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ca simptom in acest context.

INTRODUCERE

Relatia alergie la proteinele laptelui de vaca
(APLV) — boala de reflux gastro-esofagian (BRGE)
este raportata fie ca doua boli distincte asociate, fie
considerand RGE ca manifestare a APLV (30-40%
din cazurile de RGE sunt atribuite RGE). (1)

Cele doua entitati clinice au o serie de carac-
teristici clinico-evolutive comune: debuteaza frec-
vent la sugarul mic, manifestarile clinice sunt ade-
sea intricate si frecventa lor scade cu virsta, fie prin
modificari ale alimentatiei, crestere si ameliorarea
functiei sfincterului esofagian inferior (2), fie prin
dobandirea tolerantei orale pentru laptele de vaca
(80-85% la varsta de 3 ani)(3).

OBIECTIVUL studiului a fost determinarea
analiza dificultatilor de diagnostic si tratament ge-
nerate de interferentele RGE cu sensibilizarea la
proteinele laptelui de vaca.

MATERIAL S| METODA

S-a realizat un studiu prospectiv pe o duratd de
2 ani (2009-2010) pe un lot de 110 sugari internati
in Compartimentul de Gastroenterologie a Spitalului
Clinic de Urgente pentru Copii ,,Sf loan” Galati,

REZUMAT

Boala de reflux gastro-esofagian (BRGE) si alergia la proteinele laptelui de vaca (APLV) au numeroase
caracteristici clinico-evolutive comune. Autorii analizeaza un lot de 110 sugari spitalizati cu suspiciunea de
BRGE (45 cazuri) si APLV (65 cazuri). Rezultatele evidentiaza riscul de evolutie concomitenta a APLV si RGE

Concluzii: Investigarea prin pH-metrie esofagiana si aplicarea testelor de diagnostic a APLV se impune atat
in BRGE, céat si in APLV (mai ales la bolnavii cu risc familial sau manifestari atopice).
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Urgente pentru Copii ,,Sf. Maria lagi®.

Au fost alcatuite doua subloturi functie de

diagnosticul de internare:

» sublotul I — sugari internati cu diagnosticul
de BRGE (45 cazuri);

» sublotul II — sugari internati cu diagnosticul
de APLV (65 cazuri).

Criteriile de includere in studiu au fost:

e Varsta: 0-1 an

* Simptomatologia comuna BRGE si APLV:
varsaturi recurente, refuzul alimentatiei cu/
fara falimentul cresterii, colici abdominale,
agitatie extrema, tulburari de somn

Protocolul de studiu a inclus:

* anamneza (antecedentele familiale si/sau per-
sonale atopice, ancheta alimentara cu precizarea
duratei alimentatiei naturale, varstei introducerii
laptelui praf/laptelui de vaca, varstei debutului
simptomatologiei si relatia temporald cu in-
troducerea alimentatiei artificiale sau diversifi-
carea cu derivate de lapte de vacad);

* examen fizic complet;

* investigatii paraclinice: hemoleucograma, deter-
minarea IgE serice specifice pentru proteinele
lapteluidevaca(A4llergoScan Food,Innogenetics,
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Germania), dieta de eliminare a laptelui de vaca
si derivatelor sale, tranzitul baritat esogastro-
duodenal, pHmetria esofagiana inferioara(scor
Boix Ochoa), fibroscopie digestiva superioara.

e tratament igieno-dietetic la sugarii cu APLV —
inlocuirea laptelui de vaca/laptelui praf cu pre-
parate extensiv hidrolizate, evitarea derivatelor
din lapte de vaca (branza de vaci, unt, smantana),
educatia parintilor pentru citirea etichetelor pro-
duselor comerciale;

 terapia comorbiditatilor alergice asociate functie
de treapta de severitate: dermatita atopica — hi-
dratarea si emolierea tegumentelor +/ _corticote-
rapie cutanata in curd scurtd, 5 zile +/_ inhibitori
de calcineurind; wheezing recurent — cortico-
terapie inhalatorie +/_ inhibitori de leucotriene;

* terapia BRGE — inclinarea planului patului la
30de grade, fractionarea aportului alimentar in
pranzuri mici §i repetate, evitarea alimentelor
care cresc secretia gastrica acida (citrice, acrituri,
condimente, cacao), esomeprazol 1mg/kg/zi,,
administrat in priza unica zilnica cu 15-30 mi-
nute inainte de primul pranz, timp de 6 sapta-
mani.

REZULTATE

Incidenta BRGE (172 cazuri) a fost de 0,64%
din numarul total de internari in perioada studiata
(26938 cazuri) si 3,84% dintre afectiunile gastro-
enterologice spitalizate. Boala de RGE la sugar a
reprezentat 0,94% din cazurile spitalizate in Com-
partimentele de Gastroenterologie ale celor doua
spitale din Moldova.

Din cele 45 cazuri cu BRGE, 31 cazuri au ras-
puns favorabil la terapia medicamentoasa cu eso-
meprazol. La celelalte 14 cazuri (31%) non-res-
ponder, persistenta simptomatologiei si asocierea
unor comorbiditati alergice (eczema atopica — 9
cazuri, wheezing recurent sau persistent — 5 cazuri),
a determinat invocarea diagnosticului de APLV:

» determinarea IgE specifice pentru proteine din
laptele de vaca a evidentiat sensibilizare alergica
in 10 cazuri, justificand introducerea preparatelor
extensiv hidrolizate.

e cvolutia clinica favorabild (disparitia simpto-
matologiei, reluarea cresterii ponderale) sub
regim de excludere a laptelui de vaca a confirmat
APLYV, probabil prin mecanism mediat celular in
celelalte 4 cazuri.

In sublotul sugarilor cu APLV, efectuarea pH-
metriei esofagiene inferioare In 35 cazuri selectate
pe baza simptomatologiei clinice a confirmat BRGE
in 33/65 cazuri (50,77%).

Tabelul 1. Manifestéri clinice in cele doua subloturi

BRGE (n — 45 cazuri) APLV (n — 65 cazuri)

N % N %
Disfagie 23 |51.11% Diaree 38 | 58.46%

Hematemeza | 5 | 11.11% | Hematochezis | 3 | 4.62%

Melena 11124.44% | Obstructie |18 |27.69%
nazala cronica

Urticarie 15 (23.08%

Eructatii 34 |75.56%

Bradicardie | 8 | 17.78% | Soc anafilactic| 1 | 1.54%
Sughit 9 120.00% | Constipatie |24 |36.92%
Sindrom 2 | 4.44% Eczema 48 | 73.85%
Sandifer atopica
Laringita 12 (26.67% | Angioedem | 6 | 9.23%
recidivanta labial
Infectii 31/68.89%
respiratorii
repetate

Disfonie 24 153.33%

Varsta medie a fost de 7.49luni + 3.48DS. La
copiii cu BRGE varsta medie (4.67luni £ 2.9DS a
fost semnificativ mai mica (F = 24.51, p < 0.05,
95% CI) comparativ cu varsta medie a copiilor cu
APLV (8.2 luni £+ 3.2DS).

DISCUTII

Refluxul gastro-esofagian definit ca trecerea
involuntara a continutului gastric in esofag poate fi
primar (fiziologic/patologic) si secundar. RGE pri-
mar dispare in 55% din cazuri la varsta de 10 luni,
81% din cazuri pana la 18 luni si 98% din cazuri la
varsta de 2 ani. Prevalenta acestuia, demonstrata
prin studii de pHmetrie esofagiana inferioara intr-o
populatie neselectatd de sugari este de 10%. RGE
patologic (BRGE) are un spectru larg de manifestari:
agitatie/iritabilitate izolata, refuzul alimentatiei,
varsaturi, wheezing, bradicardie, apnee, colici ab-
dominale, stridor, disfonie, pneumonie recurenta,
tuse cronica, spor ponderal insuficient, etc; acestea
pot fi prezente in diferite combinatii, diagnosticul
fiind facil sau izolat.

Diagnosticul evocat clinic este confirmat prin
pH-metriaesofagiandinferioardcare demonstreaza
scaderea valorii pH-ului in esofagul distal sub 4,
cuantifica numarul total al acestor episoade si al
celor cu durata de peste 5 minute; in plus, face
corelatia simptom clinic (tuse, varsatura, etc) cu
RGE si este utila pentru evaluarea eficientei terapiei
antisecretorii.

Tranzitul baritat esogastroduodenal, desi are
parametri de performanta diagnostica scazuti (sen-
sibilitate: 29-86%, specificitate: 21-83%, valoare
predictiva pozitiva: 80-82%, proportie crescutda de
rezultate fals-negative datorate timpului scurt de
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Tabelul 2. Indicatorii statistici ai varstei in functie de diagnostic

Media varsta -95%Medi3-95% Dev. std | Er. std Min Max Q25 Mediana Q75
BRGE 4.67 3.43 5.90 2.93 0.60 2.00 11.00 2.50 4.00 5.00
APLV 8.28 7.59 8.97 3.22 0.35 1.00 12.00 6.00 8.00 12.00
Total 7.49 6.83 8.15 3.48 0.33 1.00 12.00 5.00 8.00 11.00
Categ. Box & Whisker Plot: Varsta (luni)
F(1,108) = 24.5165, p = 0.00000;
Kruskal-Wallis-H(1,110) = 21.7307, p = 0.00000
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Figura 2. Manifestari clinice la sugarii care asociaza BRGE si APLV

examinare) (4), ramane obligatoriu in cazurile care
nu raspund la terapia clasica anti-reflux intrucat
poate detecta conditii anatomice predispozante
(anomalii anatomice, stricturi esofagiene, hernie
hiatala, acalazie sau stenoza pilorica).

in lotul studiat, nu au existat cazuri de BRGE

secundare anomaliilor anatomice.

Alergia alimentara are o prevalenta in crestere
in ultimele decade. Primul aliment implicat cro-
nologic si ca frecventa la sugar este laptele de vaca.
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Sunt evocatoare pentru diagnosticul de APLV ec-
zema atopica, urticaria cu/fard angioedem, diareea
sau constipatia cronica,varsaturile, wheezingul re-
curent/persistent.

Implicarea APLV in BRGE este apreciata la 30-
40% din cazuri. In lotul studiat, aceasta asociere a
fostdocumentatain47/110 cazuri(42,7%). Pledeaza
pentru aceasta, absenta ameliorarii clinice sub tra-
tamentul antireflux si efectul benefic al dietei de
eliminare si/sau corticoterapiei, infiltratia eozinofi-
lica a mucoasei esofagiene, prezenta altor comorbi-
ditati alergice (dermatita atopicd, wheezing recu-
rent, rinoconjunctivitd recidivanta, otitd seroasa,
colici abdominale, etc).

Exista argumente genetice pentru relatia BRGE-
APLV. Gena responsabila de fenotipul sever al
BRGE este situata pe bratul scurt al cromozomului
13 (regiunea 13-cM 13q), In apropierea unor gene
candidate recunoscute pentru astm bronsic si atopie:
complexul RANTES (cu rol chemoatractant pentru

eozinofile, limfocite T, eozinofile), STAT5a (trans-
ductor al semnalului de sinteza al IL,), receptor 8
endoteline, factorul de eliberare al histaminei de-
pendend de IgE (5,6).

CONCLUzII

Cele doua stari patologice (APLV si BRGE) au
o bogata simptomatologie clinicd comuna ce face
dificila departajarea pe elemente clinice.

Investigarea gastroenterologica si alergologica
concomitentd a bolnavilor suspicionati de BRGE
sau APLV evidentiaza asocierea celor doud boli in
procent de 42%.

Tratamentul asociat al BRGE si APLV (inhibitori
de pompa protonica, dieta cu excluderea corecta a
derivatelor de lapte, pranzuri mici si repetate,
pozitionare antireflux) a fost urmat de normalizarea
clinica in toate cazurile; recidiva BRGE ridica
suspiciunea unui fond malformativ.

Food allergy — gastro-esophageal reflux disease association in infants

Paula Constantinide, Marin Burlea, Monica Alexoae, Valeriu V. Lupu
,, Gr.T. Popa” University of Medicine and Pharmacy, lasi, Romania

evolution of CMA and GER.

with atopic risks or manifestations.

INTRODUCTION

The association between gastro-esophageal re-
flux disease (GERD) and cow’s milk allergy (CMA)
is reported either as two different associated dis-
eases, as considering GERD as a manifestation of
CMA (30-40% of all the GERD cases are due to the
CMA). (1)

There are many clinical and evolutive common
features in GERD and APLV; the onset is, usually,
in the first months of the life, clinical manifesta-
tions are often intricate and their frequency de-
crease with age, either as a consequence of diet
changes, growth and improving the lower esopha-

ABSTRACT

Gastro-esophageal reflux disease (GERD) and cow’s milk allergy (CMA) are two different diseases with
many common clinical and evolutive features. The authors analyze a lot of 110 infants hospitalized for the
clinical suspicion of GERD (45 cases) or CMA (65 cases). The results emphasize the risk of the concomitant

Conclusions: Distal esophageal pH- metrymust be performed both in GERD and CMA, especially in patients

Key words: gastro-esophageal reflux disease, cow’s milk allergy, association

geal sphincter function (2), either as tolerating the
cow’s milk (80-85% at the age of 3 years).(3)

The OBJECTIVE of this study is the analysis
of the diagnosis and therapy difficulties generated
by the interface between GER and cow’s milk sen-
sitization.

MATHERIAL AND METHODS

The prospective study during a two years period
(2009-2010) includes a number of 110 infants hos-
pitalized in the Gastroenterology Compartment of
the ,, Sf. Ioan” Children Emergency Hospital Galati,
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The Second Pediatric Clinic (Allergy and Clinical
Immunology Compartment) and the Fifth Pediatric
Clinic (Gastroenterology Compartment) of the “Sf.
Maria” Emergency Children Hospital, [asi.

The entire lot was divided into two groups de-
pending on the admission diagnosis: the first group
— infants admitted for the suspicion of GERD (45
cases), the second group — infants admitted with the
suspicion of CMA (65 cases).

The inclusion criteria:

Age between 0-1 year old;

Common manifestations for GERD and CMA:
recurrent vomiting, refusal of feeding accompa-
nied or not by malnutrition, abdominal colic,
agitation, sleep disturbances.

Study protocol includes:

History (familial and/or personal atopic features,
diet: duration of breastfeeding, age of cow’s
milk/formula introduction, age of the onset of
the disease and time between cow’s milk intro-
duction);

Complete objective examination;
Investigations: complete cell blood count, cow’s
milk serum specificimmunoglobulin E (Aller-
goScan Food, Innogenetics, Germany), elimina-
tion of the cow’s milk and cow’s milk products
from the infant diet, 24 hours distal esophageal
pH-metry (Boix Ochoa score), upper digestive
endoscopy;

Diet therapy in infants with CMA — extensively
hydrolyzed formulas, exclusion of cow’s milk

containing products (cheese, butter, cream), par-
ents education for carefully labels reading;
Allergic associated comorbidities depending on
the severity score: atopic eczema — emollients
+/ topical corticosteroids in short cures (5
days)+/ calcineurin inhibitors; recurrent wheez-
ing — inhalatorycorticosteroidst/  antileucot-
riens;

GERD therapy —positional therapy (elevating
the head of the bed to 30 degrees), splitting the
caloric uptake in small and repeated meals, ex-
clusion of gastric secreting foods (citrus, spices,
chocolate), esomeprazole 1mg/kg/day in a sin-
gle dose, 15-30 minutes before breakfast, 6
weeks.

RESULTS

The incidence of GERD (172 cases) reported to
the total number of hospital admissions (26938 cas-
es) was 0,64% and 3,84%reported to the gastroen-
terological hospitalized diseases. GERD in infants
represented 0,94% of the patients hospitalized in
the Gastroenterology Compartments of the two Mol-
davia Hospitals. 31 of the 45 cases of GERD had a
favorable response to esomeprazole therapy. In the
other 14 non-responder cases (31%), the persistence
of the clinical manifestations and the occurrence of
the allergic comorbidities (atopic eczema — 9 cases,
recurrent/persistent wheezing — 5 cases) determined
the CMA diagnosis as following:

Table 1. Clinical manifestations in the GERD group and CMA group

GERD (n — 45 cases) CMA (n — 65 cases)
N % N %
Disphagia 23 | 51.11% Diarrhea 38 | 58.46%
Haematemesis 5| 11.11% Hematochezis 3 | 4.62%
Melena 11 | 24.449 | Chronicnasal | g | 7 699,
obstruction
Belching 34 | 75.56% Urticaria 15 | 23.08%
Bradycardia 8 | 17.78% | Anaphylactic chok | 1 | 1.54%
Hiccups 9 | 20.00% Constipation 24 | 36.92%
Sandifer’s syndrome | 2 | 4.44% Atopic eczema | 48 | 73.85%
Recurrent laryngitis | 12 | 26.67% | Labial angioedema | 6 | 9.23%
Repe_ted rgspiratory 31 | 68.89%
infections
Disphonya 24 | 53.33%

Table 2. Statistical analyze of the age depending of the diagnose

Median age -gsxedlags% Std. dev. | Std.er. | Min | Max | Q25 | Median | Q75
GERD | 467 | 343 | 590 | 293 0.60 | 2.00 | 11.00 | 250 | 4.00 | 5.00
CMA | 828 | 759 | 897 | 322 0.35 | 1.00 | 12.00 | 6.00 | 8.00 |12.00
Total 749 | 683 | 815 | 348 0.33_ | 1.00 | 12.00 | 500 | 8.00 | 11.00
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Specific immunoglobulin E to cow’s milk re-
vealed allergic sensitization in 10 cases justifying
the extensively hydrolyzed formula introduction
into the infant’s diet;

Favorable clinical course (disappearance of
symptoms, weight gain) under exclusion of cow’s
milk diet confirmed the CMA, probably by a cel-
lular mechanism in the other 4 cases.

In the CMA group, distal esophageal pH -me-
tryperformed in 35 selected cases revealed GERD
in 33/65 cases (50,77%).

The median of the age was 7.49 months £3.48DS.
In infants diagnosed with GERD, the median age
(4.67 months £2.9DS) was statistically decreased
(F=24.51, p<<0.05, 95%CI) compared to the me-
dian age in infants diagnosed with CMA ((8.2
months £3.2DS).

DISCUSIONS

GER is defined as the involuntary passing of the
gastric content into the esophagus; it could be pri-
marily (physiologically/pathologically) and sec-
ondary to other diseases. The primarily GER disap-
pears in 55% of all the cases at age of 10 months,
81% of cases at age of 18 months and 98% of cases
at age of 2 years. GERD prevalence is 10% in an
unselected infants lot in which distal esophageal

pH-metry had been performed. The spectrum of the
clinical manifestations of the GERD (pathological
GER) is quite wide: isolated agitation/irritability,
feeding refusal, vomiting, wheezing, bradycardia,
apnea, abdominal colic, strydor, dysphonia, recur-
rent pneumonia, chronic cough, poor weight gain;
these could be associated or isolated, making diffi-
cult the diagnosis.

GERD clinical suspicion must be confirmed by
distal esophageal pH-metry that could reveal the
decrease of distal esophageal pH under 4, quantify
the total number of these episodes and of those
which exceed 5 minute; it could correlate the symp-
tom (cough, vomiting) with GER and evaluate anti
antisecretory therapy efficiency. The upper GI se-
ries are characterized by low performance parame-
ters in GERD diagnosis (29-86% sensitivity, 21-
83% specificity, 80-82% — positive predictive value,
a high false-negative results percentage due to the
short exposure time)(4). This investigation must be
do in all the non-responder patients to classical an-
ti-GERD therapy detecting anatomical predispos-
ing conditions (anatomical abnormalities, esopha-
geal strictures, hiatal hernia, pyloric achalasia or
stenosis). Infants included in the study lot don’t
have anatomical anomalies.

The prevalence of food allergy increased dra-
matically during the last decades. Cow’s milk is the

Categ. Box & Whisker Plot: Age (Months)

F(1,108) = 24.5165, p= 0.00000 ;
Kruskal-Wallis-H(1,110) = 21.7307, p = 0.00000
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Figure 1. The median value of the age in the two groups
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Figure 2. Clinical manifestations in infants with CMA and GERD

first chronologically implicated with the highest
frequency in infants. Atopic eczema, urticaria with/
without angioedema, chronic diarrhea or
constipation,vomiting, recurrent/persistent wheez-
ing are clinical evocative manifestations.

The percentage of the implication of CMA in
GERD is 30-50%. The association between CMA
and GERD had been demonstrated in 47/110 cases
(42.7%). The key elements evocating the link be-
tween CMA and GERD are the persistence of
symptoms under anti-GER therapy and the im-
provement of symptoms under the exclusion of
cow’s milk and corticosteroids, eosinophilic infil-
tration of the esophageal mucosa, the presence of
the other allergic comorbidities (atopic eczema, re-
current wheezing, allergic rhino conjunctivitis, se-
rous chronic otitis, abdominal pain).

There are some genetic arguments for the link
between GERD and CMA. Gene responsible for
the severe phenotype of GERD is located on the
short chromosome 13 arm (13-cM 13q region),
very closely to some candidate genes in atopy and
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