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Why are so many AD patients
left un(der)treated?

A Non-treatment options:

I Allergy workup and avoidance
diet
I Antihistamines

I No or little consideration for skin
itself
A Skin hygiene understated
ARestricted use of emollients
AHomeopathic use of topical
corticosteroids and now TIMs

Topical therapy of atopic dermatitis: Controversies from Hippocrates to
topical immmunomodulators. Tilles et al, J Am Acad Dermatol 2008






Why suspecting milk? Historical
steps

A AD improves spontaneously at age of
weaning

A Bad health of wet nurse (natural or surrogate)

A Biochemistry of milk, especially lipids
(too fat!)

A Allergens in milk: a favorite since
Blackfan (1916)



From the early XXth century to
the early XXlth century

Babonneix, 1930 « en pratique les modifications

de r ®gi me quelles qudelles soient ®chouent
toujours »

Review

There i1 s |ittle evidle

Systematic review of treatments
for atopic eczema

C Hoare
A LiWan Po
HWilliams




XXlth century: From
corticosteroidphobia to
« TIMphobia»

Alert for Healthcare Protessionals
Pimecrolimus (marketed ag Elidel)

6/2006: The issues described in this alert have been addressed in
product labeling.

FDA ALERT [3/2005]:

The FI)A has 1ssued a public health advisory to mform healthcare professionals and patients about a potential
cancer 115k from use of Elidel (punecrolimus). This concern is based on mformation from anunal studies, case
reports in a small number of patients, and knowledge of how diugs in this class work. It mav take hmnan
studies of ten vears or longer to determine if use of Flhidel 15 linked to cancer. In the meantime, this 1isk is
mncertain, and FDA advises Elidel should be used only as labeled, for patients after other prescription
treatmnents have failed to work or cannot be tolerated.

Topical therapy of atopic dermatitis: Controversies from Hippocrates to
topical immunomodulators. Tilles et al, 3 Am Acad Dermatol in press



There Is still a rampant fear of

treating «actively» AD

A Consequence: Allergy testing for AD and blind
avoidance diets very popular in most countries

A Convenient and rational approach to non
treatment

A AD patients may even be managed by non
dermatologists

A Q: Appropriatenesandrelevanceof allergy
testing

A Example:food and aeroallergens



Pro and Cons of Allergy testing

Pro Cons
Allergy vs Definition of disease (IgE
sensitization dependency debated)

Better compliance to | No clear therapeutic impact
avoidance regimen

Relevance can be Workup long and costly,
assessed Interpretation not
straightforward




Appropriateness of allergy testing

A History andclinical examination
I Growth delay

I Any unusual symptoms: diarrhoea or other g
l Nt est symptoms, Trepea



Some disorders to consider when
examining the AD patient

A

Involving the

epidermis and

adnexae

1. AD Ichthyosis
vulgaris

2. XLR,AR, or AD
Hypohidrotic
Ectodermal
Dysplasia

A Involving the
Immune system

1.

=

XLR Wiskott -Aldrich
syndrome
(thrombopenia)

IgA primary
deficiency (TACI
gene)

AR SCID

Hyper IgE syndrome
(Job -Buckley)

XLAAD/IPEX disease
(FoxP3 gene)



Hypohidrotic ectodermal
- dysplasia
XL, AR or AD




Some disorders to consider when
examining the AD patient (2)

A Involving A Involving the
' - Immune system
epldermls and 1. XLR Wiskott -Aldrich
adnexae syndrome
1. AD Ichthyosis (thrombopenia)
| : 2. |gA primary
VUL deficiency (TACI
2. XLR Hypohidrotic gene)
Ectodermal 3. ARSCID
Dysplasia 4. Hyper IgE syndrome

(Job -Buckley)

5. XLAAD/IPEX disease
(FoxP3 gene)







Some disorders to consider when
examining the AD patient (3)

Involving both
Immune and skin
systems of or
uncertain status

A Comél -Netherton
syndrome (AR)

A Dubowitz syndrome
(AR) growth and
psychomotor failure,
facial dysmorphism
(Dubovitz V, J Genet
Med 1965; 2:12-17)




Neonatal erythroderma
then limited AD features and
desguamation




Bitoun et al. (2003) Hum. Mol. Genet.
Loss of LEKTI expression in NS
epidermis




Appropriateness of allergy testing

(2)

A History and clinical examination
I Growth delay

I Any unusual symptoms: diarrhoea or other g
l ntest sympt oms, r epea

A Assessment of previous treatments +++
A Clinical score



Appropriateness of allergy testing

(3)

A History and clinical examination
I Growth delay

I Any unusual symptoms: diarrhoea or other g
l nt est sympt oms, r epea

A Assessment of previous treatments +++
A Clinical Scoring



SCORAD: evaluation sheet

SCORAD
EUROPEAN TASK FORCE
ON ATOPIC DERMATITI
LasT Name . o 7"!" ame

Topical Sterold used:

: pyoag— Potency(brand mame)
Ostecf Brthc [T 5T | JOO/MM/YY | Amount / Menth
Dute of Visx m Numbar of flares / Month

PHYSICIAN

Figures 1 paresthesis
for chlidren under two years

(wvenge for the b =
3 duys or mghts) | SLEEP LOSS owerof ]

Atlas: http://ADserver.sante.unmantes.fr



Appropriateness: consider a
graded approach for allergy testing

Table 1. Use of SCORAD index to allocate treatment and
decide allergy workup in cfildren with atopic dermatitis

SCORAD Sewventy Treatments
Minor/mmld Emolhents, counselling (including diet)

Moderate Topwcal stermds, plusfminus macrolactam
denvatives (=2 years): anti-H1 agents
and antibiotics for flares
Allergy workup 1f more than 30 g/month
of topical sterowds

Compliance assessment

Allergy workup and stnict allergen avol-
dance. if relevant

Consider hospitahzation if dermatological
treatment 15 neffective

Phototherapy and systemic immuno-
suppressive treatments exceptionally
needed

Acta Derm Venereol 20



Allergy testing must be included in a
global management approach

A Two approaches:
I Probabilistic: e.g. HDM
I Analytical:

Afoods in children because of risks of a restrictive
diet.

A Contact dermatitis



Performing/interpreting

tests
A Anergy during flares (Uehara & Sawai,
1989)
A Interference with treatments
A Standardization/reading
A « gold standarch reference for
relevance



Revised APT grading 2004

Only erythema, Erythema, Erythema, few Erythema, many Erythema,
guestionable infiltration papule or spreading vesicles
B Reaction frequency D. pter. 24 h aoules
B Reaction frequency D. pter. 48 h pap
O Reaction frequency D. pter. 72 h
40
30 F
%) Darsow et al. Allergy 2004;

N :ﬂ 59: 1318-1325

? + ++ 4+t

Irritation



Food allergy: around 1/3 of children
with AD referred to a secondary care
clinic

A Correspond to the moderate/severe categories

AEgg peanut, cowds mil k,

A Acquired tolerance to FA: milk>>egg> peanut

A Delayed reactions difficult to test (e.g. milk)

A Most statistics in western countries agres
on this figure.




25-30% of AD children with moderate/severe AD
have positive iImmediate FC to at least 1 major food

Relevance for eczema management?

Nigemann et al, 2000
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Figure 2. Clinical pattern of positive challenges. URT: urticaria;
GI: gastrointestinal reactions; RESP: respiratory symptoms; AD:
worsening of atopic dermatitis.



Food allergy and skin lesions of AD: clinical
relevance ?

Y A "’

Urticarial wheals on lichenified site of AD
following challenge with fish



Specificity and sensitivity (%) of skin tests in challenggositive children with AD

age SPT APT
author, year food | n. — — — —
(mo) sensitivity | specificity | sensitivity | specificity
Isolauri :
solaun & | | o5 | 2-36| 48 84 60 82
Turjanmaa, 96
Majamaa etal99 | milk | 72 | <24 14 98 44 71
Vanto et al, 99 milk | 176 | <12 39 91 18 87
Stromberg, 02 milk | 63 | <12 41 99 60 97
Majamaa et all99 | wheat| 22 | <24 23 100 86 35
wheat| 61 | <12 13 98 90 94
Strémberg; 02 rye | 61 | <12 15 99 93 90
egg | 78 | <12 60 97 71 97

K Turjanmaa, ISAD 2005



Diet management and infantile
A\D

A % intensity of AD lesions due to food
allergy still unknown:

I Clearly an aggravating factor in a subset of
patient

| Causative (avoidance clears eczemeagrely to
exceptionallyin hospital practice in pediatric
dermatology

I Some patients outgrow food allergy symptoms
but keep eczema, but the reverse is true



Aeroallergen APT: regional differences

ETFAD multicentric studyDarsowet al. Allergy 200459: 13181325

Country Allergen

_ D. pter. Cat* GP* BP*

ANetherIands, n=36, 2 centers 42% 3% 16% 22%
Belgium, n=32, 2 centers 414% 13% 8% 19%
Germany, n=162, 4 centers! 36% 11% 20% 21%

ASwitzerIand, n=42,2 centers 40% 5% 5% 2%
France, n=9, 1 center? 67% 11% 0% 11%

Altaly, n=30, 1 center 17% 10% 7% 7%

Positive APT per country / allergen
*Association with slgE, p<0.05;

GP= grass pollen; BP= birch pollen

lincl. German clinic in Davos 2pediatric center



Epicutaneous aeroallergens sensitization |
iInfants with atopic dermatitis:
which role for
epidermal barrier impairment?

P e =

F Boralev] T Hubiche, C Léeautée
Labreze, E Saubusse, S Maufiason, A
Taieb. Allergy, 2008




Aims of the study

A Main objective

To Investigate the relation between TEWL (epidermal
barrier impairment) and aeroallergen sensitization
(APT/SPT/RASTS) in AD infants

A Secondary objectives
I Relation between TEWL and SCORAD index

I Relation between exposure to indoor allergens at
nome and the prevalence of sensitization to these
Indoor allergens




Patients and methods

Cross-sectional study - May 02-May 04

A Inclusion criteria A Exclusion criteria
I Atopic dermatitis I _Systemic |
i Age under 13 months Immunosuppressive or

steroid treatment during the
last 2 months

T Antihistamine treatment in
the last 7 days

I Previous phytotherapy

T Involvement in other
clinical trial

i SCORAD indexD10
I Written consent



Patients and methods

A Standardized questionnaire

'~ Agel gendeli measurements
" Personal & familial history of atopy

|
|
I Environment

I SCORAD index
|

!

. [HDM]/'

I TEWL

Tewameter T210, Monaderm®

Pinnagoda, Contact Dermatitis 1990

Control group:
30 Non-AD Children < 13 Mo




Patients and methods

A Standardized questionnaire

Age’i gendefi measurements
I Personal & familial history of atopy

i

|

I EnVWOHme_nt A D. pteronyssinus
I SCORAD index A D. farinae
|
|
|

I [HDM] A Cat

i TEWL A Dog

I Tests A Birch Pollen
A Skin-prick test A Ambrosia
AAtopy-patch test A Cockroach
A Specific IgE

+ Common food allergens



Prevalence of positive APT
I 89%A atleast1 ++ APT
I 75%A atleast 2
I 68%A atleast4

A Skin-prick tests +: 16%
AsIgE +: 30%

“
ach.

N (%)



Increased TEWL corresponds to higher SCORAD

TEWL < 30 TEWL O 30

group group
Mean 33.8 38.8 p =0.0369
SCORAD
SD 19.8 12.2

95% Cl [27.2-40.4]  [32.7-42.9]




Increased TEWL values corresponds to augmented AA sensitizatic

Oorl+APT O 2 + APT
Mean TEWL
(g/m?/h) 19.031 31.134 P=0.0348
SD 11.12 18.93

95% Cl [12.3-25.75] [24.91-37.35]




In AD infants there Is a clear correlation between EB
Impairment and sensitization to atopens

Higher TEWLA More frequent sensitization

Relation between TEWL and AD severity

Relation between AD severity and the prevalence
of AA sensitization



Impairment of the epidermal barrier (TEWL)
I In noninvolved skin
I More than 1 month after AD flares

I Limited data in AD infants

I Higher TEWL measurements:

A Earlier and more frequent sensitization
A More severe AD (SCORAD)

A Permissive role of epidermal barrier impairment



A In our study, no correlation between:
AUrban/rural residency and AA sensitization

APets at home and cat/dog sensitization

Al HDM] in the children
sensitization

A Such correlations are still much debated in th
literature, as Is the case for HDM avoidance I
AD



Our results suggest that what now appear as
probably constitutive epidermal barrier defects
have a causative role in triggering atopen
sensitization in infantile AD, which may later
cause asthma

Taeb A. Hypothesis: from epidermal barner dystunc-

tion to atopic disorders. Contact Demmatitis 1999, 41:

177180,




Summary (1)

A Allergy testingwithin general management of AD

A Clinical examination matters before testing
I Skin severity assessment plus extracutaneous impact
I Systematic history taking

A Use validated stepwise diagnostic allergy strategy
(1 gE, pricks, patch, <ch

A Intensive skin care needed before testing




Summary (2)

A If allergy testing appropriate and cutaneous testing
not possible, start with specific IgE testing
(relevant thresholds debatable)

A Always assess relevance.

A Treating skin properly remains a primary goal to
prevent further sensitizations

A Skin prevention should be tested in high risk
iIndividuals



Arcachon, France, 289 April 2011



