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BREASTMILK IS BEST
FOR BABIES:

Professional advice
should be followed
before using an infant
formula. Introducing
partial bottle feeding
could negatively affect
breast feeding. Good
maternal nutrition

is important for
breastfeeding and
reversing a decision not

to breastfeed may be

difficult. Infant formula
should be used as
directed. Proper use

of an infant formula is
important to the health
of the infant. Social and
financial implications
should be considered
when selecting a method
of feeding.

Managing cow’s milk
allergy in infants

The role of Aptamil AllerPro Syneo
and Neocate Syneo

INTRODUCTION

Cow’s milk allergy (CMA) is an inflammatory response to milk proteins®? and is one of the most common food
allergies that occurs in early childhood.? It is estimated that CMA affects 2% of infants (or 1 in 50) in Australia and
New Zealand, and while the majority outgrow this by the age of three to five years, it may occasionally persist
into later childhood and/or adulthood.* While some CMA cases during infancy are IgE mediated, others may be
non-IgE mediated, with resulting differences in presentation and diagnostic approach.***> CMA is more common
in formula-fed infants than in breast-fed infants.®

For infants with CMA, avoidance of cow’s milk protein in the diet remains the only effective management strategy.*
However, this can be associated with a number of nutritional implications, in particular, the risk of inadequate
vitamin, calcium, protein and energy intake. Thus, a timely and correct diagnosis of CMA in infants and toddlers

in the primary care setting is critical so that dairy products can be safely removed from the diet with adequate
dietetic supervision that ensures poor nutritional outcomes for growth and bone density are avoided.>%*®

. Evaluating the irritable infant — could it be CMA?

CMA may present as a range of different symptoms reflecting a variety of different allergic disorders.
However, a detailed history will usually enable GPs to arrive at the correct diagnosis in an infant presenting
with irritability and other allergic symptoms.*” An overview of when to suspect CMA in the first year of life is
provided in Table 1.
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Table 1. When to suspect CMA in the first year of life®

IgE-mediated CMA

Non-IgE-mediated CMA

Mild-to-moderate Severe Mild-to-moderate Severe
Onset of Immediate Immediate Delayed Delayed
1 1 symptoms
Pra cticet pS ymp Mostly within minutes Mostly within minutes Mostly 2—72 hours Mostly 2-72 hours

after ingestion
of cow’s milk
protein

(may be up to 2 hours) (may be up to 2 hours)

* CMAis an inflammatory
response to milk
proteins'? and is
estimated to affect 2%
of infants (or 1 in 50)
in Australia and New

One or more of the
following symptoms

One or more of the
following symptoms:

Symptoms Usually several of these
symptoms will be

present:*

One but usually more of
the following persistent
and treatment-resistant

¢ Skin (one or more is symptoms:

usually present): acute
pruritus, erythema,

¢ Severe respiratory
and/or cardiovascular
signs and symptoms

¢ Gastrointestinal:

persistent irritability ¢ Gastrointestinal:

Zealand.*

Timely and correct
diagnosis of CMA in
infants and toddlers

in the primary care
setting is critical so that
the dairy products can
be removed from the
diet with adequate
dietetic supervision that
ensures poor nutritional
outcomes for growth
and bone density are
avoided."?®

Food allergies should
be suspected when

the onset of symptoms
occur in infancy or
early childhood; there
is patient or family
history of atopy; and
symptoms affect two
or more systems (i.e.
skin, gut, non-infectious
respiratory symptoms).®

¢ For formula fed infants
(aged <6 months), an
eHF such as Aptamil
AllerPro Syneo is
recommended as a
first-line management
approach in infants
with mild-to-moderate
CMA.*®° For the 1in
10 infants who do not
tolerate an eHF or have
severe CMA, an AAF
such as Neocate Syneo
is recommended.’

* Both Aptamil AllerPro
Syneo and Neocate
Syneo contain a
patented synbiotic
blend of prebiotics
and probiotics to help
address the underlying
gut dysbiosis of food-
allergic infants. 3%

urticaria, angioedema,
acute flaring’ of
persisting atopic
dermatitis

¢ Gastrointestinal:
vomiting, diarrhea,
abdominal pain

¢ Respiratory (rarely
in isolation of other
symptoms): acute
rhinitis and/or
conjunctivitis

(rarely a severe Gl
presentation)

¢ Severe unresponsive
dermatological
symptoms

¢ Anaphylaxis

(‘colic’), abdominal
discomfort, vomiting
(‘reflux’, GORD), food
refusal or aversion,
diarrhea (abnormally
loose +/—more
frequent), constipation
(especially soft stools
with excess straining),
blood and/or mucus
in stools

e Skin: pruritis,
erythema, non-
specific rashes,
moderate persistent
atopic dermatitis

diarrhea, vomiting,
abdominal pain, food
refusal or aversion,
significant blood
and/or mucus in
stools, irregular or
uncomfortable stools
+/—faltering growth

Skin: severe atopic
dermatitis +/—
faltering growth

*The symptoms listed are very common in otherwise well infants or those with other diagnoses so clinical judgment is
required. The presence of symptoms affecting multiple systems are more likely to be allergy related.
GORD, gastro-oesophageal reflux disease.

. Confirming the diagnosis of suspected CMA

A suspected diagnosis of CMA in the first year of life should be confirmed either by allergy testing (for

IgE-mediated CMA) and/or exclusion then reintroduction of dietary cow’s milk (for both IgE- and non-IgE-

mediated CMA; Table 2).° Breast milk is the ideal nutrition for infants with CMA and any decision to initiate a

diagnostic elimination dietary trial must include measures to ensure that breastfeeding is actively supported.®’

Table 2. Confirming the diagnosis of suspected CMA in the first year of life®

Suspected mild-to-moderate Suspected mild-to-moderate

Dietary
elimination
for exclusive
breastfeeding
mothers

Substitute o
formula for
formula fed or
mixed feeding
infants

Notes

IgE-mediated

Trial exclusion of all cow’s milk
protein from maternal diet for
a 2-week period

An extensively hydrolysed
formula (eHF) is generally first
choice

¢ Infant soy formula may be used

in infants aged >6 months if not
sensitised on IgE testing

Rice-protein based formula
(rHF) may be used as an
alternative to eHF or soy
protein formula

Ensure referral to paediatric
allergy to confirm the diagnosis
by IgE testing or perform a
supervised challenge in the
minority of cases

Daily calcium and vitamin
D supplementation should
be recommended to
breastfeeding mothers

non-IgE-mediated

Trial exclusion of all cow’s milk
protein from maternal diet for
a 2—4 week period

An extensively hydrolysed
formula (eHF) is generally first
choice

Infant soy formula may be used
in infants aged >6 months if not
sensitised on IgE testing

Rice-protein based formula
(rHF) may be used as an
alternative to eHF or soy
protein formula

If symptoms improve, perform
a reintroduction of cow’s milk
protein (challenge) at home.
This step is critical to confirm
the diagnosis

Suspected severe
IgE- or non-IgE mediated

Trial exclusion of all cow’s milk
protein from maternal diet for
a 2—4 week period

Urgently consult and refer
to paediatric allergy and/or
paediatric gastroenterology
to consider the appropriate
choice of formula, usually an
amino acid based formula
(AAF)

Daily calcium and vitamin D
supplementation should be
recommended to breastfeeding
mothers

An urgent dietetic referral may
be indicated
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Take home
messages

* CMA is one of the most
common food allergies

in early life, with most
children outgrowing
their CMA by 5 years
of age.

An allergy-focused
clinical history including
family history of allergy,
sources of cow’s

milk and timing of
presenting symptoms is
essential in making the
diagnosis.

The majority of infants
with non-lg CMA

can be confidently
diagnosed and
managed in primary
care. Infants with
mild-to-moderate IgE
CMA can be initially
managed in primary
care, but will require a
referral to paediatric
allergy for ongoing
management. Infants
with anaphylaxis or
severe non-lge CMA
require urgent referral.

For formula fed infants
with mild-to-moderate
CMA, an extensively
hydrolysed cow’s milk
based formula is a first
choice in infants under
6 months of age.

)3

Confusion between CMA and lactose intolerance is common!?

CMA is an inflammatory response to milk proteins that is distinct from lactose intolerance,

which is a metabolic disorder characterised by a deficiency in the intestinal enzyme lactase.?

However, because the gastrointestinal (Gl) symptoms of CMA, such as nausea, abdominal

discomfort, bloating and diarrhoea, are similar to many symptoms of lactose intolerance,

these conditions may be confused.*? A key difference between the conditions is that CMA

usually first appears during infancy, while lactose intolerance usually starts after 4 years of

age, in particular, in adolescence or adulthood.*

. Managing the infant with CMA

Breast milk is the first choice of nutrition for all infants including those with food allergy.® For formula fed infants

with CMA a specialised formula is recommended.8 In general, extensively hydrolysed formula (eHF) is the first

choice for infants with mild-to-moderate CMA, with additional options including soy protein formula, amino acid

based formula (AAF) and rice protein based formula (Table 3).6

Table 3. Formula options for infants with CMA (up to one year of age)*

Type of formula

Cow’s milk based
extensively
hydrolysed formula
(eHF)

Soy protein formula

Amino acid based
formula (AAF)

Rice protein based
formula (rHF)

Uses

Usually the first choice of formula in infants with CMA.

Not suitable for infants who have had anaphylaxis to cow’s milk.

Treated with enzymes to break down most of the cow’s milk proteins.

Usually only recommended in babies over six months.

Tolerated by most infants with CMA, but unsuitable for those
allergic to soy.

Usually prescribed when an eHF or soy protein formula is not
tolerated (estimated to be necessary in around one in ten infants
with CMA).

Tolerated by most infants with cow’s milk and soy allergies.

Suitable for severe (anaphylaxis) CMA.

May be used as an alternative to eHF or soy protein formula, based
on specialist advice.

Should not be used in infants with food protein induced
enterocolitis syndrome to rice.

Availability

Without prescription or
with PBS prescription

Without prescription

PBS prescription
required

Without prescription

The following formulae are either contraindicated or not recommended in infants with CMA:*47°

*  Standard cow’s milk-based (including anti-regurgitation)

*  lactose-free cow’s milk-based

*  Partially hydrolysed cow’s milk-based (commonly labelled HA)

*  Goats milk-based formula

Advise parents starting their child on any hypoallergenic formula that these products have a different taste and
smell to standard formula.? For those infants who do not initially accept the switch to the new hypoallergenic
formula, this can be progressively introduced into the infant’s cow’s milk formula feeds over several days.®
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Aptamil AllerPro Syneo and Neocate Syneo — hypoallergenic formula
options for infants with CMA

An eHF is recommended as a first-line management approach in infants with mild-to-moderate CMA.*67°
Aptamil AllerPro Syneo is an eHF based on cow’s milk that is indicated for the dietary management of mild-to-
moderate CMA.X* |t has been shown to reduce the symptoms of CMA with no negative impact on growth
and is well-tolerated among approximately 97% of children with CMA > While eHF products are available in
pharmacies without a prescription, they should be used under medical supervision. These products are not
suitable for infants with severe allergy or anaphylactic reactions to cow’s milk protein.*®

Neocate Syneo is an AAF that is recommended as a first-line management approach for the dietary management
of infants with severe CMA (including anaphylaxis).® Neocate Syneo has been studied in three clinical trials
including 266 patients evaluated over 8 years, with results demonstrating effective resolution of food allergy
symptoms, while supporting normal growth and development.t2-

. Aptamil AllerPro Syneo and Neocate Syneo both contain synbiotics to help
address gut microbiota dysbiosis

Both Aptamil AllerPro Syneo and Neocate Syneo contain a patented synbiotic blend of prebiotics and probiotics to
help address the underlying gut dysbiosis of food-allergic infants.**” This includes prebiotic oligosaccharides, which
stimulate the growth and activity of beneficial bacteria, and a probiotic Bifidobacterium Breve M16V.

Dietary management of CMA includes the use of hypoallergenic formula to resolve symptoms. While this approach
is recommended, it does not address the gut microbiota, which is widely recognised to play an important role in
immune development.*2° Gut microbiota dysbiosis is often associated with the development of CMA.?% Indeed,
the gut microbiota composition in allergic infants has been found to have a low diversity of microbiota species
thought to be beneficial for immune function (i.e. lower levels of infant-like Bifidobacteria) as well as higher levels
of adult-like Clostridia and Eubacteria.'? Synbiotics have been developed to

address this gut microbiota dysbiosis in allergic infants.***”24 These
include a combination of prebiotics and probiotics that work
synergistically to target microbial gut dysbiosis in the dietary
management of CMA, 131724

In a study comparing infants randomised to receive standard AAF

(control) or AAF with synbiotics (test) for 8 weeks, after which infants

could continue study product until 26 weeks, with age-matched, healthy,

breastfed infants, the AAF with synbiotics positively modified faecal microbiota by increasing levels of Bifidobacteria
and decreasing levels of Eubacterium rectale and Clostridium coccoides at 8 weeks to be closer to that of healthy,
breastfed infants versus the standard AAF.*>*4%* The beneficial effects of AAF with synbiotics on microbiota
composition continued to be observed over 26 weeks.? Thus, selecting a hypoallergenic formula that contains
synbiotics, such as Aptamil AllerPro Syneo or Neocate Syneo, can help promote a gut microbiota balance closer to
that of a breast fed infant.*»*
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