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— REZUMAT —

Manifestarile alergice cutanate, respiratorii si/sau digestive din primii ani de viata pot evolua esalonat, conco-
mitent sau alternativ, sensibilizarea alimentara fiind cauza cea mai frecventa.

Obiectivul studiului a fost evaluarea alergiei alimentare IgE mediate la sugar si copilul mic privind formele si
gravitatea manifestarilor clinice in corelatie cu factorii de risc si impactul prognostic al masurilor dietetice si
medicamentoase evaluat in dinamica, individualizat dupa o dispensarizare medie de 22 de luni.

Rezultate. Debutul real al alergiei alimentare a fost precoce (5-11 luni) prin manifestari cutanate (66 cazuri),
respiratorii (55 cazuri) si/sau digestive (5 cazuri). Aparitia manifestarilor respiratorii (astm bronsic si/sau rinita
alergica) prin sensibilizare la aeroalergeni a fost surprinsa in 50% din cazuri. Toleranta orala pentru unul sau
mai multe alimente s-a instalat la 43 copii, mai frecvent pentru lapte si albus de ou.

Concluzie. Masurile de profilaxie secundara si tertiara aplicate sustinut la copiii cu manifestari alergice corelate
cu sensibilizarea alimentara nu impiedica evolutia spre polisensibilizari si manifestari clinice complexe in toate
cazurile.

— Cuvinte cheie: evolutie, copil mic, alergie alimentara —

INTRODUCERE

Manifestarile alergice cutanate, respiratorii si
digestive din primii ani de viata pot evolua esalonat,
concomitent sau alternativ, sensibilizarea alimenta-
ra fiind cauza cea mai frecventa. Interpretarea etio-
patogenetica si abordarile terapeutice constituie
inca obiective importante de cercetare.

OBIECTIV

Studiul se refera la evaluarea complexa a alergiei
alimentare IgE mediate la sugar si copilul mic
privind formele §i gravitatea manifestarilor clinice
in corelatie cu factorii de risc §i impactul prognostic
al masurilor dietetice $i medicamentoase evaluat in
dinamica, individualizat dupa o dispensarizare me-
die de 22 de luni.

MATERIAL $| METODA

Studiul retrospectiv cuprinde 116 copii (0-3 ani)
cu alergie alimentara, spitalizati in Compartimentul
de Alergologie si Imunologie clinica al Clinicii 11
Pediatrie, Spitalul de copii ,,Sf. Maria“ Iasi, intr-o
perioada de 4 ani.

Criteriile de includere in studiu au fost: valori
crescute ale IgE serice specifice pentru alergeni
alimentari (£ pozitivitatea testelor cutanate), mani-
festari clinice sugestive, acordul parintilor, prezen-
tarea la reevaluarea periodicd, complianta familiei
pentru dieta de eliminare si tratamentul medica-
mentos.

S-au efectuat evaluari la 3-6 luni. Criteriul de
toleranta clinica a fost reprezentat de absenta simp-
tomatologiei la reintroducerea alimentului in ulti-
mele 6 luni.
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Testarea cutanata alergologica efectuatd prin
metoda Intepaturii (prick) s-a aplicat cazurilor cu
manifestari clinice sugestive, dar anamneza incerta,
cu varsta de peste 1 an. Panelul aplicat a cuprins 7
alergeni alimentari (ou, lapte, grau, alune, nuci,
peste, soia) (Halcis, Timisoara). Dozarea IgE serice
totale s-a realizat prin metoda ELISA (Tecan Sun,
Anglia), iar a IgE serice specifice prin metoda CLA
System Quanti Scan® (Innogenetics, Heiden,
Germany) care dozeaza (kU/I) anticorpii de tip IgE
fatd de 20 dintre cele mai frecvente alimente —
AllergoScan Food, respectiv aeroalergeni — East-
Inhalation. Dieta de eliminare a fost utilizata atat
pentru diagnostic, cat si pentru tratament; In cazurile
in care s-a suspicionat o polisensibilizare alimentara
sau nu s-a reusit corelarea simptomatologiei cu un
anumit aliment, s-a prescris o dietd oligoantigenica
sau o formula pe bazad de aminoacizi.

Severitatea manifestarilor clinice cutanate si/sau
respiratorii a fost apreciatd dupd scoruri clinice
clasice.

Protocolul terapeutic a fost individulizat functie
de varsta, manifestari clinice, aliment dovedit ca
responsabil pentru simptomatologie. Terapia diete-
tica a vizat eliminarea alimentului/alimentelor sub
toate formele sale, inclusiv ca ingrediente in com-
pozitia produselor comerciale. La sugarii alimentati
natural s-a continuat alimentatia la san, restrictionand
alimentele alergizante din dieta mamei; in caz de
hipogalactie materna, laptele matern a fost supli-
mentat cu o formuld extensiv hidrolizata sau pe
baza de proteine din soia daca a fost exclusa sensi-
bilizarea concomitenta la soia. Diversificarea ali-
mentatiei sugarului s-a facut la varsta de 6 luni prin
introducerea progresiva, la fiecare 7-10 zile a unui
aliment nou: carne (pui/curcan), orez, legume
(morcov, cartofi, fasole verde, ardei gras, spanac),
fructe (mere, pere, banane, piersici, caise, prune),
gilbenus de ou, cereale (porumb). Sugarii mici cu
alergie la proteinele laptelui de vaca au primit pre-
parate extensiv hidrolizate sau, in caz de persistenta
a simptomatologiei, formule pe baza de aminoacizi.
Tratamentul eczemei atopice (EA) a fost individua-
lizat functie de varsta, valoarea SCORAD, prezenta
infectiei stafilococice, existenta altor comorbiditati
alergice: eliminarea alimentului sensibilizant din
dieta copilului si/sau a mamei la sugarul alimentat
exclusiv natural, masuri de control a mediului,
combaterea xerozei cutanate, tratament antiinfla-
mator topic (dermatocorticoizi cu potentd usoara si
scazuta sub forma de crema) in exacerbarile usoare
sau medii (5-7 zile) sub supravegherea potentialelor

efecte secundare, corticoterapie sistemica in cura
scurtd in exacerbarile severe, inhibitori de calci-
neurina (pimecrolimus 1%) peste varsta de 2 ani in
administrare indelungata (cel putin 6 saptamani),
antibioterapie in caz de suprainfectie stafilococica.
Tratamentul manifestarilor respiratorii — astm bron-
sic (AB), rinita alergica (RA) a fost corelat cu
treapta de severitate (1).

REZULTATE

Caracteristici generale

Cei 116 copii au fost impartiti in 3 loturi functie
de varsta la momentul diagnosticului (lotul I — 35
copii cu varsta sub 1 an, lotul II — 28 copii cu varsta
1-2 ani, lotul I — 53 copii cu varsta 2-3 ani). Vérsta
medie la internare a fost de 23 luni (0,5-36 luni),
iar intervalul mediu de urmarire — 22 luni. Dis-
tributia pe grupe de virsta, sex si mediu de prove-
nienta evidentiaza omogenitatea loturilor; la toate
grupele de varsta se remarca ponderea mai crescuta,
peste 60% a subiectilor de sex masculin si din me-
diul urban.

Frecventa procentuald a factorilor de risc pentru
sensibilizarea alergica a fost: alimentatia artificiala
sau mixtd in primele ore de viata (74,1%), mediul
urban (67%), diversificarea alimentatiei In primele
6 luni de viata (60,3%), atopia familiala (57,8%),
atopia maternad (25%), nasterea In anotimpul rece
(53%), nasterea prin operatie cezariana (47,4%),
alimentatia naturald cu durata sub 3 luni (44,8%),
excesul de antibiotice prescrise anterior diagnosti-
cului, mai ales in cazurile cu manifestari respiratorii
(29,3%). Nu s-au evidentiat diferente semnificative
statistic intre loturile de studiu privind vdrsta de
debut a manifestarilor alergice §i factorii de risc.

Indiferent de lotul de studiu, debutul manifes-
tarilor alergice a avut loc la varste cuprinse intre 5
si 11 luni, Inregistrandu-se diferente semnificative
statistic (p < 0,001) intre varsta de debut a simpto-
matologiei si varsta la momentul diagnosticului
dupa perioada de sugar (Figura 1).

Cazurile de EA (n-66), izolata (n-36) sau aso-
ciatd cu manifestari respiratorii (n-30) la prima
prezentare in Clinica au fost mai frecvente la sugar.
Distributia in functie de scorul de severitate al bolii
(SCORAD) a evidentiat predominenta cazurilor cu
severitate usoara la toate loturile (65%, 55% si, res-
pectiv 65,4%).

Alimentele cel mai frecvent implicate in cazurile
de EA studiate au fost laptele de vaca la toate
grupele de varsta (71,2% cazuri), albusul de ou
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FIGURA 1. Vérsta medie (luni) la internare comparativ cu varsta la debutul bolii

(30,3% cazuri), soia (13,6% cazuri), alunele (13,6%
cazuri). Monosensibilizarea alimentara a fost dece-
lata la 25 cazuri de EA (38 %) si a vizat laptele de
vaca (22 cazuri) sau albusul de ou (3 cazuri), fara
corelatii semnificative statistic cu severitatea bolii.
Polisensibilizarea alimentara a fost frecvent intal-
nita la toate loturile investigate, cu precadere la co-
piii cu severitate usoara a EA (p = 0,426).

Examenul microbiologic al leziunilor cutanate a
documentat prezenta. S. aureus la 23 dintre cazurile
de EA, in majoritatea cazurilor (15/23) izolandu-se
tulpini meticilino-rezistente.

Cazurile cu manifestari astmatice la intrarea in
studiu (n-59), izolate (n-29) sau asociate cu EA (n-
30) s-au incadrat preponderent in treapta II de
severitate la toate loturile de studiu. Alimentele im-
plicate cel mai frecvent, ca mono- sau polisensibi-
lizare in cazurile de AB au fost laptele de vaca (40
cazuri), albusul de ou (26 cazuri), cazeina din lap-
tele de vaca (17 cazuri), alunele (13 cazuri), soia
(10 cazuri), faina de grau (5 cazuri), nucile (4 ca-
zuri), faina de secara (3 cazuri). Monosensibilizarea
alimentara a fost dovedita in 24 cazuri (40,7%), ali-
mentele responsabile fiind laptele de vaca (70,8%),
albusul de ou (20,8%) si alunele (8,3%). Corelatia
dintre treapta de severitate si anumite alimente
releva faptul ca alergia la proteinele laptelui de
vaca a avut frecvente crescute, indiferent de treapta
de severitate.

Cazurile de EA la debutul manifestarilor alergice
(n-55) au asociat in intervalul de urmarire: astm
bronsic (54,5%), rinita alergica (21,8%), urticarie
acutd (12,7%) si manifestari digestive (1,8%)
(Figura 2). Cei 28 copii cu AB la debut au asociat
in evolutie: EA (25%), urticarie (32,1%) si rinita
alergica (10,7%) (Figura 3).
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FIGURA 2. Evolutia cazurilor de EA la debut
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FIGURA 3. Evolutia cazurilor de AB la debut

Intervalul mediu in care s-au identificat mani-
festari respiratorii dupd debutul manifestarilor cu-
tanate, respectiv digestive a fost semnificativ mai
redus la copiii din lotul II fatd de celelalte loturi
investigate (p < 0,05, p <0,001) (Tabelul 1).

Urmadrirea in dinamicd a documentat aparitia
manifestarilor respiratorii (AB si/sau RA) prin sen-
sibilizare la aeroalergeni, cel mai frecvent polisensi-
blizari (58 cazuri — 50%). 27 copii cu alergie la ou
in primii trei ani de viatd au prezentat manifestari
respiratorii prin sensibilizare la aeroalergeni la fi-
nalul perioadei de urmarire.
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FIGURA 4. Vérsta medie de instalare a tolerantei functie de complianta la dieta de eliminare

TABELUL 1. Matricea de corelatie ale valorilor medii ale
intervalului de aparitie a manifestarilor respiratorii dupa
debutul manifestarilor cutanate sau digestive

Lot I I i
I - t=2613 | t=063 |82
p<0,001| p>005 |E 9§
| t=212 - t=935 |89
p < 0,05 p<0,001|E5S
o Q
m| t=012 | t=2,147 - =2
p>0,05 | p<0,05
Manifestari de debut cutanate

Toleranta orala pentru unul sau mai multe ali-
mente s-a instalat la 43 copii, cel mai frecvent pen-
tru lapte si albus de ou la o varstd medie de 57 luni.
La copiii cu sensibilizare concomitenta/exclusiva
la cazeina, toleranta orala s-a instalat in 11/28 cazuri
(39%), la o varsta medie de 42 luni.

Corelatia compliantei la dieta de eliminare cu
vdrsta instalarii tolerantei demonstreaza valori cu
semnificatie statistica doar la grupa de varsta peste
2 ani (p <0,05) (Figura 4).

DISCUTII

Alergia debuteaza precoce, Inca din primii ani
de viata, fiind rezultatul interactiunii reciproce intre
factorii genetici, factorii de mediu (alimentatia arti-
ficiala, diversificarea incorecta, expunerea la fumul
de tigara, poluare, antibioterapie repetatd/prelungita,
parazitoze) si imaturitatea imunologica ,.fiziologica“
caracteristica varstelor mici (2,3). Manifestarile
alergice cutanate si/sau respiratorii din primii ani
de viata pot evolua esalonat, concomitent sau alter-
nativ, dovedind ca alergia este o boala sistemica ce
poate contura precoce un ,,mars®, evoluand uneori
ca forme severe de EA asociatd cu AB (,,sindrom
dermo-respirator®). Bolile alergice prin sensibilizare
alimentara sunt mai frecvente in primii ani de viata,
dupa care inregistreaza un platou; frecventa scade

la 50% la varsta de 4-7 ani pentru a face loc, uneori,
alergiei respiratorii.

Debutul real al manifestarilor alergice corelate
cu sensibilizarea alimentara a fost sub vérsta de un
an in toate cazurile. Au fost inregistrate diferente
semnificative statistic intre varsta de debut si varsta
la care bolnavii au fost internati si explorati, ceea
ce sugereaza existenta unor dificultati in recunoas-
terea bolii si/sau colaborarea deficitara a diferitelor
esaloane de ingrijire a copilului bolnav.

Simptomatologia cutanata (EA sau UA) a fost
manifestarea de debut predominanta a marsului
alergic, aspecte asemanatoare cu cele consemnate
in literatura (4), fiind dominata etiologic de sensibi-
lizarea la proteinele laptelui de vaca si albusul de
ou. Cazurile de polisensibilizare alimentara au ridi-
cat probleme nutritionale complexe prin dificultatea
de prescriere a unei diete individualizate functie de
varsta, starea de nutritie, statusul socio-economic al
parintilor, necesitatea de acoperire a aportului de
minerale si vitamine si de diversitate a dietei de la
o0 zi la alta pentru asigurarea compliantei.

Interventia superantigenelor (toxine microbiene
— S aureus, tungice — Candida albicans, Malassezia
furfur, virale — virus herpes simplex) in patogenia
complexd a eczemei atopice determina activarea
limfocitului T si aparitia corticorezistentei; titrul
anticorpilor de tip IgE indreptati impotriva super-
antigenelor stafilococice se coreleaza cu severitatea
bolii (5). Suprainfectia leziunilor cutanate cu S au-
reus, frecvent meticilino-rezistent a fost, documen-
tatd in peste o treime din cazuri in perioadele de
exacerbari ale bolii, necesitand antibioterapie tintita
conform antibiogramei.

Simptomatologia respiratorie alergica declansata
de alergeni alimentari este o realitate recunoscuta
de peste 40 ani (6), dar mai putin evocata in practica
curentd. Manifestarile respiratorii de tip tuse cronica
si/sau wheezing persistent/recurent in afebrilitate
sunt tratate ambulator prin cure repetate si/sau
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prelungite de antibiotice, care agraveaza perturbarile
microbiotei intestinale caracteristice copilului ato-
pic alimentat artificial, prin dominatia clostridiilor
si reducerea bifidobacteriilor (7). Oligozaharidele
(N acetilglucozamina, glucoza, galactoza) din lap-
tele matern sunt factori specifici de crestere a bifi-
dobacteriilor), iar lactoferina, unele lipide si IgAs
inhiba dezvoltarea microorganismelor (8). Totusi,
alimentatia naturalad nu a constituit un factor protec-
tor pentru un numar de 10 sugari alimentati exclusiv
cu lapte matern la care debutul manifestarilor aler-
gice s-a situat in primele 6 luni de viata, corelat sau
nu cu istoricul familial de alergie. Restrictia alimen-
telor alergizante, identificate prin prezenta IgE spe-
cifice in serul sugarilor, a fost interventia terapeutica
salutara in toate cazurile.

Notiunea cunoscuta din literaturd de ,,meserie
de alergic* s-a conturat si in lotul studiat, prin sen-
sibilizari esalonate, corelate cu amplificarea mani-
festarilor clinice; sensibilizarea la aeroalergeni a
fost surprinsa la 50% din bolnavii diagnosticati cu
alergie alimentara in primii trei ani de viata. Studii
prospective au atribuit sensibilizarii precoce la lap-
tele de vaca, ou si praf de casa rolul de factor pre-
dictiv pentru evolutia marsului alergic, persistenta

EA si aparitia AB (9), mai ales la sugarii cu risc fa-
milial atopic sau manifestari alergice debutate pre-
coce (10). Mutatiile genei filagrinei (1q21), pro-
teind implicata in functia de bariera a tegumentelor,
prezente la 10% din populatia generald, sunt core-
late cu debutul precoce, evolutia severa si persis-
tentd a eczemei atopice si, recent, cu riscul de
dezvoltare ulterioara a alergiei respiratorii. S-a de-
monstrat ca disfunctia cutanatd conditionatd de
mutatiile filagrinei creste absorbtia cutanata a aler-
genului, urmata de raspuns imun sistemic, ceea ce
readuce in dezbateri notiunea de ,,mars alergic* (11).

CONCLUZII

Masurile de profilaxie secundara si tertiara apli-
cate sustinut la copiii cu manifestari alergice core-
late cu sensibilizarea alimentard, nu au Tmpiedicat
evolutia spre polisensibilizari §i manifestari clinice
complexe. La 28/55 cazuri, grupa de varsta 0-3 ani,
eczema atopica ,,inaugurala“ fost urmata de mani-
festari alergice respiratorii. Studii genetice aprofun-
date aplicate copiilor cu risc de alergie ar facilita
introducerea precoce a unor masuri de profilaxie
primara.

Clinical and evolutive aspects in IgE-mediated
food allergy in infants and small children

Monica Alexoae', Evelina Moraru', Aurica Rugini', Alina Murgu', Ileana Ioniuc’,
Liliana Profir?, Stela Gotia'
"Il Pediatric Clinic, ,,Gr. T. Popa” University of Medicine and Pharmacy, lasi
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years of life; food sensitization is the common etiology.

most commonly in milk and egg white allergy.

INTRODUCTION

The skin, respiratory and gastrointestinal allergy
manifestations can evolve alternatively or concom-

— ABSTRACT —

The skin, respiratory and gastrointestinal allergy manifestations can evolves alternatively or concomitant in the first

The objective of this study is the assessment of IgE-mediated food allergy regarding clinical manifestations and their
correlation with risk factors, the dietary and drug therapy impact during a 22 months monitoring.

Results. The onset food allergy manifestations (mean age 5-11 months) involve skin (66 cases), respiratory (55
cases) and/or gastrointestinal tract (5 cases). We evidenced respiratory aeroallergens sensitization (bronchial
asthma and/or allergic rhinitis) in 50 percents of cases. 43 children achieved oral tolerance for one or more foodS,

Conclusions. The secondary and tertiary food allergy prevention measures are not allways be able to prevent the
progression of atopic march to polisensitizations and complex clinical manifestations.

— Key words: evolution, small child, food allergy —

itant in the first years of life, mainly due to food
sensitization. The ethiopatogenic bases and thera-
peutic approaches are still important future research
goals.
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The objective of this study is the IgE mediated
food allergy in infants and small children regarding
the clinical manifestations, their correlation with
risk factors and the dietary and drug therapy impact
on the evolution during a 22 months mean monito-
ring period.

MATERIAL AND METHODS

The study evolves 116 children (0-3 years) dia-
gnosed with food allergy in the Allergollogy and
Clinical Immunology Compartment of the II Pedi-
atric Clinic, ,,Sf Maria” Children Hospital, lasi du-
ring four years. Criteria for study inclusion: eleva-
ted serum IgE specific for food allergens (+ positive
skin prick tests), suggestive clinical manifestations,
parents’ agreement, family compliance for periodic
assesment, elimination diet and drug therapy.

Children were evaluated every 3-6 months. We
considered oral tolerance in the absence of the cli-
nical symptoms on reintroducing food in last 6
months.

Skin prick tests was performed in children older
than one year with suggestive manifestations, but
inconclusive history. Seven food allergens were
tested (Halcis, Timisoara): egg, cow’s milk, wheat,
nuts, peanuts, fish, soya. Determination of total se-
rum IgE was performed by ELISA (Tecan Sun, En-
gland) and specific serum IgE by CLA Quanti Scan
® method (Innogenetics, Heiden, Germany) for 20
of the most common foods — Food AllergoScan re-
spectively air allergens — East-Inhalation. Elimina-
tion diet was prescribed both for diagnostic and
therapeutic reasons; if a multiple food sensitization
was suspected, children received a oligoantigenic
diet or a aminoacid formula.

The severity of skin and/or respiratory disease
was assessed by clasic clinical scores.

Individualized treatment was based on age, cli-
nical manifestations, food proved to be responsible
for symptoms. Dietaray therapy aimed eliminating
food/foods in all its forms, including as ingredients
in commercial products. We continued breastfee-
ding in exclusivelly breast-fed infants, restricting
potential allergenic foods in the mother’s diet; ma-
ternal milk was supplemented with extensively hy-
drolyzed formula or soy-based protein if we exclu-
ded soy concomitant sensitization. Every novel
complementary food was introduced after 6 months
of age: meat (chicken/turkey), rice, vegetables (car-
rots, potatoes, green beans, bell peppers, spinach),
fruit (apples, pears, bananas, peaches, apricots,
plums), egg yolk, cereals (corn). Small infants with
cow’s milk allergy received extensively hydrolysed

formulas or, if symptoms persisted, amino acid-ba-
sed formulas. Atopic eczema (AE) therapy was in-
dividualized based on age, SCORAD value, Sta-
phylococcus aureus infection, the presence of other
allergic diseases: elimination diet, environmental
control measures, combating dry skin, topic anti-
inflammatory therapy (low potency topical corti-
costeroid in cream forms) in mild or moderate exa-
cerbations (5-7 days) under the supervision of
potential side effects, short course of systemic cor-
ticosteroids in severe exacerbations, calcineurin in-
hibitors (pimecrolimus 1%) over the age 2 years in
long term administration (at least 6 weeks), antibi-
otics in case of staphylococcal superinfection.
Treatment of respiratory symptoms: bronchial asth-
ma (BA), allergic rhinitis (AR) was correlated with
the stage of severity (1).

RESULTS

The 116 children were divided into 3 groups ac-
cording to age at diagnosis (group I — 35 children
under 1 year, group II — 28 children aged 1-2 years,
group III -53 children aged 2-3 years). The average
age at admission was 23 months (0.5 to 36 months)
and the median follow-up — 22 months. Distribution
by age group, sex and area of origin shows lots ho-
mogeneity, in all age groups we note the higher rate,
over 60% of male subjects and in urban areas.

Frequency of risk factors for allergic sensitizati-
on was: artificial feeding in the first hours of life
(74.1%), urban provenience (67%), introduction of
solid foods during the first 6 months (60.3%), fami-
ly atopy (57.8%), maternal atopy (25%), birth in
cold weather (53%), cesarean delivery (47.4%),
breastfeeding less than 3 months (44.8%), repeated
and/or prolonged antibiotic cures before diagnosis,
especially in respiratory forms (29.3%). There were
no statistically significant differences between the
study groups regarding age of onset of allergic ma-
nifestations and risk factors.

Regardless of the study group, the onset of aller-
gic manifestations occurred at ages between 5 and
11 months; there are statistically significant diffe-
rences (p <0.001) between age of onset of symp-
toms and age at diagnosis after infancy (Figure 1).

Cases of AE (n-66), isolated (n-36) or associa-
ted with respiratory symptoms (n-30) on the first
admission were more common in infants. Distribu-
tion by disease severity score (SCORAD) showed
predominance of cases with mild severity in all
groups. Foods most often involved in cases of AE
were cow’s milk (71.2%), egg white (30.3%), soy
(13.6%), peanuts (13.6%). Only one food sensitiza-
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FIGURE 1. Average age (months) at admission compared with age at onset

tion was detected in 25 cases of AE (38%): cow’s
milk (22 cases) or egg white (3 cases) without sta-
tistically significant correlation with the disease’s
severity. The multiple food sensitization was com-
mon in all groups investigated, especially in chil-
dren with mild severity of AE (p = 0.426).

Microbiological examination of cutaneous lesi-
ons documented the presence of S aureus in 23 of
the cases of AE; in most cases (15/23) we isolated
methicillin-resistant strains.

Cases with asthma symptoms at admission (n-
59), isolated (n-29) or associated with AE (n-30)
were rated mostly in stage II of severity in all study
groups. Foods most often involved, in mono- or
multiple food sensitizations were cow’s milk (40
cases), egg white (26 cases), casein (17 cases), pea-
nuts (13 cases), soybeans (10 cases), wheat flour (5
cases), nuts (4 cases) and rye flour (3 cases). Only
one food allergy had been proven in 24 cases
(40.7%) of the cases of AB +/ AE, food respon-
sible being cow milk (70.8%), egg white (20.8%)
and peanuts (8.3%).

Correlation between severity stage and certain
foods showed that cow’s milk protein allergy had
increased frequencies, regardless of the stage of se-
verity.

Children with AE associated later: asthma
(54.5%), allergic rhinitis (21.8%), hives (12.7%)
and digestive symptoms (1.8%) (Figure 2). Bron-
chial asthma was followed in evolution by AE
(25%), hives (32.1%) and allergic rhinitis (10.7%)
(Figure 3).

The average time we identified respiratory
symptoms after the onset of skin or gastrointestinal
manifestations was significantly lower in group 11
than the other investigated groups (p <0.05, p
<0.001) (Table 1).
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FIGURE 2. Evolution of EA
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FIGURE 3. Evolution of AB

TABEL 1. Average period of respiratory symptoms
occurence after skin or gastrointestinal manifestations

Group | 1l ] _

I - t=26.13 | t=0.63 g g
p<0.001| p>005 |§ =%
1l t=2.12 - t=935 | £ 273
p < 0.05 p<0.001|5 ° 2
m | t=012 [t=2.147 -8 £

p>0.05 | p<0.05

Skin onset manifestations

Individualized follow-up documented occur-
rence of respiratory events (AB and/or RA), most
often by multiple air allergens sensitization (58
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FIGURE 4. The average age of tolerance depending on the elimination diet compliance

cases, 50%). 27 children with egg allergy during
the first three years of life had respiratory symp-
toms with sensitization to allergens at the end of the
follow-up period. Oral tolerance for one or more
foods installed in 43 children, most commonly for
milk and egg white at a mean age of 57 months age.
Oral tolerance was achieved in 11/28 cases (39% —
average age of 42 months in children with concom-
itant/exclusive sensitization casein.

Correlation of adherence to elimination diet to
age of achieving tolerance demonstrated statisti-
cally significant values only in children 2 years
older (p < 0.05) (Figure 4).

DISCUSSION

Allergy disease begins early in the first years of
life. It is the result of mutual interaction between
genetic factors, environmental factors (formula
feeding, incorrect introduction of solid foods, ex-
posure to cigarette smoke, pollution, repeated/pro-
longed antibiotic cures, parasites) and immunologi-
cal “physiological” age-depending immaturity (2,
3). The skin and/or respiratory manifestations of al-
lergy in early childhood may evolve in stages, si-
multaneously or alternatively, proving that allergy
is a systemic disease that can shape early a “march”.
Severe EA sometimes is associated with BA (“der-
mo -respiratory syndrome ‘). Food sensitization is
more common in early childhood; the frequency
drops to 50% at 4-7 years old, being sometimes re-
placed by the respiratory allergies.

Real onset of allergic manifestations linked to
food sensitization was under one year of age (5-11
months) in all cases. There were statistically signifi-
cant differences between age of onset and the age in
which patients were hospitalized and explored, sug-
gesting the existence of difficulties in recognizing
the disease and/or poor cooperation of the various
persons implicated in the care of the sick children.

Skin symptoms (AE or hives) were the predom-
inant manifestations of the onset of the allergic
march, issues similar to those reported in the litera-
ture (4), etiologically dominated by cow’s milk and
egg white sensitization. Cases of multiple food al-
lergy raised complex nutritional challenges im-
posed by the difficulty of prescribing individual-
ized diet based on age, nutritional status,
socio-economic status of parents, need to cover the
intake of minerals and vitamins and dietary diver-
sity to ensure compliance.

The superantigens intervention in the complex
pathogenesis of atopic eczema causes corticoste-
roid resistance, T lymphocyte activation; the value
of IgE antibody directed against staphylococcal su-
perantigens correlates with disease severity (5). S
aureus, often methicilin-resistant, superinfection of
the skin lesion was documented in one third of dis-
ease’s exacerbations, requiring targeted antibiotics
according to antibiogram.

Food allergens-triggered respiratory symptoms
are recognized by over 40 years (6), but less evoked
in current practice. Patients with chronic cough
and/or persistent recurrent wheezing without fever
were treated by repeated and/or prolonged antibi-
otic courses before hospital admission that wors-
ened gut microbiota disruption characteristic to
atopic children (dominated by clostridia) (7). The
oligosaccharides dound in human milk (N acetylglu-
cosamine, glucose, galactose) are specific growth
factors for bifidobacteria); lactoferrin, some fats
sIgA inhibit growth of micro-organisms (8). How-
ever, breastfeeding was not a protective factor for 10
infants fed exclusively with breast milk in which al-
lergic manifestations’ onset was in the first 6 months
of life. Allergenic food restriction identified by the
presence of specific serum IgE in infants was the
successful therapeutic intervention in all cases.

The notion known as “allergic march” emerged
in the study group by raising staggered amplifica-
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tion correlated with clinical manifestations; sensiti-
zation to aeroallergens was evidenced in 50 per-
cents of patients diagnosed with food allergy in the
first three years of life. Early sensitization to cow’s
milk, egg and house dust is a early predictive factor
for the evolution of allergic march, persistence of
AE and emergence of BA (9), especially in infants
with familial allergic risk (10). Mutations of fila-
grin-gene (1q21) that are present in 10% of the gen-
eral population are associated with early onset, se-
vere and persistent development of atopic eczema,
and recently, the risk of subsequent development of
respiratory allergy. Filagrin dysfunction has been
shown to increase skin absorption of the allergens
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