 9.65 High decrease in Low decrease in the
Constant prediction equal to population evolution average 990 the UAS7 (i,e., UAS7 (i.e., no
' ‘ improvement of change/deterioration
symptoms) of symptoms)

El modelo Support Vector Regression mostré la mejor
predicci(')n de progresién de UAS7 en 12 semanas 4Includes patients that have been treated with prednisone, prednisolone, or methylprednisolone (oral). Treatment not ongoing; routine course of
(mean absolute error 8.82 vs. 9 90) treatment stopped before initiating trial.

El bajo UAS7 basal, asi como 4 niveles de eosindfilos y tratamientos previos con corticoides sistémicos
y/o dapsona se asociaron a una limitacion en la progresion de la CSU



r( Barzolvolimab (CDX-0159) inhibits SCF/KIT signaling in MCs )\

oy g Barzolvolimab'— Phase 2

Maturation
Late breaking abstracts Prof Martin Metz - Institute of Allergology, Berlin i —
EC fase 2 controlado con placebo, doble ciego con Barzolvolimab 75 mg Q4W, 150 Q4W y 300mg Q8W b -
N = 208 pacientes (UAS7 medio 30.1-31.3).
% of Patients with UAS7 =0
Week 12 and Week 52
40 Placebo controlled period (16 weeks) I Barzolvolimab 150mgQ4w
I Barzolvolimab 300mgQ8wW 100 - -
e W12
35 I Placebo = 150mgQ4AW or 300mgQ8W
I Barzolvolimab 75mgQ4w = 150mgQ4W or 300mgQ8W 80- W52
w3 » o 711
Z c 58.7
4 5 20 60~ 51.1
3 Lo O
[} .=y 80824
£ 2 5 < o
2 2 E %
= 15 0:
= *
8 -
© 10 %
N~
2 gQaw > '3 wQAW 300mgQEW Placebo150/300mg
S 5
0 Placebo and 75mg Q4W re-randomized to 150mg
01 4 8 12 16 20 24 28 32 36 40 44 48 52 Q4W or 300mg Q8W at Week 16
Weeks
Mejorias en UAS7 desde semana 1 y mantenidas a semana 52 Un 71% de pacientes alcanzaron UAS7=0 a la semana 52

* Barzolvolimab demostré mejorias rapidas, profundas y duraderas en UAS7, con mejorias adicionales a semana 52.
e Adecuado perfil de tolerancia a 52 semanas.

Metz M. Barzolvolimab shows profound efficacy and favorable safety over 52 weeks in patients with chronic spontaneous urticaria. Oral Presentation at the Late breaking news session; 25 Sep 2024; Auditorium, Amsterdam. Netherlands. EADV Congress 2024.



Remibrutinib — Phase 3 REMIX-1y REMIX-2 a

semana 52

Remibrutinib 25 mg dos veces al dia.
N = 313/300 pacientes vs. 157/155 placebos.

Table: Key efficacy outcomes in REMIX-1 and REMIX-2 studies (Full Analysis Set)

Prof. Dr. Gimenez Arnau, Hospital del Mar Research Institute, Barcelona

REMIX-1 REMIX.2
Time Efficacy Remibrutinib Placebo Remibrutinib Placebo
point outcomes 25mg 25mg
"Baseline | UAS7 mean 2 SD 308+7.70 298+761 303794 2951755
Week 1 | CFB-UAS7 -11.28+0.601 -4.04+0 806 -11.26+0.544 -290+0.719
Mejoria significativa en la proporcion de 5 mean £ SE
. UAST<6 (%)" 126 07 1038 07
pacientes en alcanzar UAS7<6 desde la semana 1.
UAST7=0 (%)* 03 0.0 03 0.0
Week 2 | UASTs6 (%) 337 33 30.0 59
.z . Week 12 | CFB-UAS7 -200+0.72 -138+098 1941070 1171095
La proporcidn de pacientes UAS7=0y UAS7 <6 LS mean 2 SE : ! ' :
. UASTs6 (%) 498 248 468 196
aumentaron hasta la semana 24 y continuaron
h 52 UAST7=0 (%) 1 105 279 65
aSta sémana . Week 24 | CFB-UAS7 207072 -16.0+£098 204+0.74 1372101
LS mean + SE
UAST<6 (%) 547 353 519 275
Sin diferencias en las tasas de EA y EA graves UAST=0 (%) %6 96 %7 57
i i Remibrutinib Placebo- Remibrutinib Placebo-
ajustadas durante t.odo el periodo de e T~ b
tratamiento. 25mg* 25mg
Week 52 | CFB-UAS7 -232+1246 23021224 -23.0+11.60 224 1167
Mean + SD
UAST<6 (%) 629 641 62.2 62.4
UAST7=0 (%) 4438 427 459 422
Post-hoc analysis.
“Patients who transitioned from placebo in the double-blind treatment period to open-label remibrutinid 25 mg b.i.d. at Week 24
LS mean and p ge (%) p ted for der rate (UAS7=0; UAS7s6) upto Week 24 are based on imputed data; mean
and percentage (%) p nted for resp rate (UAS7=0; UASTs6) at Week 52 are based on observed data
CFB, change from b LS, least sq ; iafion; SE, efror, UAS7, weekly Urticaria Activity Score.

Giménez-Arnau A, Metz M, Hide M, Jain V, Khemis A, Lebwohl M, Palumbo M, Saini S, Savk E, Sussman G, Szalewski R, Walecka Herniczek |, Windom H, Yang B, Haemmerle S, Lheritier K, MacHado PGP, Martzloff E, Seko N, Wang P, Zharkov A, Maurer M. Early and long-term efficacy and safety of remibrutinib
in patients with chronic spontaneous urticaria: 52-week data from the Phase 3 REMIX-1 and REMIX-2 studies. Abstract N°: 5727. Presented at: EADV Congress; 25-28 Sep 2024; Amsterdam.
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Prof. Jeanne Duus Johansen (Hellerup, Denmark) HEMA and artificial nails/polish

Bateria Estandar Europea

2-hydroxyethyl methacrylate (HEMA) 2% pet.
Since 2019 in European Baseline Series
Increasing problems:

* Children

* Consumers

* Alérgenos relevantes:
HEMA al 2% in pet.
Metabisulfito sodico al 1% en pet. .
Benzisotiazolinona al 0.1% en pet. - g

A emerging sk for chisren contact dermatitis from

* Occupational nail technicians

nal glue
e+ | o1t | Gt | Db et |
i |l ot IR R N—

Bkt 12 St 2383 | Bt Voo 2000 | gt 0 bt 3003
o sariea e

Receved: § September 2022 | Sevises ¢ November 2002 | Accepted: 23 Novemter 2022
DO 10 1111/cod 14255

CONTACT

REVIEW

The European baseline series and recommended
additions: 2023

S. Mark Wilkinson! | Margarida Gongalo ? | Olivier Aerts® | Sonia Badulici*® |
Heinrich Dickel® | RosellaGallo” © | Jose L Garcia-Abujeta® ™ |
Ana M. Giménez-Amau® | Curt Homman®® | Marcos Hervella'! |

Marléne lsaksson*? " | Jeanne D.Johansen®® " | Vera Mahler™© | Bo Niklasson!® |
Paolo Pigatto'® | Gyorgyi Ponyai'”’ © | Thomas Rustemeyer'® |
Marie L. A. Schuttelaar’? © | Radoslaw Spiewak®® | Luca Stingeni®*© |

Jacob P. Thyssen® | Wolfgang Uter?*

S ] WILEY

ORIGINAL ARTICLE

Acrylates in artificial nails—Results of product analyses
and glove penetration studies

Katri Suuronen®© | Katriina Ylinen® | Jaakko Heikkila® | Erja Makela® |

Raija Vastapuu? | Kristiina Aalto-Korte® © | Maria Pesonen®

Chemical analysis of 37 gel nails and acrylic nail products
32 products contained (meth)acrylates.

20

HEMA 12

HPMA S

IBOA 1
In all of them:

discrepancy between the listed (meth)acrylates and those
discovered in the analysis.

Contact Dermatitis. 2024;90:266-272.

Duus Johansen J. New allergens in 2024. Presentation at the Updates session on Contact Eczema; 26 Sep 2024; Room 7.1, EADV Congresss 2024, Amsterdam, Netherlands.

Occupational hand dermatitis secondary
to methacrylates—The ‘manual tray’ sign

Sarah FrancescaRyan’ © | Felicity ). Ferguson® © | Louise Cunningham?® |
lan R White* | John P. McFadden*

Manual tray sign

Penetration time (nitrile): 5 mins
Contact Dermatitis. 2023.1-7.

Signo de la bandeja manual



Prof. Jeanne Duus Johansen (Hellerup, Denmark)

Bateria Estandar Europea

* Alérgenos relevantes:

HEMA al 2% in pet.
Metabisulfito sodico al 1% en pet.
Benzisotiazolinona al 0.1% en pet.

Receved: § September 2022 | Sevises ¢ November 2002 | Accepted: 23 Novemter 2022
DO 10 1111/cod 14255

CONTACT

REVIEW

The European baseline series and recommended
additions: 2023

S. Mark Wilkinson'© | Margarida Goncalo?© | Olivier Aerts® | Sonia Badulici*® |
Heinrich Dickel® | RosellaGallo” © | Jose L Garcia-Abujeta® ™ |

Ana M. Giménez-Amau® | Curt Homman®® | Marcos Hervella'! |

Marléne lsaksson*? " | Jeanne D.Johansen®® " | Vera Mahler™© | Bo Niklasson!® |
Paolo Pigatto'® | Gyorgyi Ponyai'”’ © | Thomas Rustemeyer'® |

Marie L. A. Schuttelaar’? © | Radoslaw Spiewak®® | Luca Stingeni®*© |

Jacob P. Thyssen® | Wolfgang Uter?*
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ORIGINAL ARTICLE WILEY

Acrylates in artificial nails—Results of product analyses
and glove penetration studies

Katri Suuronen® = | Katriina Yiinen? | Jaakko Heikkila® | Erja Mikela® |

Raija Vastapuu? | Kristiina Aalto-Korte © | Maria Pesonen®

Chemical analysis of 37 gel nails and acrylic nail products
32 products contained (meth)acrylates.

| Substance | labelled
20

HEMA 12

HPMA 5

IBOA 1
In all of them:

discrepancy between the listed (meth)acrylates and those
discovered in the analysis.

Contact Dermatitis. 2024;90:266—-272.

CONTACT POINT ] WILEY
Allergic contact dermatitis mimicking angioedema of the lips
and eyelids from a vegan *HEMA-free" gel nail polish
containing acrylates and isocyanates

Ella Dendooven® | Alessandro Toscano? | Vito Sabato? ® | Didier G. Ebo®™ |
Olivier Aerts”

Duus Johansen J. New allergens in 2024. Presentation at the Updates session on Contact Eczema; 26 Sep 2024; Room 7.1, EADV Congresss 2024, Amsterdam, Netherlands.

Occupational hand dermatitis secondary
to methacrylates—The ‘manual tray’ sign

Sarah Francesca Ryan’ © | Felicity ). Ferguson® | Louise Cunningham® |
lan R. White* | John P. McFadden®

Manual tray sign

Penetration time (nitrile): 5 mins

Contact Dematitis. 2023.1-7.

Signo de la bandeja manual

Nail products explicitly advertised as ‘vegan’ and
‘hypoallergenic’ (i.e., ‘HEMA-free’),

Presence of other cross-reactive acrylates
and isocyanate (IPDI)

DAC angioedema-like a
acrilatos e isocianatos en
productos HEMA-free



Prof. Jeanne Duus Johansen (Hellerup, Denmark)

Bateria Estandar Europea

* Alérgenos relevantes:
HEMA al 2% in pet.
Metabisulfito sodico al 1% en pet.
Benzisotiazolinona al 0.1% en pet.

Receved: § September 2022 | Sevises ¢ November 2002 | Accepted: 23 Novemter 2022

DO 10 1111/cod 14255

CONTACT

REVIEW ey WILEY

The European baseline series and recommended

additions: 2023

S. Mark Wilkinson'© | Margarida Goncalo?© | Olivier Aerts® | Sonia Badulici*® |
Heinrich Dickel® | RosellaGallo” © | Jose L Garcia-Abujeta® ™ |

Ana M. Giménez-Amau®© | Curt Homman®® | Marcos Hervella'! |

Marléne lsaksson*? " | Jeanne D.Johansen®® " | Vera Mahler™© | Bo Niklasson!® |
Paolo Pigatto'® | Gyorgyi Ponyai'”© | Thomas Rustemeyer®® |
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COMTACT ALLERWGEN OF THE YEAR

Sulfites: Allergen of the Year 2024

Samuel F. Exstein, MS™" and Ern M. Warshaw, MO, M5™'¥

Sulfites are ubiquitous preservatives, occurs naturally
Present in:

« foods, beverages (wine, dried fruit)

* Pharmaceuticals e.g. topical steroids

= Personal care products

* Occupational products, eg in latex gloves

Sulfites:
Sodium disulfite =sodium metabisulfite=
sodium pyrosulfite

Acute allergic contact dermatitis caused by sulphites
in a cosmetic and a pharmaceutical cream

Valérie Beaulieu™ = | llaria Matei* © | Nancy Hajjar* |
Saskia Ingcn-l-(ousx-()rom | Haudrey Assier’?

Duus Johansen J. New allergens in 2024. Presentation at the Updates session on Contact Eczema; 26 Sep 2024; Room 7.1, EADV Congresss 2024, Amsterdam, Netherlands.

Ausencia de relevancia clinica frecuente

LU Recent Reports of Routine Patch Testing 1o Sodium Disulfite

First Author, Year Published, Time Period  Patch Teat No. of Positive
Location of Testing  Concentration Total Ho. of Paticats Tested Reactions (%)
Morin (23030),"" Canada 20053019 2% Pat 2323 48 (1.6)
Putianta tasted 10 & customized AVC series
which included sodum metal et
Hemander Fenandns 2019-2020 1% Pat 1850 as (e
(2021)."® Span Putients tested 10 8 sares of emergng allergens

to determire possntal inclusion into
tho Sparih standurd senen.
Uker (2022)" 12 Ewopean 2018-2020 1% Pet 10 56 (48
Countries (ESSCA) Patients tested 10 auckt alesgens il noiuded
sodium metabsulite.

Advocate for sulfite inclusion in the next ACDS Core Allergen Series.

Contact dermatitis experts should be aware of this important,
often missed, allergen

Symmetric drug-related intertriginous and flexural exanthema
elicited by lidocaine cum adrenaline in a patient allergic to
sodium metabisulfite

Emilia Dik | Elisabeth Bjorvatn | Jesper Elberling

SDRIFE: after exposure to local anaesthesia in surgeries or dental
treatments less than 24 h prior.

El metabisulfito sddico es un
conservante presente en la mayoria de
soluciones de adrenalina



* Additives e Linalool HP +

Allergens in medical adhesive tapes , « Limonene HP +
lanolin o MI0.05% +,0.2% ++

* Synthetic tackifying agents
- (meth)acrylates

benzoyl peroxide

hydroxyethyl

sulfites
acrylate

LC
isothiazolinones

. ICIMI
salicylates, ... %

I & ] * Dendooven E. Contact allergy caused by natural and synthetic components in medical devices, adhesives, in particular. Doctoral
urcthanc:diacry "“‘ thesis Universiteit Antwerpen, 2021.

-~
A

pentaeryhtritol diacrylate

T B

1A N . S s nplio . =y 0CCT . ocivec o tie D . . QX . . .
Mestach L, et al. ACD caused by acrylic-based medical dressings and adhesives. Contact Dermatitis 2018; 79: 81-4 + Colophonium and modified colophonium

Spencer A, et al. Acrylate and methacrylate contact allergy and allergic contact disease: a 13-year review. CD 2016; 3: 157

EE)O CONGRESS * (Meth)acrylates (e.g., 2-HEMA and ethyl acrylate)

* Gantrez-ES™ derivatives: N-butyl, ethyl or isopropyl esters of polymethylvinyl/maleic
acid (« PMV/MA ») copolymers in adhesive pastes (= most important allergens)

*Al-Nigimi F, et al. The relevance of patch testing in peristomal dermatitis. Br J Derm 2012; 167: 103-109.
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 FLORURO DE ESTANO
* Propiedades bactericidas, uso como anti-caries.
- DACaingredientes de pastas de dientes.
* Queilitis y dermatitis perioral.
* Patch test: ‘asis’, estafio al 50% en pet.

Contact allergy caused by stannous lluoride in toothpaste

Nadine Toma', Niels Horst', Julle Dandelooy’, Elien Romaen?, Julle Leysen' and Olivier Aerts'

Allergic cheilitis due to stannous fluoride-containing
toothpaste: First case from Italy and mini-review of previously
published cases

TooHA \\q;\c
Nk ’u S L€ ” ( '\3’4\

Elena Saracco | Nicold Rashidy | Richard Borrell = | Federico Meli |
Salvatore Schinocca | LucaloSardo | luiana Badiu | Federica Corradi |
Stefania Nicola | Luisa Brussino

= | wiLev-EEEIEY L
Contact allergy to ingredients of toothpaste: foerra mme

cheilitis and dermatitis

Stannous fluoride:
Anti-caries, bactericidal properties

Duus Johansen J. New allergens in 2024. Presentation at the Updates session on Contact Eczema; 26 Sep 2024; Room 7.1, EADV Congresss 2024, Amsterdam, Netherlands.

Nuevos alérgenos de contacto en 2024

 AURICULARES INALAMBRICOS

* Pueden poseer cobertura interna con
isotiazolinonas (MI, MC-MI).

* Isocianatos como MDA 0.5% en pet.

Wireless over-ear headphones: A new source of allergic
contact dermatitis to isothiazolinones

Elena Sofia Caroppo’ | Luca Stingeni' © | Laura Goracci? | Simone Moretti® |
Rossella Marfetti' | Leonardo Bianchi® | Marta Tramontana® | Katharina Hansel®

= Lwicev- SR} =

- Workplace headphone dermatitis: A case of allergic contact
dermatitis to 4,4’-diaminodiphenylmethane

Puneet Arora*?< | Caroline Brumley™® | Katherine Lee®

MEMTA AT @ WlLEY-l;"

£ i

MDA (0.5% pet)
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i Nuevos alérgenos de contacto en 2024

* VITAMINA K1 (fitomenadiona, filoquinona)

Presencia en cosméticos con propiedades
despigmentantes (8%).

Puede producir reacciones severas similares a una
anafilaxia (iv. o im).

Dermatitis de contacto alérgica (eccema periocular).

Fue prohibida en 2009, pero se ha comenzado a
emplear VITAMINA K1 OXIDADA (fitonadiona
epoxido).

El GEIDAC recomienda parchear al 5% en pet.

Ureadin facial eye contour;
Isdin, Barcelona, Spain

2 cases creme used for
3-4-weeks

Duus Johansen J. New allergens in 2024. Presentation at the Updates session on Contact Eczema; 26 Sep 2024; Room 7.1, EADV Congresss 2024, Amsterdam, Netherlands.

New: Oxidised Vitamin K1

Introduced instead of Vit. K1
Phytonadione epoxide (PE)

20 cases
Women
Eyelid eczema

At least 12 had used the same creme from Isdin
Patch testing recommended: 5% PE in pet

Ban considered in cosmetics (but may take years)

Severe allergic contact dermatitis to bisabolol and
phytonadione epoxide found in a moisturizing and
strengthening facial cream

Eduardo de la Rosa-Fernandez® = | Maria-Elena Gatica-Ortega®®© |
Laura Feliciano-Divasson® | Irene Loizate-Sarrionandia® | Esther Gonzilez-Canrillo® |
José Suirez-Hemandez*® | Sara Dorta-Alom*

Sensitive Vitamin K Ox Cream
(Chantelet SA, Madrid)
Whitening effect

EEENE) wieey

An emerging epidemic of allergic contact dermatitis due to
phytonadione epoxide (oxidised vitamin K1)

Bisabolol (INCI): sesquiterpene alcohol
Whitening effect, claimed anti-inflammatory
Active ingredient in German chamomile

Tested in 5% pet.

El BISABOLOL es un alcohol
despigmentante que puede
asociarse a clinica de DCA de
forma similar a vitamina K1
oxidada



Nuevos alérgenos de contacto en 2024

 METOXIPROPILAMINO CICLOHEXENILIDENO (MCE)
* Es un nuevo filtro solar UVA-1 con un pico de absorciéon en 385 nm.

First case

Brcwen £ haw 00 | Sebat 31 Sument 306 | At ) Sementor 306
DOx 10131 Lued 5090

MCE is a new UVAL1 filter absorption peak at 385.

CONTACT POINT

Seviire allanic contact denmatis caused by Approved in 2020, the European Commission

methoxypropylamino cyclohexenylidene approved the use of MCE in 3% (safe)
ethoxyethylcyanoacetate
R e s 1 b i il We anticipate additional cases will be

Yassaman Alipour Tebeany documented in the future.

Duus Johansen J. New allergens in 2024. Presentation at the Updates session on Contact Eczema; 26 Sep 2024; Room 7.1, EADV Congresss 2024, Amsterdam, Netherlands.



La Academia Espanola de Dermatologia y Venereologia expresa su
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