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Atopias dermatitisz




Allergias asztma




Allergiak:
Komplex (poligenes/multifaktorialis)
betegségek

* Tobbfele genetikai tenyezo es

» kornyezeti faktorok

egyuttes hatasa !
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Allergiak, oroklodesi kockazat

Ha a csaladi anamnézis negativ: 10-20%
Ha egyik szul6 allergias: 30- 50 %

Ha mindkét szuld allergias 40-75 %



Allergia prevencio

- EI6zmeények:

* 1999, 2000 es 2004-es szakmai iranyelvek
 (ESPGHAN, AAP, EAACI) utan,

« 2008: Friss nemzetkozi allasfoglalasok
 (EAACI, ESPGHAN, AAP)

— Cochrane adatbazis -és elvégzett meta-
analizisek kiertekeléese alapjan
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Dietary prevention of allergic diseases in

infants and small children

Amendment to previous published articles in Pediatric Allergy and Immunology
2004, by an expert group set up by the Section on Pediatrics, European

Academy of Allergology and Clinical Immunology

Hest A, Halken S, Muraro A, Dreborg S, Niggemann B, Aalberse R,
Arshad SH, von Berg A, Carlsen KH, Duschén K, Eigenmann PA, Hill
D, Jones C, Mellon M, Oldeus G, Oranje A, Pascual C, Prescott S,
Sampson H, Svartengren M, Wahn U, Warner JA, Warner JO,
Vandenplas Y, Wickman M, Zeiger RS. Dietary prevention of allergic
diseases in infants and small children.

Pediatr Allergy Immunol 2008: 19: 1-4.

© 2008 The Authors

Journal compilation © 2008 Blackwell Munksgaard

Because of scientific fraud four trials have been excluded from the
original Cochrane meta-analysis on formulas containing hydrolyzed
protein for prevention of allergy and food intolerance in infants. Unlike
the conclusions of the revised Cochrane review the export group set up
by the Section on Paediatrics, European Academy of Allergology and
Clinical Immunology (SP-EAACT) do not find that the exclusion of the
four trials demands a change of the previous recommendations
regarding primary dietary prevention of allergic diseases. Ideally,
recommendations on primary dietary prevention should be based only
on the results of randomized and quasi-randomized trials (selection
criteria in the Cochrane review). However, regarding breastfeeding
randomization is unethical, Therefore, in the development of
recommendations on dietary primary prevention, high-quality
systematic reviews of high-quality cohort studies should be included in
the evidence base. The study type combined with assessment of the
methodological quality determines the level of evidence. In view of some
methodological concerns in the Cochrane meta-analysis, particularly
regarding definitions and diagnostic criteria for outcome measures and
inclusion of non peer-reviewed studies/reports, a revision of the
Cochrane analysis may seem warranted. Based on analysis of published
peer-reviewed observational and interventional studies the results still
indicate that breastfeeding is highly recommended for all infants
irrespective of atopic heredity. A dietary regimen is effective in the
prevention of allergic diseases in high-risk infants, particularly in early
infancy regarding food allergy and eczema. The most effective dietary
regimen is exclusively breastfeeding for at keast 46 months or, in
absence of breast milk, formulas with documented reduced allergenicity
for at least the first 4 months, combined with aveidance of solid food
and cow’s milk for the first 4 months.
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OFFICIAL JOURMAL OF THE AMERICAN ACADEMY OF PEDIATRICE

Effects of Early Nutriticnal Intervention: on the Development of Atopic Dizease

in Infants and Children: The Role of Maternal Dietary Restriction,

Breastfeeding, Timing of Introduction of Complementary Foods, and Hydrolyzed

Formulas
Frapk E. Greer, Scoit H. Sicherer, A Wesley Burks and and the Commitiee on
Nurritten and Section on Allerzy and Immrelogy
Pedramrics 2008;121:183-191
L0l 10154 /peds 2007-3022

ABSTRACT
This clirdcal repart reviews the nuiritional opilons during pregnancy, lactation,
and the first year of lifs that may afleat the development of atopie dissaze (aopic
dermatiis, asthma, locd :]lﬂg_'? in earky e Ii ¢ mmurhet¥ul.lr|-'l-u1nemm1
from the American Academy of Pediatrics that a sed the use of bypoallergenic
irdant {ormulas and inchided provisiomal recommendations for dietary manage-
ment Jor the prevenilon of aiopic disease. The documenied benefits of nuiriional
Infterventicn that may prevent or delay the onsst of atopde disease are lamgely
lirmdeed 1o mfanis at high sk of developng allergy (= inlane with at Jeast 1
birsi-degree relative [pareni or sibling] wiih allergic diseaze). Curremt evidence
does nodt support 2 major role lor matermal distary restrictions dutmg pregnancy or
lactation. There is evidence that breast esding or at least 4 meonths, compared wiih
feeding formula made with mtact cow milk protein, prevems or delays the oocur-
rence al atoplc dermaicis, cow milk a ., and wheering m sarly childhood. 10
sindies of mtanis at high rsk of atopy and who are not exclusively breazifed for 4
to 6 months, there is modest svidence that the onsst of atopic dissase may be
delay=d or nied by the use of b zed formulaz ¢ ared with lormmla
mads with Ef;; oW I::.||-:III: proben, ]::.!-'IﬂJI.uTL]}' far atoplc dﬂuﬂn. Comparative
stndies of the various hydrohyzed formudas also indscate thatnot all lormulas have
the :ame proteciive bensfit. There s also licile evidence that d=laying the dming
of the Introd uction of complementary foods beyond 4 10 6 months of ages prevents
the ccarrrence of atopic deease. At prezent, there are insuffident data o docuo-
ment a protecive elfsct of any distary imervention beyond 4 0 6 months of age
for the development of atople diseass,
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ABSTRACT

This positon paper on complementary feeding summanzes
evidence for health effects of complementary foods. It focuses
on healthy infants in Burope. After reviewing current knowl-
edge and practices, we have formulated these conclusions:
Exclusive or full breast-feeding for about 6 months 1s a desir-
ahle goal. Complementary feeding (ie, solid foods and liquids
other than breast miulk or infant formula and follow-on formula)
should not be introduced before 17 weeks and not later than
26 weeks, There is no convincing scientfic evidence that
avoidance or delayed introduction of potentally allergenic
foods, such as fish and eggs, reduces allergies, either i infants

source of iron and should not be used as the main drink be
12 months, although small volumes may be added o o
lementary foods, It is prudent to avoid both early (<4 mor
and late (=7 months) introduction of gluten, and 1o ntro
gluten gradually while the infant is stll breast-fed, inasmug
this may reduce the risk of celiac discase, type 1 diabetes mell
and wheat allergy. Infants and young children receiving a v
taran diet should receive a safficient amount (~500 mlL
breast milk or formula and dairy products. Infams and v
children should not be fed a vegan diet. JPGN 46:99-110, 2
key Words: Complementary feeding—3Solid foods—Beike



Az uj allasfoglalasok a kovetkezo nyitott
kerdésekre adnak valaszt

Allergia-kialakulas szempontjabol magas
kockazatu csecsemoknel:

Allergénkerulés:

— Varandossag alatt ?

— Szoptatas alatt ?

Szoptatas -meddig ?

Specialis tapszerek kérdése- mi legyen?
— Extenziven v. részlegesen hidrolizalt? Szoja?
Hozzataplalas optimalis kezdete?



30 SICHERER AND BURKS

TABLE I. Dietary prevention recommendations/comments from several professional organizations

J ALLERGY CLIM IMMUNOL
JULY 2008

Definitions/interventions

Group/ publication

AAP 2008 Clinical Report

AAP 2000
recommendations

ESPACI/ESPGHAN 1993,
ESPGHAN 2008
recommendations

SP-EAACI, 2004, 2008
recommendations

Risk category: “high nsk™

Pregnancy avowdance

Parent or sibling with
documented allergie
discase

Lack of evidence

Biparental or parent plus
sibling hustory of allergy

Possibly peanut

Parent or sibling affected
(1999)

Parent or sibling with
documented allergic
disease

No special diet®

Breast-feed “exclusively”
until

Evidence for 34 mo
(waiting 4-6 mo ted o
introducing sohds®)

6 mo

4-6 mo*

Al least 4 mo, prefer 6 mo™®

NTTCTIT T T T o
avoidance of allergens

Prevention formulas

Types of “solids™ and
complementary foods

SO CVIUCICT ToT reaueed
atopic denmatitis

Compared with whole
cow’s milk protein,
evidence for certain
extensive hydrolysates,
partial hydrolysates, but
not soy (see text)

Evidence to wal 4 (Lo &)
mao; lack of convincing
evidence for avording
specific allergeme foods

PTTTOTS, TTee TS
“consider” egg, milk, fish,
and * perhaps other foods™

“Hypoallergenic formula®
(extensive hydrolysate,
possibly partial
hydrolysate); not soy.

solids held to 6 mo
Dairy products, age 1y
Egg, age 2y
Peanuts, nuts, fish, age 3 y

Confirmed reduced
allergementy (1999)

Not before 17 wk and no
later than 26 wk; no
convineing evidence for
delaying potentially
allergenic foods such as
fish, egg (2008)*

Dol P b diet”

Extensively hydrolyzed
until 4 mo of age (2004 );
documented reduced
allergenicity (2008)

Mo evidence of diet effect
after 46 mo

ESPACT, European Society for Pediatric Allergology and Clinical Immunology: ESFGHAN, BEuopean Society

Section on Pediatrics, Enmopean Academy of Allergology and Clinical Immunology,
=Advice that is the same for those not “high risk.”

for Pediatric Gastwenterology, Hepatology and Nutrition, SP-EAACT,




VARANDOS KISMAMAK DIETAJA

Cochrane adatbazis, meta-analzis, (4 klinikai tanulmany)

Dietas antigen kerulés varandossag alatt:
— atopia csokkentd hatas nem igazolddott
— Kiegyensulyozott anyai/magzati tapanyag-ellatast veszélyezteti,
— pl. LC-PUFA-idegrendszer
« Kramer: Cochrane Database Syst Rev 2006;3:CD000133.

Foldimogyoré fogyasztas:

— Nem bizonyonyitott a szenzibilizal6 hatas a gyermekeknél
« Lack: N Engl J Med 2003;348:977-85.

— (Es az anyak nem is tartottak be a diétat...)
* Dean T: J Hum Nutr Diet 2007

AAP report, a fentiek szintéziseként:

— Nincs bizonyiték anyai diéta megel6z6 szerepére a varandéssag
alatt



Tapszerek a megelozesre

« Részben v. extenziven hidrolizalt?

— Cochrane report:
* Osborn DA: Cochrane Database Syst Rev 2006;4:CD003664

— German Infant Nutritional Intervention Study, a randomized double-blind trial
« von Berg A et al: J Allergy Clin Immunol 2003

o Szintézis: Committee reviews-

Csokkentett allergéntartalommal (részben vagy extenziven hidrolizalt):
— Atopias Dermatitis(AD) megel6zhet6

— (extenziven hidrolizalt kazein formula kissé hatékonyabb lehet)
* Greer FR, Pediatrics 2008
» Host A: Pediatr Allergy Immunol 2008
« EAACI 2008

— AAP 2008:
+ Koltség szempontok miatt nem tesz kulonbséget a hidrolizalt formak kozaott,
« Szoja alaput elvet,
* Aminosav-alapu formulak megel6z6 szerepérél nincsenek megfelel6 vizsgalatok



Szoptatas alatti dieta:

Cochrane meta-analizis
— Kevés bizonyiték az atopias dermatitis (AD) csokkenésére
diétaval,
— Tovabbi vizsgalatok szukségesek
« Kramer MS: Cochrane Database Syst Rev 2006;3:CD000133

Muraro et al, review: Pediatr Allergy Immunol 2004
— tobb tanulmany alapjan, de nem strukturaltan:

specialis diéta szoptatas alatt szukseégtelen

AAP, EAACI, ESPGHAN 2008, egyseges allaspont:
Nem szukséges a diéta szoptatas alatt.



Szilard étel bevezetése

» Potencialisan szenzibilizalo allergének
késleltetett bevezetése:

— Nincs meggyo0zo0 bizonyiték hatekonysagara!

« Greer: Pediatrics 2008;

* Host : Pediatr Allergy Immunol 2008
* Filipiak: J Pediatr 2007

« Zutavern: Pediatrics 2008



Mi el6zhetdo meg kizarolagos szoptatassal?

« Gyermekkori atopias dermatitis(AD): - megel6zhetd (konszenzus)

« Allergias eredetl asztma:

2001, Meta analizis:

— 5 éves korig preventiv hatas
— Gdalevich M: J Pediatr 2001

2007: Tasmania Asthma Study:
— 7 éves korig inkabb preventiv hatas
— 14 éves koron tul mar nem véd,

— 44 év folott mar magasabb asztma kockazat (korai infekciok hianya?)
— Matheson MC: J Allergy Clin Immunol 2007

« Etelallergia (Tehéntej)
Peer-reviewed observational/interventional studies, Muraro, Ped.Allerg.
Immunol 2004:

— Min. 4 hénapos exkluziv szoptatas: 18 hénapos korig csokkenti a tehéntej-
fehérje allergia el6fordulasat

— Cochrane review: nincs védé hatas (de csak 1 tanulmany vak provokacioval)

 AAP 2008: Exkluziv szoptatas 4 hénapig: els6 2 életévben csokkenti az
ételallergia kumulativ incidenciajat



Lambaréné, Gabon,
Schistosoma gyakori, allergia ismeretlen

Schubert C, Nature Medicine 10, 1271 - 1272 (2004)




Az immunvalasz kialakulasa egeszseges €s
atopias gyermekekben (Rautava, J. Ped. Gastroent Nutr, 2004)

Atopic disease
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Ezzel egyidoben: A bélflora kialakulasanak
menete: (Rautava, J. Ped. Gastroenterol Nutr, 2004)

Relative numbers

. 'J_'.__.-'l."'.l'E'F.I ning 3 |
Bifidobacteria
Anaerobes
Establishment
anaerobic environment
Facultative
anaerobes
Age
Gengtics Feeding type

Made of delivary Environmantal expasure




UjszUl6tt/csecsemdkori bélflora

Egeészseges gyermekekben
« Lactobacillusok aranya elhanyagolhato

« Donto hanyad-Csecsemokori bifidusok
— Bifidobacterium breve,
— Bifidobacterium infantis
— Bifidobacterium longum

Allergias kismamak csecsemoiben inkabb:
— Bifidobacterium adolescentis —

« B. adolescentis: gyakoribb allergias
csecsemoknél
— Isolauri EJ Clin Gastroenterol 2008



Bélflora és az immunvalasz —
Epidemiologial vizsgalatok

« Svéd-Eszt felmérés (csecsemdk) :
— Atopias csecsemoOk: coliform-prevalencia

— Egészseges kontrollok: bifidobakterium prevalencia
 (Bjorksten, JACI, 2001)

* Finnorszag:

— Atopias csecsemok:
* tobb clostridium, kevesebb bifidobacterium az elsé 3 élethét
soran

* A bifidobacterium prevalencia alacsonyabb az elsé életévben
az egeszsegesekhez kepest

— (Kalliomaki, JACI, 2001,)




Farmercsaladok gyermekei. Csokkent
asthma/atopia kockazat

Von Ehrenstein, O. S., (2000) Reduced risk of
hay fever and asthma among children of
farmers. Clin. Exp. Allergy 30, 187—-193.

Riedler, J., (2001)Exposure to farming in early
life and development of asthma and allergy: a
cross-sectional survey. Lancet 358, 1129—
1133.

Braun-Fahrlander, (2002) Environmental
exposure to endotoxin and its relation to
asthma in school-age children. N. Engl. J. Med.
347, 869-877.




Vedo faktor, pl:
"Farming lifestyle”




Probiotikumok: Gyermekkori atopias dermatitis
prevencioban lehet szerep, terapiaban nem igazolt!

Meta-analysis of clinical trials of probiotics for prevention
and treatment of pediatric atopic dermatitis

Joohee Lee, AB,"” David Seto, BA,"” and Leonard Bielory, MD®

Background: Prenatal and postnatal probiotic supplementation
for prevention and treatment of pediatric atopic dermatitis
(PAD) has been studied in clinical trials, bul results have been
mixed and hindered by heterogeneity of study design.
Objectives: To summarize and interpret guantitatively clinical
trial lindings on the ellicacy of probiotics Ffor PALD and to define
key trial features correlating with high methodologic guality.
Methods: PubMed and Cochrane database searches yvielded 21
trials (n = 1898; age 0-13 v) published between February 1997
amd May 2007 for review and guality assessment. Ten double-
blind randomized controlled clinical trials were meta-analyzed
by wsing Revhan., Data from the 6 prevention studies

n = 1581) and 4 treatment trials (n = 299) were pooled by
using lixed-ellTects and random-elTects models of relative risk
ratios and of weighted mean difference, respectively.

Results: Prevention corresponded with summary effect sizes of
069 (057, 0LE3) and 0066 (0,49, 0.89), respectively., supporting
probiotics” PALD prevention potential, which decreased lurther
to .61 alter exclusion of the 1 trial of postnatal-only probiotics.
The clinical signilicance of the treatment trial findings of
intergroup scoring Atopic Dermatitis (guantification of PAID
severity) score reduction by —6.64 points (=978, =3.49) and —5.56
(—18.39, L.28), and intragroup change of =106 (—3.86, 1.73) and

.

Newark, NS

Abbreviations used
Al Atopic dermatitis
CHR: Clinical Relevance
ES: Effect size
FE: Fixed-effects
LCaGs: Pacrobaci lus rhamaosus GO
MO Methodological Quality
PAD: Pediatric atopic dermatitis
RE: Random-effects
RE: Risk ratio
SCORAD: Scoring Atopic Dermatitis
WD Weighted mean difference

Conclusion: Current evidence is more convineing for probiotics’
flicacy in prevention than treatment of PALY.
o e T N T [

clinical trials, but results have been mixed. Assessing probiotics’
clinical efficacy in preventing or treating PAD is hindered by sub-
tle but potentially significant heterogeneity of protocols, varety
of studied strains, and small sample sizes.

MNumerous systematic reviews of probiotics for PAD have been
published.”* Most of these publications have concluded that
morg work has to be done in this area before any clinical recom-
mendations can be made. Our meta-analysis strives to take an
additional analvtic step bevond the qualitative assessmenis of
systematic reviews. Although the various permutations of envi-
ronment, host, probiotic strain, disease, and smdy design are
obstacles for a robust quantitative synthesis, it is the premise of



Kiterjesztett higieneé hipotézis-
Regulald T sejtek szerepe az

Immunrendszer eréseében
Rautava, JACI, 2005
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FIG 1. The extended hygisns hypothesis.



Konkluzidk, atopia megelozeés
csecsemo-és kisdedkorban I.

,Risk baby” (-csaladi pozitiv anamnézis)

« “Allergénkerulés varandossag ill. szoptatas alatt-
« Varandodssag alatt karos is lehet (hianyallapotok!)
* szerepe a megelézesben nem bizonyithato !
« Szoptatas (Kizarolagos/teljes) optimalis idotartama:
* 4-6 hénapig MINDEN CSECSEMONEK! (nem csak ,high risk”
bébiknek
« Specialis tapszerek: (Ha nincs elegendd anyatej)
« Extenziven v. részlegesen hidrolizalt is javasolhato-
 szOja alapu nem javasolt
 Hozzataplalas: Szilard ételek “solids’:
« ESPGHAN 2008- 17,hét el6tt korai, 26. hét utan mar tul késé a
bevezetés;
» Potencialis allergizalo ételek (pl. hal, tojas):
— Evidencia karos hatasukra: Nincsen!
— (ACAAI, Amer. Acad. Ped, EAACI 2007-2008)
 Viszont pl. hal: LCPUFA forras- idegrendszeri fejlodés!



Konkluziok, atopia megel6zes
csecsemo -és kisdedkorban, Il.

. Eletmdd, higiéné: Kiterjesztett higiéné hipotézis

* Anyatej: Bifidogén faktor(ok)

* Egyes Probiotikumok (pl. csecsemokori
bifidobacteriumok):
- gyermekkori atopias dermatitis megelb6zésében

szerepukre tobb —evidencia szintl- bizonyitek-

— Egyeéb allergiak, autoimmun betegségek megelbzeéseben inkabb
kOzvetett bizonyitékok (anyate))

— Visz. Regulalo T sejtekre hatnak

Probiotikumok terapias szerepe egyel6re kérdéses,
evidencia szinten nem bizonyitott

Koz0s konkluzié: Tovabbi hosszu tavu, koveteses
vizsgalatok szukségesek!



Koszonom a figyelmet !




