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Over 10% with challenge-proven food allergy!

Reactions on challenge:

• egg:
• peanut:
• other:

•

9%
3%
2%

TOTAL: >10%

Osborne NJ. Prevalence of challenge-proven IgE-mediated food allergy
using population-based sampling and predetermined chal-lenge criteria in
infants. J Allergy Clin Immunol 2011;127:668-76

Does early intro prevent all food allergies?
1303 exclusively breast-fed infants from the general population

The new allergy epidemics is characterized
by food allergy. Egg has become protagonist
over milk. As egg allergy is most often
connatal, this draws the attention on a
possible role of prenatal factors.

Perkin MR; EAT Study Team. Randomized trial of introduction of allergenic foods in
breast-fed infants. N Engl J Med. 2016 May 5;374:1733-43

The second wave
Respiratory allergy in westernized countries plateaued at the
beginning of this century
Warner JO. Anaphylaxis: the latest allergy epidemic. Pediatr Allergy Immunol 2007;18:1-2.

2nd wave emerged in the last 10-15 years
Prescott SL. Food Allergy: riding the second wave of the allergy epidemic.
PediatrAllergy Immunol 2011;22:155-60.

Particularly in preschool children….
Sicherer SH. Epidemiology of food allergy. J Allergy Clin Immunol 2011;127:594-602

… and in countries where respiratory allergy had increased, e.g.
UK, Australia and U.S.[
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Symptom-based Clinical Score
(Cow's Milk Protein Intolerance Score)

Vandenplas Y.
Treatment of Cow's
Milk Protein Allergy.
Pediatr Gastroenterol
Hepatol Nutr.
2014;17:1-5

Food intolerance [do not] exist
Dreborg S. Debates in
allergy medicine: food
intolerance does not
exist. World Allergy
Organ J. 2015 Dec
14;8:37

Vandenplas Y. Debates
in allergy medicine:
food intolerance does
exist. World Allergy
Organ J. 2015 Dec
14;8:36

Food allergy does not exist: a rather simple task.

Dreborg S. Debates in allergy medicine: food intolerance does not
exist. World Allergy Organ J. 2015 Dec 14;8:37

The existing intolerances
“The old term ‘intolerance’ gives rise to confusion.

If isrestricted
lactose,tofructose,
‘Intolerance’
proposed to to
be restricted
the incapacity to fully digest
carbohydrates,
mainlyetc.,
disaccharides,
of which
lactose is the most important.
sucrose
the term
“intolerance”
can be acceptable – no
immunological,
i.e. allergic, mechanism involved

Dreborg S. Debates in allergy medicine: food intolerance
does not exist. World Allergy Organ J. 2015 Dec 14;8:37
Vandenplas Y. Gastrointestinal manifestations of cow’s milk protein allergy
and gastrointestinal motility. Acta Paediatr. 2012;101:1105–9

CMPA/CMPI?
Overlap between gastrointestinal manifestations of cow’s milk protein allergy or
intolerance (CMPA/I)
andconclusions
frequent (functional)
gastrointestinal
The
seem
to be: complaints such
as GER(D) and constipation?
1.

objective
diagnostic
criteria
each of the
are missing
OFC are
difficult
tofor
perform
inentities
general
2.
3.

nopractice
sign or symptom
is specific
for CMPA or CMPI
and do
not indicate

no sign or symptom
is specific for GER(D) and constipation
mechanism.
4. all conditions
are diagnoses
relatively frequent
Therefore,
these
are
lumped together under CMPA/I.

 some of the allergic infants will present GER(D) and/or constipation
 some of the infants with reflux or constipation will have CMPA/I
Dreborg S. Debates in allergy medicine: food intolerance
does not exist. World Allergy Organ J. 2015 Dec 14;8:37
Vandenplas Y. Debates in allergy medicine: food intolerance does exist.
World Allergy Organ J. 2015 Dec 14;8:36

CMPA/CMPI?
When he reintroduction of CMP causes relapse of symptoms, the diagnosis seems
established, since a OFC is considered as the golden standard diagnostic test.

This statement allows for the
The diagnosis of CMPA is ‘likely’ if patients present with suggestive symptoms and
possibility
of unrestricted
of
specific
IgE, skin prick
test, and/or patchuse
test positive
hypoallergenic
in infants
Sensitization with
CMP can also leadformulas
to non-IgE dependent
reactions; in daily
common
routine, there is no with
diagnostic
testing fornon-specific
non-IgE-mediated allergic reactions”
complaints.
This is not evidence based.

Dreborg S. Debates in allergy medicine: food intolerance
does not exist. World Allergy Organ J. 2015 Dec 14;8:37
Vandenplas Y. Gastrointestinal manifestations of cow’s milk protein allergy
and gastrointestinal motility. Acta Paediatr. 2012;101:1105–9

Are GPs able at diagnosing CMA?
A web-based survey among practicing pediatricians in Europe

CMA prevalence at presentation in the perception of GPs: 47%
Features associated with CM: eczema, vomiting, diarrhea, rashes/hives, blood in
stools & symptom duration > 1 week

This non-evidence-based clinical
Performed diagnostic allergy tests (sIgE or SPT): 21%
decision may generate anxiety among
Clinical signs alone
sufficient diets,
for diagnosis:
parents, unnecessary
elimination
An
empirical diagnoses,
trial of a replacement
formula sufficient for diagnosis:
disabling
and un-necessary
expenses to parents and even the
society.

61%

Dreborg S. Debates in allergy
medicine: food intolerance
does not exist. World Allergy
Organ J. 2015 Dec 14;8:37

Dreborg S. The management of food allergy in infants with special
emphasis on cow’s milk allergy. European Paediatric Association
Newsletter. EPA; 2012. 1–2

Medical intolerance in Wikipedia

Dreborg S. Debates in allergy medicine: food intolerance
does not exist. World Allergy Organ J. 2015 Dec 14;8:37

Symptom-based Clinical Score
(Cow's Milk Protein Intolerance Score)

Vandenplas Y.
Treatment of Cow's
Milk Protein Allergy.
Pediatr Gastroenterol
Hepatol Nutr.
2014;17:1-5

Towards a new nomenclature
Intolerance does not exist within the area of allergy

It should not be part of the allergy nomenclature
The mixed term CMPA/I should be actively counteracted in collaboration with
related societies.
Intolerance only for lack of enzyme-causing GI symptoms (lactose,..)
The term ‘non-allergic/ non-immunologic hypersensitivity is too awkward to be
generally accepted: it should be given a shortened name.
Other terms to better define:

“tolerance”,
“sensitization” vs. “clinical allergy”,
“de-sensitization”.
Dreborg S. Debates in allergy medicine: food intolerance
does not exist. World Allergy Organ J. 2015 Dec 14;8:37

I agree that….
The gold standard to diagnose food allergy is the “elimination-challenge”principle
The challenge test is by preference performed double-blind
IgE-mediated CMA must be diagnosed with OFC
Non IgE-mediated CMA may be supported by eosinophilia, eosinophilic
infiltration in colonic biopsies, or a APT.
IgG4 anti-β-lactoglobulin levels failed to show a relation with CMA

More sophisticated tests to demonstrate the involvement of the immune system,
are not routinely available
It is important to not mix “CMA” with “functional
GI CM-related symptoms”
In relation to CM, the term “intolerance” should
be restricted to carbohydrate maladsorption
Vandenplas Y. Debates in allergy medicine: food intolerance
Do exist. World Allergy Organ J. 2015 Dec 14;8:36

However….
GI symptoms related to CM intake are estimated to occur in 10 to 15 % of
formula- fed infants
When they disappear on CM elimination diet with negative sIgE or SPT, non-IgE
mediated allergy is the only explanation
A positive challenge does not prove that there is an immune mechanism involved
Hypersensitivity differs from allergy as the immune system has not been shown to
have a causal role.
It is important to not mix “CMA” with “functional
GI CM-related symptoms”
“CMA” may be a different entity than “symptoms
related to CM”

Vandenplas Y. Debates in allergy medicine: food intolerance
Do exist. World Allergy Organ J. 2015 Dec 14;8:36

The COw’s MIlk related Simptom Score (COMISS)

Vandenplas Y. Debates in allergy medicine: food intolerance
Do exist. World Allergy Organ J. 2015 Dec 14;8:36
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Baked milk & natural history

Kim JS. Dietary baked milk accelerates the resolution of cow's milk allergy in children.
J Allergy Clin Immunol. 2011;128:125–31

“Baked Milk” Study
• 100 children with milk allergy
• 68 tolerated heated milk in waffles/muffins but not regular milk (i.e.
plain, yogurt, cheeses)
• Children tolerating HM: smaller SPT, lower sIgE to milk
• Heated milk-tolerant children incorporated baked products into their
diets and re-evaluated at 3, 6, 12 months.

• milk SPT ⇓, milk sIgE =, milk sIgG4 
Lemon-Mule H. Immunologic changes in children with egg allergy ingesting
extensively heated egg. J Allergy Clin Immunol 2008; 122:977–83

“Baked Egg” Study
• 91 children with egg allergy
• 70% tolerated heated egg in waffles/muffins but not regular egg (i.e.
scrambled or in French toast)
• Children tolerating HE: smaller SPT, lower sIgE to egg
• Heated egg-tolerant children incorporated heated egg into their diets
and re-evaluated at 3, 6, 12 months.

• egg SPT ⇓, egg sIgE =, egg sIgG4 
Lemon-Mule H. Immunologic changes in children with egg allergy ingesting
extensively heated egg. J Allergy Clin Immunol 2008; 122:977–83

A vastly altered approach to food
allergy management
1.

Children receiving limited, extensively heated food essentially
reported no acute food-induced allergic reactions as a result of this
diet

2.

The change from a food avoidance diet to a food-limited diet could
provide a substantial improvement to the quality of life of foodallergic individuals.

3.

The frequency of prolonged or permanent food allergy may be
reduced if this type of diet can augment the development of
tolerance.

Skripak JM. Mammalian milk allergy: avoidance strategies and oral desensitization
Curr Opin Allergy Clin Immunol. 2009;9:259-64.

Baked milk tolerant are 7.6 times more likely to have
unheated milk tolerance than initially baked milk reactive

Kim JS. Dietary baked milk accelerates the resolution of cow's milk allergy
in children. J Allergy Clin Immunol. 2011;128(1):125–31

Baked milk tolerant fed BM display a 3.57 higher
probabilty of tolerance than control group
No comparison groups
 would the changes have naturally
occurred?
 are they reflective of milk allergy
phenotypes?
 are they the results of ingesting
milk in baked goods?

Dang TD. Debates in allergy medicine: baked milk
and egg ingestion do not accelerate resolution of
milk and egg allergy. World Allergy Organ J. 2016
Jan 26;9:2

Kim JS. Dietary baked milk accelerates the
resolution of cow's milk allergy in children. J Allergy
Clin Immunol. 2011;128(1):125–31

Tolerance of baked milk and resolution of milk allergy

Leonard SA. Debates in allergy medicine: baked milk and egg ingestion
accelerates resolution of milk and egg allergy. World Allergy Organ J. 2016 Jan 26;9:1

Tolerance of baked egg and resolution of egg allergy

Leonard SA. Debates in allergy medicine: baked milk and egg ingestion
accelerates resolution of milk and egg allergy. World Allergy Organ J. 2016 Jan 26;9:1

Resolution of milk and egg allergy

The comparison groups in Leonard et al. and Kim et al. were matched clinic
patients collected retrospectively who represented “standard of care”, or how
milk and egg allergy was typically managed at that time.
In the baked milk & baked egg studies, specific IgE levels decreased significantly
and ovalbumin and ovomucoid-specific IgG4 levels increased significantly from
baseline in those ingesting baked egg/milk compared to those strictly avoiding.
This supports the theory that baked milk and egg are immunologically active and
can act as a treatment to help children outgrow their milk and egg allergy.

Leonard SA. Debates in allergy medicine: baked milk and egg ingestion
accelerates resolution of milk and egg allergy. World Allergy Organ J. 2016 Jan 26;9:1

Does regular ingestion of baked egg delay or hasten the
resolution of egg allergy?
117 children and adults with documented “egg allergy”: clinical history or
sIgElevels
OFC to baked egg  74% tolerant
Instructed to consume baked egg

No comparison group
Definition of egg allergy?
SPT significantly reduced
inappropriate.
ovalbumin and ovomucoid specificConclusion
IgG4 increased
“ingestion of baked egg may affect the natural course of egg allergy”
Lemon Mulé H. Immunologic changes in children with egg allergy ingesting
extensively heated egg. J Allergy Clin Immunol. 2008;122:977–83

Dang TD. Debates in allergy medicine: baked milk and egg ingestion
do not accelerate resolution of milk and egg allergy. World Allergy Organ J. 2016 Jan 26;9:2

Baked egg & tolerance: limitations of the studies

• Comparison group retrospectively selected
• Comparison of characteristics between the treatment and
comparison group (SPT wheal size, eczema, severity of previous
reactions or other allergies…) not presented
• The association presented may be biased
• The comparison group was either ‘allergic ‘or ‘never ingested’ to
baked egg – not those with known baked egg allergy
It is unclear whether the differential development of tolerance is due
to the ingestion of baked egg or different clinical phenotypes of egg
allergy.

Dang TD. Debates in allergy medicine: baked milk and egg ingestion
do not accelerate resolution of milk and egg allergy. World Allergy Organ J. 2016 Jan 26;9:2

Baked egg & tolerance: RCTs

• The CAKE trial (ACTRN12612000173897)
• Egg allergic children able to tolerate baked egg
• 30g baked egg per week for 6 months vs. avoidance
• Rechallenge to raw egg at 7 months

Dang TD. Debates in allergy medicine: baked milk and egg ingestion
do not accelerate resolution of milk and egg allergy. World Allergy Organ J. 2016 Jan 26;9:2
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Food allergens accused

• Years ago, they were found guilty.
• Convicted largely circumstantial evidence, and sent into exile.
• They were exiled from the diets of small children all around the
world.

Prescott S, Fiocchi A. Avoidance or exposure to foods in prevention and treatment of food
allergy? Curr Opin Allergy Clin Immunol 2010,10:258–66

Pregcott S, Fiocchi A. Avoidance or exposure to foods in
prevention and treatment offood allergy? Corr Opin Allergy Clin
Immunol 2010,10:258–66

EAACI food allergy guidelines
Recommendation

Evidence level

Grade

Exclusive breastfeeding is recommended for all infants for
the first 4-6 months

II-III

C

No dietary restrictions for all pregnant or the lactating
mother for allergy preventive purposes

I-II

B

I

A-B

I

A-B

II-III

C

If breastfeeding is insufficient or not possible:
-

high-risk infants hypoallergenic formula with
documented preventive effect
other infants  standard formula

Complementary foods after the age of 4 months 
normal standard weaning practices
No withholding or encouraging exposure to “highly
allergenic” foods such as cow’s milk, hens egg and peanuts
irrespective of atopic heredity, once weaning has
commenced

Muraro A, EAACI Food Allergy and Anaphylaxis Guidelines Group. EAACI Food Allergy and Anaphylaxis
Guidelines. Primary prevention of food allergy. Allergy. 2014;69:590-601

LEAP Study – Immune Tolerance Network – London, UK

Randomisation/

Stratification

Recruitment

High risk –
4-8 month old
children with
eczema and/or
egg allergy

Intervention group – Peanut consumed 3 times per week(n≈240)

Control Group (n≈240) peanut avoidance

Age 4-8 months 1 yr* 2.5 yr* 5 yr*♦

Outcome: Prevalence of clinically-defined peanut
allergy at 5 years of age.
NCT00329784 - Date of trial registration 23/05/2006 – contact person Gideon Lack

STAR study (Adelaide & Perth, Australia)

Randomisation/

Stratification

Recruitment

High risk—infants
with moderate to severe
eczema

Intervention group – Daily consumption of egg powder from 4 months
until 8 months of age. Cooked egg introduced from 8 months of age.

Control Group - Daily consumption of placebo, rice powder from 4
months until 8 months of age. Cooked egg introduced from 8 months
of age.

Age 4 months 8 months

12 months

Outcome: IgE mediated egg allergy at 12 months of
age based on positive SPT and egg challenge
ACTRN 12609000415202 - Date of trial registration 5/06/2009 – contact person Debbie Palmer

Egg allergy at 12 months
Egg group: 33%
Rice group:
51%

RR 0.65, p = 0.11

Palmer DJ. Early regular egg exposure in infants with eczema: A randomized
controlled trial. J Allergy Clin Immunol. 2013;132:387-92

LEAP study: primary outcome

Du Toit G; LEAP Study Team. Randomized trial of peanut consumption in infants at risk
for peanut allergy. N Engl J Med. 2015;372:803-13

LEAP study: open questions
1. Should the guidelines be changed?
2. Should we recommend introducing peanuts to all infants before they reach
11 months of age?
3. Do infants need to ingest 2 g of peanut protein (approximately eight peanuts)
three times a week on a regular basis for 5 years, or will it suffice to consume
lesser amounts on a more intermittent basis for a shorter period of time?
4. If regular peanut consumption is discontinued for a prolonged period, will
tolerance persist?
5. Can the findings of the LEAP study be applied to other foods, such as milk,
eggs, and tree nuts?

Gruchalla RS, Sampson HA. Preventing peanut allergy through early consumption--ready
for prime time? N Engl J Med. 2015;372:875-7

Consensus communication

A landmark collaborative action, 10 medical professional organizations:

1. American Academy of Allergy, Asthma & Immunology (AAAAI)
2. American Academy of Pediatrics (AAP)
3. American College of Allergy, Asthma & Immunology (ACAAI)
4. Australasian Society of Clinical Immunology and Allergy (ASCIA)
5. Canadian Society of Allergy and Clinical Immunology (CSACI)
6. European Academy of Allergy and Clinical Immunology (EAACI)
7. Israel Association of Allergy and Clinical Immunology (IAACI)
8. Japanese Society for Allergology (JSA)
9. Society for Pediatric Dermatology (SPD)
10.World Allergy Organization (WAO)
a “Consensus communication” suggesting that the approaches taken in the
LEAP trial should be actualized for clinical care “in more diverse settings
throughout the world.”
Sicherer SH, Bock SA, Zeiger RS. Implications of the "Consensus Communication on Early Peanut
Introduction in the Prevention of Peanut Allergy in High-Risk Infants" for Allergists, Primary Care
Physicians, Patients, and Society. J Allergy Clin Immunol Pract. 2015;3:649-51

Consensus communication

-

Pediatricians and allergists should recommend introducing peanutcontaining products into the diets of “high-risk” infants early in life
(between 4 and 11 months of age) in countries where peanut allergy is
prevalent

-

Infants with early-onset atopic disease might benefit from evaluation by an
allergist or trained physician to diagnose any food allergy and assist in
implementing these suggestions

Fleischer DM. Consensus communication on early peanut introduction and the prevention of peanut
allergy in high-risk infants. World Allergy Organ J. 2015 Aug 3;8(1):27

Pregcott S. Avoidance or exposure to foods in prevention and
treatment offood allergy? Corr Opin Allergy Clin Immunol
2010,10:258–66

Limitations and constraints

-

no data about alternative dosing regimens

-

no data about minimal length of time needed for “treatment”

-

it has focused on “high risk” infants and peanut allergy and has not
attempted to generalize the results to other foods or lower risk
populations.

-

feeding peanut early to high-risk infants will require engagement of the
medical community to change the culture of early feeding practices.

-

“a National Institute of Allergy and Infectious Diseases Working Group and
European Academy of Allergy, Asthma and Clinical Immunology Guidelines
Group are addressing a best-practices approach with more extensive
guidelines”.

Fleischer DM. Consensus communication on early peanut introduction and the prevention of peanut
allergy in high-risk infants. World Allergy Organ J. 2015 Aug 3;8(1):27

NIH guidelines for the diagnosis and management of
food allergy

http://www.niaid.nih.gov/topics/foodAllergy/clinical/Documents/guidelines.pdf

NIH guidelines for the prevention of food allergy
Guideline 37: [….] all infants be exclusively breast-fed until

4 to 6 months of age, unless breastfeeding is
contraindicated for medical reasons.

Guideline 40: [….] the introduction of solid foods should

not be delayed beyond 4 to 6 months of age. Potentially
allergenic foods may be introduced at this time as well.

NIAID-Sponsored Expert Panel. Guidelines for the diagnosis and management of food
allergy in the United States. J Allergy Clin Immunol. 2010;126(6 Suppl):S1-58

The NIAID guidelines modification

NIH was asked to urgently include the evidence from LEAP study in their food allergy
guidelines.
An urgent meeting in June – an expert panel named by NIH
Not able to bring the matter to a consensus 
 another meeting scheduled for November, addendum produced.
 The new recommendations are intended to supplement Guidelines 36-40 in 90
Section 5.3.4 of the 2010 Guidelines: “Prevention of Food Allergy.”
Matters that are very contentious are the following:
1) Use the LEAP data as published, i.e. skin test all infants with eczema and introduce
peanuts at 4 months of age? If so, discussion re. size of the skin tests.
2) Who would do the skin tests and where will the peanuts be introduced, home or
office. If office, whose office? Peds or allergist?
3) Extrapolate the data to all children without eczema and tell all of America that
they should introduce peanuts in the diet at 4 months of age or not?

NIH guidelines for the prevention of peanut allergy
Addendum Guideline 1: The EP recommends that infants
with severe eczema, egg allergy or both have introduction of
age-appropriate peanut-containing food as early as 4-6
months of age to reduce the risk of peanut allergy.
Peanut should not be the initial solid food introduced into an
infant’s diet. Other solid food should be tried first to show the
infant is developmentally ready.
The EP recommends that evaluation with peanut-specific IgE
or skin prick testing be strongly considered before
introduction of peanut to determine il peanut should be
introduced and, if so, the preferred method of introduction

NIAID-Sponsored Expert Panel. Guidelines for the diagnosis and management of food
allergy in the United States. Currently unavailable

NIH guidelines for the prevention of peanut allergy
Addendum Guideline 2: The EP suggests that infants with
mild to moderate eczema should have introduction of ageappropriate peanut-containing food as early as 4-6 months of
age, in accordance with family preferences and cultural
practices, to reduce the risk of peanut allergy. Peanut should
not be the initial solid food introduced into an infant’s diet.
Other solid food should be tried first to show the infant is
developmentally ready.
Infants in this category may have dietary peanut introduced
at home without an in-office evaluation. However, the EP
recognizes that some caregivers and health care providers
may desire an in-office evaluation, in which case the decision
points shown in Figure 1 should apply.
NIAID-Sponsored Expert Panel. Guidelines for the diagnosis and management of food
allergy in the United States. Currently unavailable

NIH guidelines for the prevention of peanut allergy
Addendum Guideline 3: The EP recommends that infants
without eczema or any food allergy have age-appropriate
peanut-containing foods freely introduced in the diet,
together with other solid foods, and in accordance with
family preferences and cultural practices.

NIAID-Sponsored Expert Panel. Guidelines for the diagnosis and management of food
allergy in the United States. Currently unavailable

Timing of gluten introduction & CD: 2006

-

- observational study
first degree relatives of patients with Dyabetes type 1
- or HLA-DR3/4 positive infants

 introduce gluten containing food between 4 and 6 months
 Avoid earlier and later introduction.
Norris JM. Risk of celiac disease autoimmunity and timing of gluten introduction in the
diet of infants at increased risk of disease. JAMA. 2005;239:2343–51

-

- a review and meta-analysis considered
- six observational case–control studies
an association between duration of breastfeeding and reduced risk of
developing CD

Akobeng AK. Effect of breast feeding on risk of celiac disease: a systematic review and metaanalysis of observational studies. Arch Dis Child. 2006;91:39–43,

Timing of gluten introduction & CD: 2008

Recent observational studies suggest that the introduction of small amounts of
gluten while the infant is still breast-fed may reduce the risk of CD
More recently, both early (<3 months) and late (>7 months) introduction of
gluten-containing cereals were associated with an increased risk of CD.
 On the basis of current data, the Committee considers it prudent to avoid
both early (<4 months) and late (>7 months) introduction of gluten
 to introduce small amounts of gluten gradually while the infant is still
breast-fed.

Agostoni C. Complementary feeding: a commentary by the
ESPGHAN Committee on Nutrition. J Pediatr Gastroenterol Nutr. 2008;46:99-110

Timing of gluten introduction & CD: after 2008
“Prevent CD”:
- dietary-intervention trial
- 944 children HLA-DQ2 or -DQ8 positive, with at least one first-degree relative with CD.
- placebo or 100 mg of gluten from 16 to 24 weeks of age
- No differences among gluten group and placebo group (5,9 % and 4,5 % respectively).
- Breastfeeding did not influence CD development.
 The introduction of small amounts of gluten during breastfeeding in the window
between 16 and 24 weeks of age do not protect genetically predisposed infants from CD.
Vriezinga SL. Randomized feeding intervention in infants at high risk for
celiac disease. N Engl J Med. 2014;371:1304–15

The Risk of CD and Age at Gluten Introduction (CELIPREV):
- Interventional trial
- 832 newborns with a first-degree relative with CD
- gluten introduction at 6 months (group A) or 12 months (group B)
- CD higher in group A at 2 years – no differences at 5 years
 The timing of gluten introduction do not significantly impact the risk of CD.
Lionetti E. Introduction of gluten, HLA status, and the risk of celiac disease in
children. N Engl J Med. 2014;371:1295–303
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CMA in infants

Extensively Hydrolysed CM formulae
Nutrilon Pepti
Aptamil Pepti o Polilat
Aptamil Pregomin SP
Alfaré
Althéra
Nutribén Hidrolizada

Blemil Plus Idrolizzato
Nutramigen
Pregestimil
Allernova AR
Hypolac
……

Extensively Hydrolysed Rice formulae

Risolac
Blemil Riso

Generalized edema more evident (A) in
the face and (B) in the legs (fovea sign)

Novembre E. Severe hypoproteinemia in infant with AD.
Allergy. 2003;58:88-9

CMA in children with beef allergy, BA in children
with CMA

DBPCFC

Beef/milk

Milk/beef

100%

12 – 20%

Werfel SJ. Clinical reactivity to beef in children allergic to cow’s milk. J Allergy Clin
Immunol 1997;99:293-300

Martelli A. Allergy to cow’s milk in beef-allergic children.
Ann Allergy Asthma Immunol. 2002; 89S, 25-33
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Conclusions
Words are stones: avoid the term ‘food intolerance’

No excessive illusions in the therapeutic
effect of food exposure
The outstanding results of LEAP trial
need to be declined against the local
needs, values & preferences

