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COWS' MILK PROTEIN ALLERGY GUIDELINES:
IS THE MESSAGE GETTING THROUGH?

Cows’ milk protein allergy (CMPA) has been shown to be the most common
food allergy in infants and young children and, therefore, healthcare
professionals need to know current management guidelines to optimally

treat children with this allergy.

Several guidelines have been published
to help healthcare professionals not
only to identify symptoms, but also to
guide maternal elimination diets and
suitable hypoallergenic formulas for
prescription. However, are the messages
of these guidelines getting through and
are we getting better at the diagnosis
and management of CMPA?

CMPA can present as either immuno-
globulin E (IgE) or non-IgE mediated
allergy.! The main distinctions between
these two types of allergy is whether IgE
is involved in the pathophysiology and
the onset of symptoms. In IgE-mediated
CMPA, symptoms occur within two
hours of exposure to cows” milk and
non-IgE mediated CMPA symptoms
usually set in from two hours and up
to a couple of days after the ingestion
of cows’ milk? In addition to the
timing of onset of symptoms, there
are distinct differences in the type of
symptoms, with IgE-mediated allergy
leading to acute skin rashes, facial
swelling and in the worst case scenario,
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cardio-respiratory compromise (called
anaphylaxis).  Conversely, non-IgE
mediated symptoms affect mainly the
gastrointestinal tract and skin and can
lead to diarrhoea (with/without blood
in stool), vomiting, constipation, severe
abdominal discomfort and/or atopic
dermatitis.’

The recent EuroPrevall data has
found that the prevalence of CMPA
Europe-wide, based on double blind
food challenges, was below 1%.* From
this cohort, the United Kingdom (UK)
had one of the highest incidence rates
at 1.28%. Following this publication,
several researchers have highlighted
concerns that the study design may
have not adequately identified non- IgE
mediated CMPA.>® A UK birth cohort
study has shown that 2-3% of one- to
three-year-olds can be confirmed as
having a CMPA, but this still does not
adequately reflect the prevalence of
non-IgE mediated CMPA. Nevertheless,
CMPA has been shown to be the most
common food allergy seen in infants
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Table 1: Summary of first line hypoallergenic feed recommendation

Anaphylaxis AAF

AAF

Mild-moderate EHF

Acute urticaria or angioedema

EHF

Severe +/- poor growth AAF

Mild-moderate EHF

Atopic eczema/dermatitis

Severe +/- poor growth and/or

If requiring a top up formula when
breastfed AAF otherwise EHF

breastfed top up AAF

Eosinophilic Oesophagitis AAF

AAF

Mild-moderate EHF

Gastroesophageal reflux disease

Cows’ milk protein-induced en-

EHF

Severe +/- poor growth AAF
Mild-moderate EHF

EHF unless severe in which case

teropathy Severe +/- poor growth AAF AAF
Food Protein Induced Enterocolitis AAF AR
Syndrome

Proctocolitis Mild-moderate EHF e

Severe +/- poor growth AAF

* The BSACI guidelines indicate an AAF formula in any conditions mentioned if food allergies are multiple, growth faltering is present and reactions are severe

and young children and, therefore, healthcare
professionals do need to know current manage-
ment guidelines to optimally treat children with
this allergy.

CURRENT GUIDELINES
In the last 10 years, 11 guidelines have been
published in the English language worldwide on
the diagnosis and management of CMPA >0 Of
these, three are from the UK and include the Milk
Allergy guidelines for Primary care (MAP)"
the British Society for Allergy and Clinical
Immunology (BSACI) guidelines for secondary
and tertiary care'> and the National Institute for
Clinical Excellence (NICE) Clinical Knowledge
Series on CMPA.** These guidelines in regard to
both diagnosis and management are very similar
and provide guidance on the diagnosis of CMPA
and the management, including information on
the maternal elimination during breastfeeding,
calcium and vitamin supplementation and
hypoallergenic formulas.

For the diagnosis of IgE-mediated CMPA,
either skin prick or specific IgE-testing for cows’
milk provides useful support in addition to the
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allergy focused history, but in primary care,
often these tests are not available and healthcare
professionals will require to place the child on
a cows’ milk elimination diet until supervised
challenges or test results are available to confirm
the diagnosis."* For non-IgE mediated CMPA,
there is currently no valid test to guide the
healthcare professionals to the diagnosis of
CMPA and, therefore, a cows” milk elimination
diet with symptom improvement, followed by
deterioration with re-introduction, remains the
best method for diagnosis.

As the majority of children present in early
childhood with this allergy,'® a cows’ milk maternal
elimination diet will be required in breastfed
infants. Innon-breast fed children, ahypoallergenic
formula will be required. A hypoallergenic
formula has <1% immunoreactive protein on in
vitro testing and should be tolerated by 90% of
children with a CMPA (with a 95% confidence
interval).!* The MAP and BSACI guidelines both
recommend first line choices for a variety of cows’
milk allergic conditions (Table 1). In principle, the
guidelines indicate that for the majority of children
with mild to moderate IgE/ non-IgE mediated
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CMPA, an extensively hydrolysed formula (EHF)
is appropriate. However, if they have anaphylaxis,
faltering growth and/or are exclusively breastfed
with symptoms, then an amino acid formula
(AAF) is indicated. In addition, if an EHF does not
lead to symptom improvement, a trial of an AAF
is warranted.!"*? The aforementioned suggestions
are well substantiated by published evidence and
are in line with international guidelines and the
majority of guidelines from other countries.>'""

Quality oflife for both the family and the child
has been associated with symptom severity and
foods eliminated and, therefore, is directly linked
to optimal dietary management of CMPA.?
Breast milk and/or a hypoallergenic formula
contributes to the majority of nutrients in the
young infant and, therefore, does not only have
an impact on symptoms resolution but also on
growth. It is, therefore, important for healthcare
professionals to familiarise themselves with
formula choices (Table 1).

WHAT IS HAPPENING IN PRACTICE?

Breast milk remains the best source of nutrition
in children, also in those with CMPA and should
be promoted as far as possible. A maternal
elimination diet may be required, in particular in
non-IgE mediated CMPA. Unfortunately, the UK
has one of the worst breastfeeding rates in the
world, which healthcare professionals need to be
aware of and support practice as far as possible.?!
This means that the majority of children with
suspected CMPA will be on a cows’ milk formula
and require intervention using a hypoallergenic
formula. In 2010, Sladkevicius et al** found that
on average it took 2.2 months before infants with
suspected CMPA were prescribed with the first
clinical nutrition preparation and on average it
took 3.6 months before the diagnosis of CMPA
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was made. Since that publication, above-
mentioned guidelines on how to diagnose and
manage CMPA in the UK were published and
there was an assumption that this would improve
the identification and treatment of children
with this allergy. However, a recent study by
Lozinsky et al® indicated that the average time
for diagnosis continued to be around 2.2 months
according to parents surveyed, and 48% of cases
were diagnosed by the GP followed by 21% by
paediatricians, 13% by the health visitor and in
5% by a dietitian.

Why has the diagnosis and initiation of
suitable treatment for CMPA therefore not
improved significantly since the publication of
UK guidelines? Could it be that we do have a
case of guideline overload, where healthcare
professionals do not know which guidelines to
follow, or are they confused with the content of
guidelines? Many trusts have also developed
their own guidelines for feed prescriptions
based on local CMPA population and feed
contracts. We do, therefore, have a situation
where healthcare professionals are exposed to
international, UK national and local guidelines,
which understandably can be confusing.

In addition, there has been the belief in
primary care, that CMPA is rare and that many
primary care physicians would not deal with
this diagnosis on a regular basis and, therefore,
further education on this topic may have not
received so much priority. However, in a study
by Lozinsky et al,? in the 12-month period prior
to completing the survey in primary care, 52% of
the GPs diagnosed =3 children with CMPA and
65% managed =3 cases already diagnosed with
this allergy. It is, therefore, an allergy that most
healthcare professionals, even in primary care
will be regularly exposed to.
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Has the current financial climate
contributed to a delay in commencing optimal
dietary management? There has been more
pressure placed on healthcare professionals
to ensure cost savings and that includes
evaluating the prescribing of hypoallergenic
formulas. A recent review by the National
Healthcare System (NHS) London Procurement
Partnership indicated that the cost per annum
on the NHS for the management of CMPA was
23.6 million.?* That survey found that the cost
a year per patient on an EHF was £1,853 and
AAF £3,161.%

Data has indicated that in Europe, the UK has
the highest consumption on AAF; undoubtedly
this does need review, but one has to take into
account that the EuroPrevall study also indicated
the highest prevalence of CMPA in the UK, which
may also imply that we have a higher number of
children with severe CMPA.*

Due tothe costimplicationof hypoallergenic
formula, further guidelines were introduced
in 2014 by the NHS PresQIPP* providing a
traffic light style guidance on first, second
and third line feed choices based on specific
commercial EHFs and AAFs, that take cost of
hypoallergenic formulas into account. Using
these guidelines, first line choice is always
an EHF, which in theory should be suitable
for the majority of children; however, second
line choice is another EHF before an AAF is
prescribed. Many children who would have
had numerous feed changes prior to trialling
hypoallergenic formulas will, therefore,
potentially have further feed changes before
symptom improvement may be achieved. This
does not only delay the diagnosis, but from
the survey from Lozinsky et al,”® almost 47%
of parents reported feelings of exhaustion,

55.7% had stress or anxiety related to their
child’s health and 33% of fathers reported
a delay in going back to work due to their
child’s food allergy. Sladkevicius et al*? found
that, in particular, frequent hypoallergenic
feed changes have a health economic impact.
Children from that study who remained on the
same feed throughout their treatment had on
average 17-19 GP visits, whereas those who
required feed changes needed >20 visits over
the same period of time. Therefore, getting
the management right from the start may
consequently also relieve work pressures
from already stretched primary healthcare
practitioners.

THE FUTURE

Prescott et al®® recently described the increase of
food allergy as the second wave of the allergy
epidemic, with the first wave occurring 50
years ago with asthma and allergic rhinitis. All
healthcare professionals, therefore, will need
to become more familiar with food allergic
conditions. There is a general recognition that
education on both recognition and management
of CMPA is key to improving the delay in
initiation of suitable treatment.

A recent survey in dietetic competencies
related to food allergy in the UK, Australia and
North America, found that many dietitians did
not feel competent in developing an elimination
diet, food challenges and managing feeding
difficulties.” Reevesetal®* together with the Food
Allergy Specialist Group of the British Dietetic
Association, developed a one-day competency-
based study day on CMPA. The results of that
study day have indicated this as a useful format
to improve both knowledge and competencies
in CMPA. The course is currently run through
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the BDA in different areas of the UK (www.
bda.uk.com/publications/events/160601cma)
and has repeatedly yielded positive results.
However, it is important to note that the
majority of children will first present to their
general practitioner and/or health visitor. It
is, therefore, crucial that education is focused
on the healthcare professionals who will be
the first port of call for parents. The challenge
is to make the education easily accessible,
time effective and practical within the current
financial climate.
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CONCLUSION

The diagnosis and management of CMPA
remains a challenge. Several guidelines have been
published to help healthcare professionals to not
onlyidentify symptoms, butalso to guide maternal
elimination diets and suitable hypoallergenic
formulas for prescription. In addition to following
these guidelines, itisimportant to ensure a patient-
centred approach as this may not only improve the
time to symptom resolution and, therefore, parent
journey of CMPA, but may also reduce healthcare
visits in an already stretched service.

References

1 Johansson SG, Bieber T, Dahl R, Friedmann PS, Lanier BQ, Lockey RF et al. Revised nomenclature for allergy for global use: Report of the Nomenclature Review
Committee of the World Allergy Organisation, October 2003. J Allergy Clin Immunol. 2004; 113: 832-836

2 Fiocchi A, Brozek J, Schunemann H, Bahna SL, von BA, Beyer K et al. World Allergy Organisation (WAO). Diagnosis and Rationale for Action against Cows’ Milk
Allergy (DRACMA) Guidelines. Pediatr Allergy Immunol. 2010; 21 Suppl 21: 1-125

3 Sackeyfio A, Senthinathan A, Kandaswamy B, Barry PW, Shaw B, Baker M. Diagnosis and assessment of food allergy in children and young people: summary of
NICE guidance. BMJ. 2011; 342:d747

4 Schoemaker AA, Sprikkelman AB, Grimshaw KE, Roberts G, Grabenhenrich L, Rosenfeld L et al. Incidence and natural history of challenge-proven cows’ milk
allergy in European children - EuroPrevall birth cohort. Allergy. 2015; 70: 963-972

5 Katz Y, Nowak-Wegrzyn A, Grimshaw KE, Beyer K, Grabenhenrich L, Keil T et al. Is it the true incidence of IgE-cows’ milk allergy (CMA) or CMA or IgE-CMA in
some countries and CMA in others. Allergy. 2015; 70: 1509-1510

6 Koletzko S, Heine RG, Grimshaw KE, Beyer K, Grabenhenrich L, Keil T et al. Non-IgE mediated cows’ milk allergy in EuroPrevall. Allergy. 2015; 70: 1679-1680

7 Kemp AS, Hill DJ, Allen KJ, Anderson K, Davidson GP, Day AS et al. Guidelines for the use of infant formulas to treat cows’ milk protein allergy: an Australian
consensus panel opinion. Med J Aust. 2008; 188: 109-112

8 Vandenplas Y, Brueton M, Dupont C, Hill DJ, Isolauri E, Koletzko S et al. Guidelines for the diagnosis and management of cows’ milk protein allergy in infants.
Arch Dis Child. 2007; 92: 902-908

9 De GE, Hauser B, Devreker T, Veereman-Wauters G, Vandenplas Y. Diagnosis and management of cows’ milk protein allergy in infants. World J Pediatr. 2012; 8:
19-24

10 Caffarelli C, Baldi F, Bendandi B, Calzone L, Marani M, Pasquinelli P. Cows’ milk allergy in children: a practical guide. J Pediatr. 2010; 36

11 Venter C, Brown T, Shah N, Walsh J, Fox AT. Diagnosis and management of non-IgE-mediated cows’ milk allergy in infancy - a UK primary care practical guide.
Clin Trans| Allergy. 2013; 3: 23

12 Luyt D, Ball H, Makwana N, Green MR, Bravin K, Nasser SM,et al. BSACI guideline for the diagnosis and management of cows’ milk allergy. Clin Exp Allergy.
2014; 44: 642-672

13 National Institute for Clinical Excellence. Cows’” milk protein allergy in children. NICE: Clinical Knowledge Series. London: NICE; 2014

14 House of Lords. Science and Technology Committee: Allergy. Authority of the House of Lords; 2007 Sep 26. HL paper 166-1: Volume 1: Report

15 Du Toit GL, Meyer R, Shah N, Heine RG, Thomson MA, Lack G et al. Identifying and managing cows’ milk protein allergy. Arch Dis Child Educ Pract Ed. 2010;
95: 134-144

16 Host A, Koletzko B, Dreborg S, Muraro A, Wahn U, Aggett P et al. Dietary products used in infants for treatment and prevention of food allergy. Joint Statement
of the European Society for Paediatric Allergology and Clinical Immunology (ESPACI) Committee on Hypoallergenic Formulas and the European Society for
Paediatric Gastroenterology, Hepatology and Nutrition (ESPGHAN) Committee on Nutrition. Arch Dis Child. 1999; 81: 80-84

17 Hill DJ, Murch SH, Rafferty K, Wallis B, Green CJ. The efficacy of amino acid-based formulas in relieving the symptoms of cows’ milk allergy: a systematic review.
Clin Exp Allergy. 2007; 37: 808-822

18 Isolauri E, Sutas Y, Salo MK, Isosomppi R, Kaila M. Elimination diet in cows’ milk allergy: risk for impaired growth in young children. J Pediatr. 1998; 132: 1004-
1009

19 Niggemann B, Binder C, Dupont C, Hadji S, Arvola T, Isolauri E. Prospective, controlled, multi-center study on the effect of an amino-acid-based formula in
infants with cows’ milk allergy/intolerance and atopic dermatitis. Pediatr Allergy Immunol. 2001; 12: 78-82

20 Valentine AZ, Knibb RC. Exploring quality of life in families of children living with and without a severe food allergy. Appetite. 2011; 57: 467-474

21 Victora CG, Bahl R, Barros AJ, Franca GV, Horton S, Krasevec J et al. Breastfeeding in the 21st century: epidemiology, mechanisms and lifelong effect. Lancet.
2016; 387: 475-490

22 Sladkevicius E, Nagy E, Lack G, Guest JF. Resource implications and budget impact of managing cows’ milk allergy in the UK. J Med Econ. 2010; 13: 119-128

23 Chebar-Losinsky LA, Meyer R, Anagnostou K, Dziubak R, Reeve K, Godwin H et al. Cows’ milk protein allergy from diagnosis to management: the journey
described by general practitioners versus parents. MDPI Children. 2015; Submitted

24 London Procurement Partnership. Paediatric Nutrition Products. NHS London Procurement Partnership 2015 January 1 [cited 2016 Feb 26]; Available from:
www.lpp.nhs.uk/categories/medicines-optimisation-pharmacy-procurement/dietetics-projects-and-information/paediatric-nutrition-products/

25 Scapin J. Cows’ milk specialist formulae: appropriate prescribing, what do we need to know? NHD Magazine. 2015; 106: 13-19

26 Schoemaker AA, Sprikkelman AB, Grimshaw KE, Roberts G, Grabenhenrich L, Rosenfeld L et al. Incidence and natural history of challenge-proven cows’ milk
allergy in European children - EuroPrevall birth cohort. Allergy. 2015; 70: 963-972

27 NHS PrescQIPP. Appropriate prescribing of specialist infant formulae. Bulletin. 2014; 67: 2-14

28 Prescott S, Allen KJ. Food allergy: riding the second wave of the allergy epidemic. Pediatr Allergy Immunol. 2011; 22: 155-160

29 Maslin K, Meyer R, Reeves L, MacKenzie H, Swain A, Stuart-Smith W et al. Food allergy competencies of dietitians in the United Kingdom, Australia and United
States of America. Clin Trans| Allergy. 2014; 4:37

30 Reeves L, Meyer R, Holloway J, Venter C. The development and implementation of a training package for dietitians on cows’ milk protein allergy in infants and
children based on UK RCPCH competencies for food allergies - a pilot study. Clin Trans! Allergy. 2015; 5: 4

Copyright © 2016 NH Publishing Ltd - All rights reserved. Available for printing and sharing for the use of CPD activities for personal use.
Not for reproduction for publishing purposes without written permission from NH Publishing Ltd.



eArticle with CPD

NETWORK HEALTH DIGEST Volume 6.09 - May 19th 2016
. e O eld O O O prote alerg o ae e e e dge ge (J O (J
pe YO a e nelo anad enp O O ecords or p ana compiete a e @) and

Q.1 | Describe the main distinction and symptoms between IgE and non-IgE mediated CMPA allergy.

Q.2 | What are the main guidelines in the UK on the management of CMPA and what information do they provide?

Q.3 | How is IgE mediated CMPA diagnosed in infants?

Q.4 | Explain how non-IgE mediated CMPA is currently diagnosed.

Q.5 | Outline the UK recommendations for hypoallergenic feeds.

Q.6 | Explain why the diagnosis and initiation of treatment for CMPA has not improved since the publication
of UK guidelines.

Q.7 | Give three examples of feed recommendations using both MAP and BSACI guidelines.

Q.8 | What effect has the cost of hypoallergenic formula had on the management of CMPA in infants in the UK?

Please type additional notes here . . .
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