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We need an AI…….







Fisiopatogenia de la Dermatitis atópica en 1 minuto
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• AD, atopic dermatitis; AMP, AMP, antimicrobial peptide ; FLG, filaggrin; IgE, 
immunoglobulin E; IL, interleukin; Th, T helper; TSLP, thymic stromal lymphopoietin

• Figure adapted from Furue M, et al. Allergol Int 2017;66:398–403: 1. Furue M, et al. Allergol Int 2017;66:398–
403;  

• 2. Bao L, et al. JAK-STAT 2013;2:e24137

Inmunidad 
innata 

Función barrera 

Respuesta Th2

Respuesta 
“tardía” 
Th17/22



Rebalancing the skin microbiota can lead to a reduction in the 
SA load

• A spray product containing Nitrosomonas eutropha an 
ammonia-oxidizing bacterium able to produce nitric oxide, is 
a mediator with anti-inflammatory and metabolic 
properties.

• Application of a topical ointment of 2% niclosamide
(ATx201) has also been shown to be effective in reducing SA

Colonization

• Oral integration with preparations of bacterial strains with 
therapeutic potential capable of altering the intestinal 
microbiome

Modulación de la microbiota 



Omiganan:….going down….

Niemeyer-van der Kolk T et alJ Am Acad Dermatol. 2022 Apr;86(4):854-862. 
doi: 10.1016/j.jaad.2020.08.132. Epub 2020 Oct 1. PMID: 33010325.



https://doi.org/10.1038/

s41573-021-00266-6

Respuesta innata: 
algunas decepciones....y 
nuevas esperanzas



Tapinarof (GSK2894512 cream) for the
treatment of atopic dermatitis 

• Nonsteroidal topical agent known as therapeutic aryl
hydrocarbon receptor (AhR) modulating agents.

• Binding the AhR and activating the AhR pathway in multiple 
cells and tissue-based systems

• Controls the expression of IL-21 and IL-22 and plays an 
important role in the differentiation of T-helper 17 cells in vivo 
and in vitro

• Antioxidant by inhibiting reactive oxygen species

• Inhibition pro-inflammatory vs immunosuppressive ?? 

Am Acad Dermatol 2019;80:714-21.



Tapinarof (GSK2894512 cream) for the
treatment of atopic dermatitis 

• Week 12 IGA responses were higher in the 
tapinarof groups versus the vehicle group, 
reaching statistical significance with 
tapinarof 1% twice daily

• 75%/90% improvement in EASI from 
baseline were significantly higher in the 
tapinarof groups (except 0.5% once daily 
and 0.5% twice daily),

J Am Acad Dermatol 2021;84:632-8.)

FDA approved for
psoriasis !!!! 



Fisiopatogenia de la Dermatitis atópica en 1 minuto
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• AD, atopic dermatitis; AMP, AMP, antimicrobial peptide ; FLG, filaggrin; IgE, 
immunoglobulin E; IL, interleukin; Th, T helper; TSLP, thymic stromal lymphopoietin

• Figure adapted from Furue M, et al. Allergol Int 2017;66:398–403: 1. Furue M, et al. Allergol Int 2017;66:398–
403;  

• 2. Bao L, et al. JAK-STAT 2013;2:e24137

Inmunidad 
innata 

Función barrera 

Respuesta Th2

Respuesta 
“tardía” 
Th17/22



Inmunidad innata/ 
adaptativa Th2

https://doi.org/10.1038/

s41573-021-00266-6



OX-OX40 pathway....¿la 
tercera via ?



OX40/OX40L en DA 

• OX40 expression is increased on skin 
homing T cells

• OX40 and OX40L are co-localized in the
skin T-cell expression of OX40 and 
antigen-presenting cells

• The signal through OX40 enhances T-
cell clonal expansion and, especially, 
survival of TH2 cells



Rocantilimab(anti OX 40) en AD 



Telazorlimab( ISB 80) – anti OX 40-



Amlitelimab (anti OX 40L) en AD 



Vía IL4/13



Vía IL4/13



Vía IL4/13 



Nuevos anti IL 4/13 



IL-13 en dermatitis atópica 

IL-13 is overexpressed by different cell types in the skin of AD. This Th2 cytokine has 

a wide impact, including the decrease of the barrier function, inducing itch, and affecting 

the microbiome, particularly S. aureus. Adapted from Bieber T. Allergy. 2020;75:54-62.
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■ Lebrikizumab is a novel, high-affinity immunoglobulin G4 

monoclonal antibody targeting interleukin (IL)-13

■ Lebrikizumab selectively prevents formation 

of the IL-13Rα1/IL-4Rα heterodimer 

receptor signaling complex, thus 

blocking IL-13 signaling1,2

■ Lebrikizumab does not prevent the binding

of IL-13 to the IL-13Rα2 (decoy) receptor,

which allows the internalization of IL-13

into the cell3

1. Simpson EL, et al. J Am Acad Dermatol. 2018;78:863-871.e11. 

2. Gonçalves F, et al. Drugs Context. 2021;10:2021-1-7.

3. Wulur I, et al. Presented at 4th Inflammatory Skin Disease Summit. 2021.

IL=interleukin

Lebrikizumab. MoAb anti Il13 



* p<0.05; ** p<0.01; *** p<0.001 vs. PBO based on the Cochran-Mantel-Haenszel test stratified by geographic region (USA vs. Europe vs. rest of world), age (adolescents 12 to <18 vs. adults ≥18 years), and disease severity (baseline IGA score of 3 vs. 4). 

Data after rescue medication or treatment discontinuation due to lack of efficacy were set to baseline values; missing data due to other reasons were imputed with MCMC-MI within treatment arms. a For patients with Pruritus NRS ≥4 at baseline 

CI=confidence interval; EASI75=75% improvement from baseline in Eczema Area and Severity Index score; IGA=Investigator’s Global Assessment; ITT=Intent-to-Treat; LEB=lebrikizumab; MCMC-MI=Markov Chain Monte Carlo multiple imputation; 

mITT=modified ITT; NRS=Numeric Rating Scale; PBO=placebo; Q2W=every 2 weeks

Week 16 Efficacy Endpoints
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IGA (0,1) With
≥2-Point Improvement

EASI75 Pruritus NRS ≥4-Point
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Improvement
a

LEB 250 mg Q2W (N=283)

PBO (N=141)

LEB 250 mg Q2W (N=281)

PBO (N=146)

LEB 250 mg Q2W (N=283)

PBO (N=141)

LEB 250 mg Q2W (N=281)

PBO (N=146)

LEB 250 mg Q2W (N=263)

PBO (N=130)

LEB 250 mg Q2W (N=253)

PBO (N=134)



ADvocate1 and ADvocate2

Screening 

(≤30 days)

Week 0

(Baseline)

16-Week

Induction Periodb

36-Week 

Maintenance Periodc

LEB 250 mg Q2W 

(N=113)

PBO Q2W 

(LEB withdrawal)

(N=60)

LEB 250 mg Q4W 

(N=118)

LEB 250 mg Q2W

Week 52

(End of Study)

Week 16 

non-responders 

proceed to 

escape arm

LEB 250 mg

Q2W 

(N=236)

PBO Q2W 

(N=120)

ADvocate1

ADvocate2

R 2:1

LDa

R 2:2:1

LDc

Roll over to

ADjoin Study or 

safety follow-upd

Week 16 

responders 

re-randomized 
52-week 

efficacy 

results 52-week 

safety 

results

a LEB-treated patients received a 500-mg LD at Weeks 0 and 2; b Patients who used rescue therapy (including topical) during the Induction Period were considered to be non-responders; c Responders who received PBO and were re-randomized to LEB 

received an LD of LEB 500 mg at Week 16 or at Weeks 16 and 18, based on the active treatment group assigned in the Maintenance Period; d Patients who completed the study were offered treatment in ADjoin; otherwise, patients participated in a safety 

follow-up 12 weeks after their last dose 

EASI75=75% improvement from baseline in Eczema Area and Severity Index score; IGA=Investigator’s Global Assessment; LD=loading dose; LEB=lebrikizumab; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks; R=randomization 

Responders were patients who achieved 

an IGA response of 0 or 1 with a 2-point 

improvement or EASI75 without rescue 

medication at Week 16

Study Design
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Note: Patients who received systemic rescue medication, discontinued treatment due to lack of efficacy, or transferred to the escape arm had values set to their baseline value subsequent to this time through Week 52; patients who received topical 

rescue medication or discontinued treatment due to other reasons had values set to missing subsequent to this time through Week 52; all the missing data were imputed with MCMC-MI
a Patients who achieved EASI75 at Week 16

EASI75=75% improvement from baseline in Eczema Area and Severity Index score; LEB=lebrikizumab; MCMC-MI=Markov Chain Monte Carlo multiple imputation; mMPP=modified MPP; MPP=Maintenance Primary Population; PBO=placebo; 

Q2W=every 2 weeks; Q4W=every 4 weeks

Maintenance of EASI75 Over 52 Weeks



ADvocate1 (MPP,a MCMC-MI) ADvocate2 (mMPP,a MCMC-MI)
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Note: Patients who received systemic rescue medication, discontinued treatment due to lack of efficacy, or transferred to the escape arm had values set to their baseline value subsequent to this time through Week 52; patients who received topical rescue

medication or discontinued treatment due to other reasons had values set to missing subsequent to this time through Week 52; all the missing data were imputed with MCMC-MI
a Patients who achieved IGA (0,1) at Week 16

IGA=Investigator’s Global Assessment; LEB=lebrikizumab; MCMC-MI=Markov Chain Monte Carlo multiple imputation; mMPP=modified MPP; MPP=Maintenance Primary Population; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks

Maintenance of IGA (0,1) and ≥2-Point Improvement Over 52 Weeks



AAD 2023 



AAD 2023 



Eblasakimab

https://www.biospace.com/article/releases/aslan-pharmaceuticals-announces-completion-of-recruitment-in-phase-2b-trek-ad-
study-of-eblasakimab-in-atopic-dermatitis-patients/

Eblasakimab
is a monoclonal antibody that targets the IL-
13R1, a subunit of the type 2 receptor , 
interfering with the signaling of IL-13 and IL-4

EASI 75 was achieved in 50% of patients in the 200 mg 
group, 57% in the 400 mg group, and 50% in the 600 mg 
group, as opposed to 13% in the placebo group (p = 
0.018



RPT193

RPT193 is an orally active inhibitor of CCR4, blocks the recruitment of Th2 inflammatory immune cells 

into inflamed tissues. RPT193 can be used for allergic inflammation in atopic dermatitis, asthma, and 

other diseases research.

33

Phase 2 development

Administered  oral

Indications seeking: 

Adults With Atopic Dermatitis



IL-31 La vía del prurito



Nemolizumab



There was a greater itch relief, apparent by Day 2, with nemolizumab* 
30 mg vs placebo (post-hoc EASI ≥16)

36

*Nemolizumab is an investigational product not approved in any jurisdiction for any indication.
EASI, Eczema Area and Severity Index; LS, least squares; PP NRS, Peak Pruritus Numeric Rating Scale. 
Silverberg JI, et al. J Eur Acad Dermatol Venereol 2021; 35: 1562‒1568. Nemolizumab is associated with a rapid improvement in atopic dermatitis signs and symptoms: subpopulation (EASI ≥ 16) analysis of randomized phase 2B study, Silverberg JI et al. 
Copyright © 2021 Journal of The European Academy of Dermatology and Venereology.​

Daily LS-mean percentage change from baseline in PP NRS from Day 1 to Day 15

A rapid improvement of itch 

and significant differences 

between the groups were 

observed from Day 2 

for reductions in PP NRS 

(22.8% vs 12.3%, p=0.005)
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Nemolizumab* post-hoc analysis (EASI ≥16): 
IGA success rates

A significantly greater proportion of patients reached IGA 0/1 with nemolizumab* 30 mg vs placebo 
from Week 12 onwards1,2

37

*Galderma is investigating the use of nemolizumab and has not received approval in any jurisdiction for any indication​.

EASI, Eczema Area and Severity Index; IGA, Investigator Global Assessment.

1. Silverberg JI, et al. J Eur Acad Dermatol Venereol 2021; 35: 1562–1568. Nemolizumab is associated with a rapid improvement in atopic dermatitis signs and symptoms: subpopulation (EASI ≥ 16) analysis of randomized phase 2B 
study, Silverberg JI et al. Copyright © 2021 Journal of The European Academy of Dermatology and Venereology; 2. Galderma. Data on file. Nemolizumab in AD Phase 2b trial efficacy data (EASI ≥16 subpopulation). 2019.

†p<0.05; ‡p<0.01
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Inmunidad adaptativa: Vía IL22 



IL-22 R1 en DA 



¿ Queréis oir el nombre definitivo.....? 



Rezpegaldesleukin !



AD…too many
targets? 



JAK inhib: la posibilidad de inhibición simultánea de diversas dianas moleculares en DA 

γ C, gamma chain; AD, atopic dermatitis; AMP, antimicrobial peptides;
CRLF2, cytokine receptor-like factor 2; IFN, interferon; IL, interleukin; 
JAK, Janus kinase; KC, keratinocyte; OSMR, oncostatin M receptor; 
TSLP, thymic stromal lymphopoietin; TYK2, tyrosine kinase 2

Inhibit KC 
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Promote itching
and scratching 

Inhibit lipid 
synthesis

Inhibit AMP 
synthesis

Epidermal hyperplasia 
and skin lichenification

KEY

JAK1

TYK2

TYK2JAK3JAK1 JAK2JAK1
JAK2

JAK1
JAK2

JAK1
JAK2JAK1

STAT STAT

Grewe M, et al, Lancet 1994;343(8888):25–6; Pastore S, et al. J Aller Clin Immunol 1998;101(4):538–44; Cornelissen C, et al. Eur J Cell 
Bio 2012;91:552–66; Clark JD, et al. J Med Chem 2014;57:5023–38; Winthrop KL, et al. Nat Rev Rheumatol 2017;13:234–43; Berdyshev

E, et al. JCI Insight 2018;3:e98006; Castro F, et al. Front Imm 2018;9:847; Guttman-Yassky E, et al. Exp Dermatol 2018;27:409–17; 
Keegan AD, et al. Front Imm 2018:9:1037; Klonowska J, et al. Int J Mol Sci 2018;19:3086; Virtanen A, et al. BioDrugs 2019;33:15–32    

Drives cell recruitment 
and chronicity

P P

Transcription



Ivarmacitinib (SHR0302) (ARQ 252)

SHR0302 is a potent and orally active all members of the JAK family inhibitor, particularly JAK1. The 

selectivity of SHR0302 for JAK1 is >10-fold for JAK2, 77-fold for JAK3, 420-fold for Tyk2. SHR0302 

inhibits JAK1-STAT3 phosphorylation and induces the apoptosis of hepatic stellate cells. SHR0302 has 

anti-proliferative and anti-inflammatory effects.
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Phase 3 development

Administered  oral

Indications seeking: 

Adults With Atopic Dermatitis
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Efectos secundarios “ de 
clase” de JAK- inhib

Van a variar en función 
de la dosis y la 
selectividad 



• IGA 2/3, and 3%-20% affected body surface area

• IGA 0/1 0.75% RUX cream (50.0%/39.0%) and 1.5% RUX 
cream (53.8%/51.3%) versus vehicle (15.1%/7.6%; P 
\.0001) at week 8

• Significant itch reductions versus vehicle were reported 
within 12 hours of first application of 1.5% RUX (P \.05). 

• Application site reactions were infrequent (\1%) and 
lower with RUX versus vehicle; none were clinically 
significant

Ruxolitinib ( JAK 1 y 2 ) tópico 

FDA approved !!!! 



Delgocitinib en DA 

• Delgocitinib 0,5% pomada vs 
vehículo 

• mEASI>10

• Estudio randomizado, doble ciego 
4 semanas 

• Buena tolerancia ( no prurito, 
irritación ) 

Japan approved !!!! 



• Pacientes pediátricos 2-15 años

• mEASI >5 

• Delgocitinib durante 4 semanas vs placebo 

• Algún caso de foliculitis y irritación leve 

• Sin niveles plasmáticos  

Delgocitinib en DA 

Japan approved !!!! 



Elevando los niveles intracelulares AMPc, 
apremilast es capaz de modular 
mediadores pro inflamatorios y anti-
inflamatorios producidos por  células 
inmunitarias

Cls Inmunitarias

Mediadores Anti-
Inflamatorios

( IL-10)

Mediadores Pro-
Inflamatorios

(TNF-a, IL-17, IFN-g)

cAMP

cAMP
cAMP

AMP

PDE4X
Apremilast

Inhibición de la fosfodiesterasa 4 

http://www.google.es/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&docid=HGMUJ83Gu45_DM&tbnid=Ymqi54jf1d-cjM:&ved=0CAUQjRw&url=http://ejecucion.wordpress.com/2012/02/06/la-balanza-en-las-metas-del-nuevo-ano/&ei=OsapUZz8LMaM0AXIrYG4Dw&bvm=bv.47244034,d.ZGU&psig=AFQjCNEf4zxO_fdXTwIX7xMk3U2winr_NA&ust=1370167216018383


Roflumilast en DA 

• Methods: In this phase 2, proof of concept trial, patients (N=136) aged ≥12 years 
with AD were randomized to once-daily roflumilast cream 0.15%, roflumilast 
cream 0.05%, or vehicle cream for 4 weeks

• At week 4, mean absolute changes in EASI were -6.4 (P=0.097 vs vehicle), -6.0 
(P=0.356), and -4.8 with roflumilast 0.15%, roflumilast 0.05%, and vehicle, 
respectively.

• Treatment-related adverse events (AEs) occurred in 2 (2.2%) patients receiving 
roflumilast (mild rash and moderate application site pain).

Gooderham M et al. The Safety and Efficacy of Roflumilast Cream 0.15% and 
0.05% in Patients With Atopic Dermatitis: Randomized, Double-Blind, Phase 2 
Proof of Concept Study. J Drugs Dermatol. 2023 Feb 1;22(2):139-147. doi: 
10.36849/JDD.7295. PMID: 36745371.

Phase III on going



Difamilast ( PDE-4 inh ) 

• Pacientes 15-70 años 

• IGA 2-3 / BSA 5-40% 

• Difamilast 1% ( n:182 ) vs vehículo ( 
n: 182) 

• EASI-50 en EOT fue de 58,24% para 
1% difamilast y 25,82% para vehículo 
(P < 0,0001); EASI-75 fue de 42,86%
y 13,19%, respectivamente (P < 
0,0001); y EASI-90 fue de 24,73% y 
5,49%, respectivamente (P < 0,0001)

Japan approved !!!! 



Nuevos tratamientos tópicos 



Key points





Ya queda menos para saber cómo funciona ( y cómo 
controlar ) la DA 
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•DOI:10.22034/IJI.2019.80253
•Corpus ID: 184487929
Pathogenesis of Atopic Dermatitis: Current Paradigm.
•M. Furue, D. Ulzii, +3 authors T. Nakahara
•Published 1 June 2019
•Biology, Medicine
•Iranian journal of immunology : IJ

https://doi.org/10.22034/IJI.2019.80253
https://www.semanticscholar.org/author/M.-Furue/144693379
https://www.semanticscholar.org/author/D.-Ulzii/31921471
https://www.semanticscholar.org/author/T.-Nakahara/2358859


Proyecto SSAD: Medicina Personalizada en AD

Sólo desde la 
comprensión de las 
bases moleculares y 
celulares de 
heterogeneidad de la 
dermatitis atópica 
seremos capaces de 
identificar 
tratamientos efectivos 
para cada tipo de 
paciente

El uso combinado de 
múltiples tecnologías 
sobre una cohorte 
única marcará la 
diferencia



Gracias por vuestra atención 
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