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Atopic Dermatitis

Genetics

T i‘ Up to 50% of offspring are affected when one parent is

Atopic Dermatitis
in Children

=Mid «Moderate @ Severe

ri\ rl\ Up o 80% of offspring are affected when two parents are

| 260%

Epidemiology

About 50 million people in Europe suffer from AD

PD Dr. Stephanie Christen-Zich
Head of Pediatric Dermatology

Departments of Pediatrics & Dermatology
Centre Hospitalier Universitaire Vaudois

Prevalence 10 a 20% of children
Update in Pediatric Dermatology 34 5% of adults

Zurich, 20.01.2022

Disease onset ~ 45% within first 6 months of life
85% before 5 years of age
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Atopic dermatitis — a disease of

Atopic Dermatitis — A multifactorial disease

Barrler Dysfunction Th2 driven Inflammation

» Facilitates antigen/allergen
entry and subsequent Th2
immunologic inflammation

» Atimmune system level, activated
T cells secrete Th2 and Th22
cytokines, including IL-4, IL-5, IL-
13, 1L-22, IL-31

> High risk for AD with FLG
gene mutations » Cytokines impair expression of

" Dysregulation of Abnormal skin barrier proteins and lipids
innate/ adaptive barries " N N .
[mmunity fun » Activation drives inflammation and
epidermal breakdown, resulting in

clinical presentation
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ATOPIC DERMATITIS FLARE
. L. . . . > Dysbiosis with decreased microbiome diversity
Ato pic Dermatitis - Skin Dy sbiosis > S epidermidis, S aureus and Malassezia predominate SRS a S laats
AD patients experience frequent cutaneous
infections and S. aureus is commonly cultured
from both lesional and nonlesional AD skin'
> Present on lesional skin of 80-100% of AD
patients vs healthy controls'2
» May be due to reduced antimicrobial peptide
expression in the skin of AD patients'
S. aureus colonization correlates with disease severity and greater 2 immune deviation'?
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Associated atopic diseases
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Allergic rhino- Asthma'38
conjonctivitis'®
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Patients with AD experience debilitating effects
impacting on day-to-day functioning

Disease burden of moderate to severe atopic derm:
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46% report negative effects on school performancs
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Goals for atopic dermatitis management

Maximize medical outcomes and psychosocial status

Educate and empower p: ts

To make the right therapeutic choice o
adapt tto the child's age ~28
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Nonatopic conditions associated with AD

Psychological disorders

Ao

In a European multicenter study of
3635 patients vs 1359 controls

AD patients suffered from
*17.6% anxiety
*10% depression
«15% suicidal ideation

+63.4% mental health burden of
dermatological therapy

@fatd

v

ETFAD/EADV Eczema task force 2020 position paper
on diagnosis and of atopic dermatitis in
adults and children

Hospitalzation, systemic immunosuppression: cyclosporine.
Ac, mehotrexate, azathioprine?, mycophenolate mofeti

Proacive therapy with opical tacrolmus® or class lor I
topical glucocortcosterods, wet wrap therapy, UV therapy
(UVB 311 nm}:, psychosomatic counseling, climate therapy

Reacive Derapy Wi opical GUGocoriosterods cass
depending on local cofaclors: topical calineurin
, aniseptcs includi siver-oated

Educatonal progras, emollentsbalh o, avodance of
B iricaly relevant allrgens (encasig, i dagnosed by
o allergy tests)
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ETP is more than offering information
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What is Therapeutic Patient Education (TPE)?

Interweaving of education & medical care

Integrated & psychological approach

To help empower patients with a chronic disease

Self-managing, coping processes and skills

" . . " E task f for AD
+ Therapeutic effect additional to all other interventions uropeantask force or

Wolenberg A, Barbarot S, Bieber T,
ehicren: part|. J Eur Acad Dermatol Venereol. 2018:32(5),657-662.

Basic management - Emollients

Emollients have a definite place in secondary and tertiary AD prevention
Cochrane review including 77 studies (6603 participants, mean age: 18.6 years)
> Compared moisturizer containing emollients versus no moisturizer

> Beneficial effect in reducing SCORAD

» Leading to fewer flares

> Reduced use of corticosteroids

> Did not find reliable evidence that one moisturizer is better than another

Emolliants should be applied daily and liberally

> Basic treatment of the disturbed skin barrier function

» 100 g per week in young children and up to 500 g in adults as

> Moisturizers with a hydrophylic formula in summer and higher lipid contentin winter

Discuss treatment cost to assure compliance

van Zuuren EJ et al Cochrane Database of Systematic Reviews 2017 @

Basic management - Trigger avoidance

Climate o
Ls

Winter: overdressing, low humidity and indoor heating
Humidifiers -> exposure to mold allergens if ot cleaned often
Summer: Sweat retention and increased vasodlatation

Saliva
Teething, eating in infants -> major iritant
Lip-icker's dermatits in older children

Clothing
Softcotton, no wool, no harsh materials (ake of abels)
Avoid fabric softeners and all products with fragrances

Passive smoking
Increases dermatitis and risk for asthma

Avoid allergens if proven nts to identify and avoid triggers of

disease flares as much as possibl
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Basic management - Cleansing

Daily bathing or showering

> To remove bacterial contaminants and desquamated scale

v

Water < 35°C, duration ~ 5 minutes

v

Soap less cleanser or bath oils, without irritants or strong allergens

v

+/- antiseptics such as sodium hypochlorite

v

pH between 5-6 -> acid mantel
o Improves epidermal barrier function
o Maintains bacterial and chemical resistance
o Proteolytic process-> skin desquamation

Wolerberg A, Chisten Zaoch S, b Aela. ETFADEADY £ 2 s o
Eczema Task Force 220

Basic management - Emollients plus

with i active ing

v

Neither fulfilling the definition of nor needing a licence as a topical drug

v

These products, referred to as 'emollients plus’ by the European guideline

v

May contain, flavonoids, saponins and riboflavins from protein-free oat
- plantlet extracts, or bacterial lysates from Aquaphilus dolomiae or
Vitreoscilla filiformis species or endobioma (endolysin).

v

They improve AD lesions and influence the skin microbiome

v

In vitro and clinical research data from different laboratories have
provided some background information on molecular targets and possible
mode of action of these active emollients plus

Wallrbery A, Chisen Zaech S, Taicb Aetal. 17

Eczama Task Frc, am

Basic management - Trigger avoidance
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» Most commonly to milk, eggs, soy, wheat and peanuts
> No restrictive diets without clear diagnosis of food allergy!
> Low accuracy of food allergy testing

> Food may be an irritant or histamine liberator

Cat exposure during infancy -> increases risk of developing AD

Cat exposure of AD children -> increases risk of developing asthma

Spergel Mt et al Pedatrcs. 2015;136(6);Epstein TG et al. J Pediatr. 2011 F158(2):265-71
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https://pubmed.ncbi.nlm.nih.gov/33205485/
https://pubmed.ncbi.nlm.nih.gov/33205485/
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Basic management - Trigger avoidance ) -
Topical antiinflammatory treatment

Test children with moderate to severe AD

<5 years of age
> not responding to topical treatment
» with urticaria and gastrointestinal symptoms
> testfor food allergies
» milk, egg, peanut, wheat and soy

» Topical corticosteroids
» Topical calcineurin inhibitors

> 5 years of age > Topical phosphodiesterase 4 inhibitors

» with persistent skin involvement over time

> with signs of rhino-conjunctivitis, asthma, contact allergy
> test for aeroallergens

> house-dust mites, grass pollens, animal dander and molds

» Upcoming topical treatments
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Topical corticosteroids (TCS) Topical corticosteroids - quantity
Factors to consider
One adul Fingertp Uni (FTU
> Severity and localization of the dermatitis The diagrams of the child (k:elo:r;"’;hm: huw’ many adulz Fingertip Cave
» Age of pediatric patient Units of cream or ointment are required to cover each ares of the - o wel
> Pty s sl ormision i > increasedbodysuface areao-weigt
Chose least potent preparation that adequately controls AD > occlusion increases potency 10-100x
Mild to moderate disease
> Intermittent use of low to mid-potency (class I-Il) TCS
Moderate to severe disease
> Mid-potency to potent (class II-IIl) TCS for acute flares ;:‘m..»
> Followed by proactive treatment 2y
o TCS or calcineurin-inhibitors 2x/week AR
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. . P Topical PDE4 Inhibitor — Crisaborole 2% ointment
Topical calcineurin-inhibitors

2 double-blind, vehicle-controlled phase Ill trials
1'500 patients with mild to moderate AD
2 years old and older (mean 12 years)
Study drug was applied 2x/day for 28 days

Tacrolimus (Protopic®) 0.03% (>2 yr), 0.1% ointment (>16 yr)
Pimecrolimus (Elidel®) 1% cream (>3 month)

Inhibit calcineurin-dependent T-cell activation, impeding the production of proinflammatory cytokines and mediators.
Significant improvement on ISGA score and of pruritus

After treating acute flares with TCS switching to TCI or as proactive therapy
Adverse events

- rarely local burning sensations
Advantages Disadvantages

> Burning or stining sensation with application

No steroid side effects

Safely used around eyes, face, neck & intertriginous areas
No systemic immunosuppression

No increased cutaneous infections

No evidence of increased risk of skin cancer or lymphoma
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Aapproved in USA, Canada, Australia, Israel and Hong Kong
-> Patients 22 years old with mild-to-moderate AD
-> twice daily to affected areas

YV YV VY

Approved in Europe in 2020
-> but not commercialized on the European market
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When is it time for systemic therapy? EuroGuiDerm Guideline on Atopie Eczema

pp plan for children and

Does the patient have moderate-to-severe atopic dermatitis?

- Has adequate patient education been provided?
« Have alterative diagnoses been considered?
« Has intensive topical therapy been given an adequate tral?

Discuss systemic therapy with the patient/caregiver
Conventional systemic treatments

baseline
therapy

Ciclosporin Methotrexate Azathioprine Dupilumab Upadacinib

Licensed> 12 years
';:;’rgse"’ S Offabl Off4abel <60kg init. 400mg s.c. [l Licensed>12 years
then 200mg Q2W
2.5-5 mglkg/day 0.3-0.4 mg/kgiwk 1-3 mglkg/day >60kg init. 600mgs.c f§ > 30kg: 15mg/day
intwo doses then 300mg Q2W
Response1-2wk | Response8-12wk | Response812wk | Response 4-6 wk Response 1-2 wk

Wollrberg A Chisten Zaech S, Taeb Al a.  Eur Acad Dermatol Venereo. 2120 Dec4(12)217-2744,



