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The progressive increase in incidence in cow’s milk proteins allergy (CMPA) in the past decades required primary prevention strategies for children at high-risk.
Evidence of the role of gut microbiota in promoting the
maturation of the immune system during early life
encouraged supplementing the diet with probiotics in
order to facilitate tolerance and delay or prevent sensitization. The efficacy of this strategy has not been consistently proven [1]. Breastfeeding is the most common
therapeutic approach to CMPA in infants, although
recent data showed that human milk has no effect on
the development of allergy [2]. Use of special formulas
is recommended in infants who are allergic or at high
risk for CMPA. Extensively hydrolysed formulas (eHF)
are the first therapeutic option. Amino acid-based formulas (AAFs) are recommended in infants who fail to
respond to eHF, or have poor growth and IgE-mediated
gastrointestinal disorders, or severe atopic eczema [3].
Hydrolysed formulas that do not originate from CMP
are tolerated in 90% of children with CMPA. Use of soy
milk is contraindicated in the first six months of life
because of allergenic proteins and the presence of phytates and phytoestrogens [4]. The primary therapy for
CMPA remains a strict avoidance of CMP, which promotes natural acquisition of tolerance in 80% of cases
within the first 3 years of life. When the reintroduction
of food causes severe clinical manifestations, diet restriction cannot be considered a solution, but instead
exposes the infant to the constant danger of accidental
exposure. Oral Immunotherapy (OIT) in food allergy
requires the oral administration of increasing amounts
of food up to a target dose, with the aim of reaching tolerance acquisition, which is considered complete when
it is fully dose-independent[5]. OIT guidelines are not
yet available. In severe, IgE-mediated clinical reactions
to CMP, the combined therapy with Omalizumab,

before and during “rush” OIT, reduced the number of
severe adverse reactions and the duration of therapy
while enhancing the possibilities of tolerance acquisition
[6]. The use of Interferon-gamma (IFN-g) administered
subcutaneously, as adjuvant in oral immunotheraphy
(OIT + IFN- g), is a recent treatment. Unlike Omalizumab, the efficacy of IFN-g has been demonstrated in
non-IgE-mediated food allergy. IFN-g seems to play a
key role in the induction of tolerance but not in its
maintenance. In studies on IgE-mediated CMPA, duration of treatment in patients with combined therapy
(OIT + IFN-g) is 2-3 months compared to 6-12 months
for patients treated exclusively with OIT [7].
Published: 30 September 2015
References
1. O’Keefe AW, De Schryver S, Mill J, Mill C, Dery A, Ben-Shoshan M: Diagnosis
and management of food allergies: new and emerging options: a
systematic review. J Asthma Allergy 2014, 7:141-64.
2. Grabenhenrich LB, Gough H, Reich A, Eckers N, Zepp F, Nitsche O, et al:
Early-life determinants of asthma from birth to age 20 years: a German
birth cohort study. J Allergy Clin Immunol 2014, 133:979-88.
3. Dupont C, et al: A thickened amino-acid formula in infants with cow’s
milk allergy failing to respond to protein hydrolysate formulas: a
randomized double-blind trial. Paediatr Drugs 2014, 16(6):513-22.
4. Cao Y, et al: Isoflavones in urine, saliva, and blood of infants: data from a
pilot study on the estrogenic activity of soy formula. J Expo Sci Environ
Epidemiol 2009, 19(2):223-34.
5. Koletzko S, et al: Diagnostic approach and management of cow’s-milk
protein allergy in infants and children: ESPGHAN GI Committee practical
guidelines. JPGN 2012, 55:221-229.
6. Nadeau KC, et al: Oral immunotherapy and anti-IgE antibody-adjunctive
treatment for food allergy. Immunol Allergy Clin North Am 2012,
32(1):111-33.
7. Lee JH, et al: Clinical characteristics of oral tolerance induction of IgEmediated and non-IgE-mediated food allergy using interferon gamma.
Allergy Asthma Proc 2010, 31(4):e39-e47.
doi:10.1186/1824-7288-41-S2-A29
Cite this article as: Duse and Leonardi: Cow’s milk proteins allergy: the
latest on therapy. Italian Journal of Pediatrics 2015 41(Suppl 2):A29.

* Correspondence: lucialeonardi@yahoo.it
Pediatric Department, “Sapienza” University, Rome, 00161, Italy
© 2015 Duse and Leonardi This is an Open Access article distributed under the terms of the Creative Commons Attribution License
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided
the original work is properly cited. The Creative Commons Public Domain Dedication waiver (http://creativecommons.org/
publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.

