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T2T  in Atopic Dermatitis

(Treat to target)

Better Access to Treatments

for AD on  a global scale



Disease modification in other disciplines

Neurology

Alzheimers disease

M. Parkinson

Pneumology

Cardiology

Jacobson Meet al….Simpson EL. Early intervention and disease modification in atopic

dermatitis-the current state of the field and barriers to progress. J Eur Acad Dermatol

Venereol. 2024 Apr;38(4):665-672



What means disease modification?
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A disease-modifying drug, or disease-modifying therapy is a treatment that delays, slows or 

reverses the progression of a disease by targeting its underlying cause.[1]

They are distinguished from symptomatic treatments that treat the symptoms of a disease but do 

not address its underlying cause.[2]

https://en.wikipedia.org/wiki/Etiology
https://en.wikipedia.org/wiki/Disease-modifying_treatment#cite_note-1
https://en.wikipedia.org/wiki/Symptomatic_treatment
https://en.wikipedia.org/wiki/Disease-modifying_treatment#cite_note-2


What means disease modification?

Boesch M et al. What is disease modification and is this concept even helpful? 

Eur J Intern Med. 2024 Jun;124:1-
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Disease modification in other skin diseases

Jacobson Meet al….Simpson EL. Early intervention and disease modification in atopic

dermatitis-the current state of the field and barriers to progress. J Eur Acad Dermatol

Venereol. 2024 Apr;38(4):665-672



Bieber T, Cork M, Reitamo S. Atopic dermatitis: a candidate for
disease-modifying strategy. Allergy. 2012 Aug;67(8):969-75
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Bieber T, Cork M, Reitamo S. Atopic dermatitis: a candidate for disease-

modifying strategy. Allergy. 2012 Aug;67(8):969-75

Whether this kindof strategy is already feasible with

the arsenal of availablemedical products such as

topical steroids or calcineurininhibitors or whether

the issue of safety, especially in infancyrequires the

further development of new and safe compoundsfor

this particular approach need to be clarified. In any

case,the scientific community will face a number of

new challengesduring this fascinating development

ultimately leading to thereduction in the burden of

AD and asthma.
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Scores: SCORAD, EASI, IGA

Clinical subtypes

Immunologic sbtypes

Lab parameters: IgE, Sensitizations

TARC?

Osteopotegerin?

TARC

Bakker D et al Allergy Clin Immunol. 2023



Seremet T….Gilliet M. Immune modules to guide diagnosis and personalized
treatment of inflammatory skin diseases. Nat Commun. 2024 Dec 18;15(1):10688
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• 1: We have to define/consider subtypes

• 2: Different approaches for childhood and adult AD

• 3. We have to define (and exclude/avoid) Trigger factors

• 3: We have to integrate tne needs and expections of our patients

• 5: Adress not only SAD but also comorbidities

• 6: Adapted T2T and treatment approaches for different cultural and 

socioecconomic settings

• 7: Inegrate educational and behaviroul approaches



The immuno-development of Atopic Dermatitis

a) Neonates; 

b) Infants

c) Adolescents and adults

Traidl-Hoffmann C……..Schmid-Grendelmeier P.
Navigating the evolving landscape of atopic 
dermatitis: Challenges and future opportunities:
The 4th Davos declaration.
Allergy. 2024 Aug 4
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Roduit C et al.  Phenotypes of Atopic

Dermatitis Depending on the Timing of Onset 

and Progression in Childhood. JAMA Pediatr. 

2017 Jul 1;171(7):655-662

Maintz L et al, Atopic dermatitis: Correlation of

distinct risk factors with age of onset in 

adulthood compared to childhood. Allergy. 

2023 Aug;78(8):2181-2201
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Pathophysiology and mechanism of AD

Adapted from:
Sinéad M Langan, Alan D Irvine, Stephan Weidinger. 
Atopic dermatitis. Lancet 2020; 396: 345–60

Many new insights:

- Role of mediators and cell function

- Disrupted barrier function

- Role of environment

- Allergens (Food?)

- Microbiome

- Mycobiome

Immune Deviation

Barrier Ddisruption

Microbe Dysbiosis

IBD-DDD



57

Guttman-Yassky E, Renert-Yuval Y,
Brunner PM.

Atopic dermatitis.

Lancet. 2025 Feb 15;405:583-596

Trigger factors in AD
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Guttman-Yassky E, Renert-Yuval Y,
Brunner PM.

Atopic dermatitis.

Lancet. 2025 Feb 15;405:583-596

Trigger factors in AD

Clinical history:

- Provoking factors

- Allergologic work up

- Dietary habits

- Sleeping behaviour

- etc



How to detect IgE in the serum
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Patterns of molecular sensitization allow to differentiate different clinical subtypoes of AD

Scala E, et al 
A microarray-based IgE-molecular mimicry index (IgE-MMI): A 
biomarker for disease severity, clinical phenotypes, and 
therapeutic response in atopic dermatitis? 
Allergy. 2024 Nov 4



Food diversity prevetns food allergy
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Skjerven HO et al Early food intervention and skin
emollients to prevent food allergy in young
children (PreventADALL): a factorial, multicentre, 
cluster-randomised trial. Lancet. 2022 Jun 
25;399(10344):2398-2411

Food intake Prevention of food allergy

Emollients use:     no additional use for Food allergy

AD:                       Prevetion does not work

Early regular use of skin emollients did 

not reduce food allergy at 36 months.
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Hui-Beckman JW, et al,. Repeated Temperature Fluctuation Exposure Causes Prolonged Skin Barrier
Dysfunction. J Invest Dermatol. 2025 Oct;145(10):2626-2628
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Hui-Beckman JW, et al,. Repeated Temperature Fluctuation Exposure Causes Prolonged Skin Barrier
Dysfunction. J Invest Dermatol. 2025 Oct;145(10):2626-2628
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T2T from the patient perspective

T2T from the doctor’s perspective

SCORAD

EASI

IGA

Biomarkers
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Disease modification in AD

Jacobson Meet al….Simpson EL. Early intervention and disease modification in atopic

dermatitis-the current state of the field and barriers to progress. J Eur Acad Dermatol

Venereol. 2024 Apr;38(4):665-672



Disease modification in AD

Jacobson Meet al….Simpson EL. Early intervention and disease modification in atopic

dermatitis-the current state of the field and barriers to progress. J Eur Acad Dermatol

Venereol. 2024 Apr;38(4):665-672



Bieber T, Maintz L, Phad GE, Brüggen MC. From Disease Control to Disease 

Modification: The Atopic Dermatitis Disease Activity Index. Allergy. 2025 Aug 29



To Achieve Modification of Disease Course, Both Clinical and Subclinical Control 
of AD Might Be Required 

40Not drawn to scale.
Figure adapted from: 1. Elaine C. Siegfried, et al. Clinical Remission and Off-treatment Remission in Pediatric Patients with Moderate-to-Severe Atopic Dermatitis Treated with Dupilumab: Preliminary Data from an Open-
label Extension Study. WCPD, April 8-11, 2025, Buenos Aires, Argentina, Poster ID: 339.​ Graphic designed by Dr Ana Rossi (Sanofi) and Sonya Cyr (Regeneron) ©
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Müller S, Maintz L, Bieber T. Treatment of atopic dermatitis: Recently approved drugs and

advanced clinical development programs. Allergy. 2024 Jan 8. doi: 10.1111



Wollenberg A et al. European Guideline (EuroGuiDerm) on atopic eczema: 
Living update. J Eur Acad Dermatol Venereol. 2025 May 2. doi: 10.1111



Chang JW et al…………….., Wang F. Abrocitinib versus 
dupilumab: Impact on skin barrier function and 
proteomics in atopic dermatitis. J Am Acad 
Dermatol. 2025 Apr 15:S0190-9622(25)00621

Ibba L et al.. Gargiulo L. 
Real-World Effectiveness and Safety of
Upadacitinib and Abrocitinib in Moderate-to-
Severe Atopic Dermatitis: A 52-Week 
Retrospective Study. 
J Clin Med. 2025 Apr 24;14(9):2953



Guttman-Yassky E. et al An anti-OX40 antibody to treat

moderate-to-severe atopic dermatitis: a multicentre, double-

blind, placebo-controlled phase 2b study. Lancet. 2023 Jan 

21;401(10372):204-214
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Guttman-Yassky E. et al An anti-OX40 antibody to treat

moderate-to-severe atopic dermatitis: a multicentre, double-

blind, placebo-controlled phase 2b study. Lancet. 2023 Jan 

21;401(10372):204-214



Disease Modification in AD – A Complex and Evolving Definition*1,2

46
*There is currently no agreed upon definition for disease modification. The concepts provided here are to facilitate discussion.
Figures adapted from: 1. Bieber T. Nat Rev Drug Discov. 2023;22:662–680 and 2. Jacobson ME, et al. J Eur Acad Dermatol Venreol. 2024;38(4):665-672.

“Any intervention that endurably impacts the 
pathomechanisms and the natural course of the 

disease leading to a sustained remission 
after cessation of treatment”

Modification of the disease itself1 Impact on associated comorbidities1

“Any intervention successfully preventing the 
development or the progression of atopic 

comorbidities (food allergy, allergic asthma and/or 
allergic rhinitis, before or during their development)”

Unique disease characteristics make it difficult to clearly define what disease modification means for AD

AD is not universally 
progressive in nature2 

Disease course varies 
widely by individual2

Spontaneous remission is 
common in pediatric patients2



Can we achieve a preventive effect on AD or on the Atopic march? 

Food

Allergy

Severe AD

Early AD Asthma

Persistent

AD



Influence on diet during pregnancy on the development of AD in the child

02.11.2025 48
Heye KN et al. Diet Diversity and Adherence to a Mediterranean Diet Pattern in Pregnancy Is Protective
Against the Development of Early-Childhood Atopic Dermatitis. Nutrients. 2025 Jul 7;17(13):2243.



Early Intervention with Dupilumab May Be Associated with Reduced Risk of Atopic 
Comorbidities in Pediatric Patients With AD1

49Graph adapted with permission from Lin T-L, et al. 2024. 
Figures adapted from: 1. Lin T-L, et al. J Am Acad Dermatol. 2024;91:466–473.

Cumulative incidence of atopic march progressiona in 
pediatric AD patients (≤18 years) treated with 
dupilumab vs conventional systemic therapyb,1

Risk of atopic march progressiona with dupilumab vs conventional 
systemics stratified by age during the 3-year observation period1

Reduced risk of atopic march progression in 

patients treated with dupilumab across age groups, with 
younger patients showing a greater reductiond,1

Age <6 years 6 to <12 years 12 to ≤18 years

46% 36% 36%

Dupilumab

Conv Ther

Dupilumab

Conventional systemic therapy

Δ: -7.13%c

P<0.00130
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Patients With Moderate-to-Severe AD Have an Increased Risk of 
Skin Infection, Including Infections With S. aureus1,2

Photo courtesy: Dr Vania Carvalho for viral infections; Prof. Peter Schmid for S.aureus and bacterial infections
1. Wang V. Ann Allergy Asthma Immunol. 2021;126:3–12. 2. Alexander H, et al. British J Dermatol. 2020;182:1331–1342.

Bacterial infections S. aureus infections Viral infections
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Fehr D et al. Deciphering the Connection Between Atopic Dermatitis and Cardiovascular Diseases: Analysis of
Clinical Associations and Cardiometabolic Proteins. Allergy. 2025 May 19

▪ 677 AD patients and 79 nonatopic controls from an observational multicenter case–control study

(ProRaD:Prospective longitudinal study investigating the remission phase in patients with atopic

dermatitis and other allergy-associateddiseases). 

▪ AD severity and atopic metabolic, and cardiovascular conditions as well as risk factors

▪ Serum samples: targeted proteomics (cardiometabolics panel, Olink)



Fehr D et al.  Allergy. 2025 May 19

TNC, tenascinC; 

Disease severity may be a risk factor for CVD in pure AD patients, 

but not in those with atopic comorbidities



Myocardial infarction

Deep vein thrombosis

Stroke

Pulmonary embolism

Hazard Ratio (CI)

0 1 2 3 4 5 6 7

Hypertension

Deep vein thrombosis

Peripheral vascular disease

Stroke

Type 2 diabetes mellitus

Hyperlipidemia

Obesity

Pulmonary embolism

Congestive heart failure

Myocardial infarction

Hazard Ratio (CI)

0 0.2 0.4 0.6 0.8 1.0 1.2 1.61.4

Hypertension

0

Deep vein thrombosis

Peripheral vascular disease

Stroke

Type 2 diabetes mellitus

Hyperlipidemia

Obesity

Pulmonary embolism

Congestive heart failure

Myocardial infarction

Hazard Ratio (CI)

0.2 0.4 0.6 0.8 1.0 1.2 1.4 1.6

Dupilumab vs Methotrexate1,a,* Dupilumab vs Cyclosporine1,a JAK inhibitors vs Dupilumab2,b

Targeting IL-4 and IL-13 Was Associated with Decreased Cardiometabolic Risk in Adult AD 
Patients Compared to Conventional Systemics and Oral JAK Inhibitors

aGlobal retrospective cohort study comprised two distinct analyses comparing patients with AD under different treatments: (i) initiators of dupilumab (n= 10,151) versus methotrexate (n= 10,151) and (ii) initiators of dupilumab (n = 6,629) 
versus TNFi (n = 6,629). Study groups were compared regarding the risk of 8 cardiovascular and 4 metabolic outcomes during the initial year following drug initiation
DM, diabetes mellitus; DVT, deep vein thrombosis; PVD, peripheral vascular disease.
Figures adapted from: 1. Kridin K, et al. Archives of Dermatological Research, 2025, 317(1): 296. 2. Kridin K, et al. J Eur Acad Dermatol Venereol. Published online July 21, 2025.

Risk of cardiovascular and metabolic outcomes among AD patients treated with systemic therapies

60

P=0.011

P<0.001

P<0.001

P<0.001

P=0.001

Dupilumab better Methotrexate better Dupilumab better Cyclosporine better JAK inhibitors better Dupilumab better

P=0.007

P<0.001

P<0.001

P<0.001

P=0.014

P=0.017

TriNetX Adults
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• 1: We have to define/consider subtypes

• 2: Different approaches for childhood and adult AD

• 3. We have to define (and exclude/avoid) Trigger factors

• 4. We have to integrate tne needs and expections of our patients

• 5: Adress not only SAD but also comorbidities

• 6: Adapted T2T and treatment approaches for different cultural and 

socioecconomic settings

• 7: Inegrate educational and behaviroul approaches
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Bone mineral density, osteopenia osteoporosis, and fracture risk increased in patients 
with AD

Wu D et al.Ann Transl Med. 2021 Jan;9(1):40



Fracture incidence in children after developing atopic dermatitis

Lee SW et al. Fracture incidence in children after developing atopic dermatitis: 
A Korean nationwide birth cohort study. Allergy. 2023 Mar;78(3):871-875
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Wollenberg A et al. European Guideline (EuroGuiDerm) on atopic eczema: 
Living update. J Eur Acad Dermatol Venereol. 2025 May 2. doi: 10.1111



Availability of biologics in asthma worldwide

Caminati, M. & Morais-Almeida, Mario & Bleecker, E. & Ansotegui, I. & Canonica, G.W. & Bovo, C. & Senna, Gianenrico. (2021). Biologics and global burden of asthma: A worldwide portrait and a 

call for action. World Allergy Organization Journal. 14. 100502. 10.1016/j.waojou.2020.100502. 

Omalizumab

Mepolizumab

Reslizumab

Benralizumab

Dupilumab

(Tezepelumab)

72C. Lang | AIU Grindelwald | 27.01.23

Such differences may become more important with

«precision medicine»  : Biologicals, JAK i etc

Efficacy, Side effects etc

For SsA: most of these drugs still far away
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Overview of Atopic Dermatitis in 3 Different Ethnic Groups

Chiricozzi A et al….. Girolomoni G. Overview of Atopic Dermatitis in Different Ethnic
Groups. J Clin Med. 2023 Apr 4;12(7):2701



Overview of Atopic Dermatitis in 3 Different Ethnic Groups

Chiricozzi A et al….. Girolomoni G. Overview of Atopic Dermatitis in Different Ethnic
Groups. J Clin Med. 2023 Apr 4;12(7):2701



Improved acces to treatment in AD on a global scale

Meeting WHO- ISAD

Patients, experts and Industry 23.10.2025

00.00.2019Verfasser | Dokumenten-Name | 77

Accepted in Aug 2025
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• 1: We have to define/consider subtypes

• 2: Different approaches for childhood and adult AD

• 3. We have to define (and exclude/avoid) Trigger factors
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• 5: Adress not only SAD but also comorbidities
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Wollenberg A et al. European Guideline (EuroGuiDerm) on atopic eczema: 
Living update. J Eur Acad Dermatol Venereol. 2025 May 2. doi: 10.1111



Wollenberg A et al. European Guideline (EuroGuiDerm) on atopic eczema: 
Living update. J Eur Acad Dermatol Venereol. 2025 May 2. doi: 10.1111
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• 1: We have to define/consider subtypes

• 2: Different approaches for childhood and adult AD

• 3. We have to define (and exclude/avoid) Trigger factors

• 4. We have to integrate tne needs and expections of our patients

• 5: Adress not only SAD but also comorbidities

• 6: Adapted T2T and treatment approaches for different cultural and 

socioecconomic settings

• 7: Integrate educational and behaviroul approaches
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Towards personalized therapy and potential disease modification
in AD: We are closer than ever
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Thanks for your attention

Peter.schmid@usz.ch
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