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+Quantificare la componente

allergica nella DA
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Associazione

Atopic Dermatitis (AD)
{ Phenotype )

Pare AD

Mo associated respiratory
symptoms

Intrinsic type (IAD)

Mo specific 1gE
sensitization
detectable
Total Serum [gE not
elevated

—

Mixed AD

Concomaitant respiratory
allergies such as asthma
or thinitis
Polyvalent 1gE
sensitization against
inhalants and foodstuff
mandatory

Extrinsic type (EAD)

[gE sensitization
against inhalant and
{ or food allergens in

skin test or serum

~ On basis of results of

accurate allergologic
Investigation by means

of skin testsand :
specific IgE determinations:
“pure” AD can be
subdivided into subtypes: :
- extrinsic (EAD) :
- Intrinsic (IAD)

Wiithrich B.Akt Dermatol 1983 :

Schmid-Grendelmeier, Wuthrich B. et al. Allergy 2001



Epidemiology, clinical features, and immunology of the
@  ‘intrinsic” (non-lgE-mediated) type of atopic dermatitis
(constitutional dermatitis)

9w schmid-Grendelmeier, Wiithrich B. et al.Allergy 2001
Frequency of |AD in various studies (12)

Reference No. of patients  Patients with IAD Age (years ) Mean total serum IgE
(kU

Hochreutener 40 15 (30%) 1-5

1991

Walker et al. 1993 25 5 (20%) 28 (17-56) 134+39

Kagi et al. 1994 14 (42%) 35.5(19-55) 77.7+88.6
Cabon et al. 1996 27 (45%) 5.2(0-12) - 89.3

Wuthrich et al. 17 (18%) 37 . <150
1999 :
Schafer et al. 2201 726 (25%) 5-14 : 76.7
1999 * :

Fabrizi et al. 1999 72 8 (11%) 1-25 : n.g.
Akdis et al. 1999 1151 117 (10%) : <200
Oppel et al. 2000 69 g 7 (10%) J Adults ".. 76.7£28.4




“Studio sulla predisposizione genetica alla dermatite atopica
in eta pediatrica” (Allergene2) con l'obiettivo di individuare

caratteristiche genetiche peculiari dei due fenotipi di DA. (Unibo)
Pazielnti:

Campione di 184 pazienti consecutivi provenienti dall’ambulatorio di
Dermatologia Pediatrica e dal’ambulatorio di Allergologia Pediatrica

Diagnosi di DA secondo 1 criteri di Hanifin e Rajka
Eta media 1* visita: 2 anni e 10 mesi, range: 3 mesl - 14 anni

Follow up medio: 8 anni, range: 3 - 13 anni

Valutazione clinica (I visita) DA lieve < 15
(objective SCORAD) DA moderata > 16 e < 39
DA severa > 40
Test allergometrici Skin prick test

Dosaggio IgE totali
Dosaggio IgE specifiche



RISULTATI

UANTIFICAZIONE DEL FENOTIPO ESTRINSECO -
INTRINSECO all’ultimo follow-up

DA estrinseca DA intrinseca Totale
Numero (%) 169 (92%) 15 (8%) 184
M/F (M %) 95/74 (M 56%)  7/8 (M 47%) 102/82 (M 55%)
Eta media attuale 11 10 11
(anni)
Fam. atopica (I 108 (63%) 8 (53%) 116 (63%)
grado)
Fam. DA (I+ll grado) 23 (13%) 1(6%) 24 (13%)
Allergia alimentare 125 (74%) / 125 (68%)
Asma 62 (37%) / 62 (34%)

Rinocongiuntivite 112 (67%) / 112 (61%)



PASSAGGIO DA UN FENOTIPO ALL'ALTRO:

INTRINSECO - ESTRINSECO
Seguitidal 1%l 7°
anno di vita

EAD: 154 pz
83.7 %




+Ke rovesciamo la domanda:

quanta DA c’e nell’allergiar
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Atopic dermatitis in early infancy

o
predicts allergic airway disease at 5 years

- 1314 children of a German perspective birth cohioidys MAS 90

- followed from birth up to 5 years of age

- Aeroallergen sensitization if IgEs >0.35 kU/L

100

76.9

80

FH- FH++ FH- FH++
AD- AD+ AD+ AD- AD+ AD+
Aeroallergen Allergic airway

sensitization disease

Bergmann et al.Clin Exp Allergy 1998



e e
Atopic dermatitis, extrinsic atopic dermatitis and the

hygiene hypothesis: results from a cross-sectional study
-

ISAAC phase Il

- 11094 bambini in eta scolare (6-10 anni- Monaco)

Prevalenza DA
- Nei pz con asma e/o RC ~30%

- Nei pz senza asma e rinite ~15%

- Non testati allergeni alimental

SPT inalanti effettuati su 6174 bambini:

- IgE tot. e specifiche non dosaty

- 33% EAD (compresi asmatici e rinitici)

- 23% EAD (esclusi asmatici e rinitici) _
Zutavern et al. Clin Exp Allergy 2005



The Prevalence of Atopic Dermatitis, Asthma, and
Allergic Rhinitis and the Comorbidity of Allergic
Diseases in Children- (South Korea)

STUDY DESIGN

- - 31.201 children studied
N 375 (365%) c e -age: 0-13yrs
- ISAAC questionnaire

IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
>

{ INAR 2 = 23.7% AD
: In Asthma= 33% AD

{ In AD = 21.3% Asthma e/o AR
n=2,376 (7.6%) :  AD = 37.5% Asthma+AR :

Venn diagrams illustrating the associations =~ **===srsresesssssrasasnsnsnarasasnsnanans®
among the symptoms of atopic dermatitis, asthma, and
allergic rhinitis in the past 12 months.

Hong et. Envir Health Toxicol. 2012



O Associazione, esacerbazione
O rapporto causale con
alimenti/inalanti ?




@ Review: Dietary exclusions for established atopic e czema 2008

THE COCHRANE
COLLABORATION®

I

Egg and cows milk exclusion diets
Six RCTs, three of which were cross-over studigh¢Aon 1978;
Cant 1986; Neild 1986) and three were parallelisgifdsolauri 1995; Lever 1998;
Niggemann 2001)
* Egg and cow’s milk exclusion diet (with soya sitige) vs egg and cows’ milk
(Atherton 197&
* Egg and cow’s milk exclusion diet (with soya sitige) vs egg and cows’ milk
in breastfeeding mothers (Cant 1986)
* Whey hydrolysate vs amino acid derived formusmiduri1995)
* Egg and cow’s milk exclusion diet (with soya sitige) vs normal diet (Neild
1986)
« General advice on care of atopic eczema andfgpadvise about egg exclusion
diet vs general advise from dietician only (Levega)
 Amino-acid-based (AA)formula vs extensively hylgsed whey formula
(Niggemann 2001)




@ Review: Dietary exclusions for established atopic e czema

THE COCHRANE
COLLABORATION®

| Egg exclusion vs normal diet

OUTCOME 1-2: Number of pts whose body surface are improve@ngh in
body surface area at 6 weeks

Study or suogroup Egg exclusion Mormnal dat Rk Ratio Risk Szt

™4 nMl M-H Random,2 5% CI M~-H 3andom55% I

| Chilldrar

Lavar 152E 25028 | &f 27 —'._‘ IS [ 1GF, 211 ]

05 o7 | 1.5 )

Fawcurs sua diet Favours exxlusion

OUTCOME 3: Change in severity score — end of treatment

Study or subgroup Egg exclusion Mormal diet Mean Chiffarenice Maan Differarce
M Mean{ 500 g Maan(s0) W.Random, 253 Cl MW Random25% Cl

| Children
Lemver (598 28 D4 123y a7 33 (105 '. S0 [0De, 12147

1 1 1 1
-0 B a L 133

Bath-Hextall FJ et al. 2008 o mdet Farrs o i




Food allergen-free diet in severe atopic dermatitis

related to food allergy. marie-Helene G, Anyfantakis V, Guillet G.
Indian J Dermatol Venereol Leprol 2011;77:332-3

Food allergy was suspected on the basis of a detailed history

by skin prick tests (SPT), with specific standard extracts or fresh food
allergens.

Patients with positive SPT were further evaluated for specific serum IgE

Food allergy was confirmed by elimination and later by double-blind
placebo-controlled food challenges, prior to initiation of the appropriate
dietary intervention.

Food allergy was related to egg in 67%, peanut in 54%, milk in 30%, sea
shells in 26.9%, wheat flour in 16.8%, fish in 11.2%, soy in 8.9%, mustard
in 4.5%.



Table 1: Effect of specific food allergen-free diet on
the clinical score, topical corticosteroid

@, consumption, and total IgE level in a prospective f Ive-
year follow-up of 97 children with food allergy

triggered flares of AD

Inclusion 3 months 1 year 3 years 5 years
Day

Clinical 93.6 -78% (11.94) -70% (16.1) -75.6% (13) -76% (12)
Score

Topic 30g -84% (5g) -73% (8g) -75% (7g) -90% (3g)
Steroids
IgE level 1272 1022 943 720 340

(kU/1)




nal of the European Academy of Dermatology and Venereology

Gwdelmes for treatment
of atopic eczema (atopic
dermatitisS) 2012 sep;26(9):1176-1193

Recomendations:

Patients with moderate to severe AE
should observe a diet eliminating
those foods that elicitated clinical
early or late reactions upon controlled
oral provocation tests ( 2bB)



Number of genes

ADAMS3
BDNF*
BFL1
CARDI2
CARD15™
COL29A1
CSF2*
CSTA
CTLA4
CYSLTR1
EQTAXIN®
FCER1E
GATA3
GETT1
HNMT
IL1o*

Geni associatl alla DA
1IN almeno uno studio

2 3 4 5 20

Number of studies with positive associations

IL126*
IL12RB1
ILs
IRF2
NATZ®
PHF11
SCCE
SMFPD2
S0CE3
ST2
TAP2
TGFB1
TiM4
TLR2Z
TLRS
TOLLIP
VEGF

co14*
DEFEA
GSTP
IL18*
NOD1
TIMA1

RANTES® | CMA1 IL4* FLG* |
IL13* | IL4RA*

AL

Barnes.JACI 2010



GENOTIPO

FENOTIPO

Atopiform Dermatitis (Bos et al) i
8~30%, Females, no IgE i

L — — — —

Bieber. Ann Dermatol 2010



o || processo di differenziazione epidermica

Cornified envelope —CO

(envelope) Stratum Corneum

Lipid bilayer
Loricrin, im-nlul:rin

Stratum granulosum
| \ Keratohyaline granule:
Tight junction oo
= Lamellar bodies

K1 K10 Stratum spinosum
(KB 16)

=—— Desmosomes

KEK14 Basal layer

Prosch et al.JDDG. 2009



Epidermal Barrier Dysfunction in Atopic Dermatitis

P = proteases exogenous
Staphylococcus Allergens
g * Dust mite
Corneodesmosomes

Cork et al. J Invest Dermatol. 2009



® © O . . ..
Trattare la cute anche in fase di remissione

EMOLLIENZA ATTIVA

Miglioramento delle
proprieta di barriera
dello strato corneo

Effetto nutritivo




L' EMOLLIENTE VA APPLICATO:

piu volte al giorno con regolarita
su tutta la superficie corporea
entro 3 minuti dopo il bagno

evitare le parti molto inflammate o sovra infettate



CONTROLLO
DELLINFIAMMAZIONE

. . Corti t idi
Terapia topica ) OTHEOSEEroIE
Tacrolimus

Pimecrolimus

(Antistaminici)

Terapia sistemica p  Corticosteroidi
Ciclosporina A

Azatioprina, Etc



Cuoio capelluto 3,5 x

Ascella 3,6 x

Avambraccio 1 x I

Palmo 0,8 x /

COEFFICIENTE DI ASSORBIMENTO
NELLE DIVERSE SEDI CORPOREE

Fronte 6 X

Angolo mandibola 13 x

Anca 0,42 x

Dorso piede 0,14 x

™ Scroto 42 x




FINGER-TIP UNIT O "FALANGETTA"

1 FTU una mano o
regione genitale

2 FTU viso o un

piede
3 FTU unarto
superiore

6 _ FTL_J un arto Utilizzo Max : 15-20 gr di crema alla
Inferiore settimana (1 tubo circa) =40 FTU

14 FTU  tronco



DOSAGGIO MASSIMO
MENSILE CONSIGLIATO

15 gr nel neonato e nel 1°anno di vita
Y, tubo di crema

30 gr nel bambino
1 tubo di crema

60-90 gr nell’adolescente e nell’adulto
2-3 tubi di crema



LO SCHEMA PERDENTE

® (reactive management)
gradi ddlla DA
10 —
9 — “Gentalyn beta” x pochi gg
3 / “gquando non se ne puo piu”
7 —
EVAVAVAVAVA
5 — Y\ - :
4 — stop
, — T
5 —
1 —

Courtesy G. Longo



LO SCHEMA VINCENTE
o (proactive management)

gradi della DA
10
9 —
8 =
7 —
6 — steroide topico
antibiotico antistafilo per 10 gg
> ] cortisone per os per 4-14 gg
4 —
3 — applicazione continua di emollienti”
2 = steroide topico alla sera
1 — per 2 gg consecutivi settimana
—N, — —,

Courtesy G. Longo
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Riepilogo finale

Dieta, quando
opportuna, e
terapia topica



® Conclusioni
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o Remission

E + sensitiration

Bl [ o - “Non-IgE associated”
associatad -
[phase ) TR Remission per&nstent eczela
fptaset] e e e
-
Birth Infancy Childhood Adulthood

Modificato da:Bieber et al. Allergy 2012



TERAPIA SISTEMICA

La terapia sistemica solo al casi

piU severi e resistentl.




LO SCHEMA VINCENTE

gradi della DA (proactive management)

=
|

terapia aggressiva

Pulse therapy
— (week-end therapy)

= N W A~ U1 O N 00 O

s, e, .

applicazione continua di emollienti”  yojidays period

Courtesy G. Longo
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Riepilogo finale
Possibili esacerbazioni correlate alla

allergia

o Test allergici vanno eseguiti

O

O
O
O

La dieta puo essere opportuna nei soggetti

con forme moderato-severe dove cl Sia una
evidenza di legame mediante challenge

Difetto di barriera
|dratare, idratare, idratare
Non aver paura del cortisone topico
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entura A, Longo G curr Pharm bDes. 2012 Jun 21.

o  During the last decades the prmmfrﬁ@gies has significantly increased
among children and antigen avot | feMrails’the standard care for the
management of this condition.

st ' re fo=xmediated ity g hied ri I quirin en "B
Aaternakano:Cracsild HealthrRCCS "Bl
o Recent studies showed that continuous administration of the offending food, rather than

an elimination diet, could promote the development and maintenance of oral tolerance.

o Indeed, intestinal transit of food proteins and their interaction with gut-associated
lymphoid tissue (GALT) is the essential prerequisite for oral tolerance.

o On the contrary, low-dose cutgpequs exposure to environmental foods in children with
atopic dermatitis and altereﬁb(r'striﬁﬁ rgic sensitization.
C d sure determine whether a child

o The timing and the amount

will have allergy or tolerance.
Y o~ O : ' venjive siraiebiegQu t yyaktio | .
\topIc’ agHgtS g ahered: ski-barrier f

osolldTo | t ee reventin {0l fo I :

o  On the other hand, there could egrly npagrow window of immunological opportunity
to expose children to allergenic| Mi W e natural tolerance.

o Finally, the gradual exposure td the loMehdiflg=f0ad through special protocols of specific
oral tolerance induction (SOTI) may be a promising approach to a proactive treatment of

food allergy. 2272 6 112
[PubMed - as supplied by publisher



The natural history of food sensitization in children

with atopic dermatitis and the prognostic role of specific s

Fig.4A.

Probability

1.00

0.73

0.50

0.25

erum IgE

Fig.4A. Curve for duration of the disease
stratified according to the hen’s egg white
levels. The patients were divided into two

IgE

groups according to the median of sIgE (5 U/L).

—— Group with sIgE=5 kU/L: N=29;E=28
= = Group with sIgE=>5 kU/L: N=29;E=28

48 72 96 120
Duration of disease (months)

168

N= number of patients, E= events; Log-rank p = 0.0023
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Cochrane Database Syst Rev. 2012 Feb 15:2:CD005205.
Dietary supplements for established  atopic eczema.
Bath-Hextall FJ, Jenkinson C, Humphreys R, Williams HC.

fish oil versus olive oil or corn oil placebo.
oral zinc sulphate compared to placebo,
selenium versus selenium plus vitamin E versus placebo,

vitamin D versus placebo, vitamin D versus vitamin E versus vitamins D plus vitamin E
together versus placebo,

pyridoxine versus placebo,

sea buckthorn seed oil versus sea buckthorn pulp oil versus placebo, hempseed oil
versus placebo,

sunflower oil (linoleic acid) versus fish oil versus placebo, a
DHA versus control (saturated fatty acids of the same energy value).

Two small studies on fish oil suggest a possible modest benefit, but many outcomes
were explored. A convincingly positive result from a much larger study with a publicly-
registered protocol is needed before clinical practice can be influenced.

AUTHORS' CONCLUSIONS:

There is no convincing evidence of the benefit of dietary
supplements in eczema, and they cannot be recommended for
the public or for clinical practice at present. Whilst some may
argue that at least supplements do not do any harm, high doses
of vitamin D may give rise to serious medical problems, and the
cost of long-term supplements may also mount up.



Fig.4B. Curve for duration of the disease stratified according to the
cow’s milk IgE levels. The patients were divided into two groups
according to the median of sIgE (3kU/L).

Fig.4B.
1.00
0.75 |
—— Group with slgE= 3 kU/L: N=22;E=22
__.i" = = Group with slgE> 3 kU/L: N=22;E=20
%
® 050
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| -
O
0.25 -
-~
e e
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0 12 48 72 96 120 144 168

Duration of disease (months)

N= number of patients, E= events; Log-rank p = 0.095



