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DIETARY MANAGEMENT OF COW’S MILK ALLERGY (CMA)

CLINICAL BENEFITS OF SYNBIOTICS

CMA is common in infants and children, presenting with a range of symptoms affecting the gastrointestinal (Gl) tract, skin and
respiratory tract™*. The gut microbiota plays a pivotal role in the development of the immune system. However, research has
shown that infants with CMA have an altered gut microbiome compared with healthy breastfed infants. In addition, infants with
CMA also face an increased susceptibility to infections compared with infants and children without CMA*. The impact of CMA
goes beyond the clinical symptoms, impacting families and the wider healthcare system.

Breastmilk composition contains a wide range of important bioactive compounds which promote a healthy gut microbiota and
immune systemn development®. Breastfeeding should be encouraged, however recognising that this is not always feasible for
allergic infants, there has been a drive to develop hypoallergenic formulas with properties that mimic some of the bioactive
compounds present in breastmilk.

Synbiotics are a combination of prebiotics (substrates that are selectively utilised by host microorganisms conferring a health

benefit®) and prabiotics (live microorganisms which when administrated in adequate amounts confer a health benefit on the host’)®. PREBIOTICS
New innovations have allowed formula advancements with the inclusion of synbiotics. Pepti Syneo extensively hydrolysed forrula

(eHF) and Neocate Syneo amino acid based formula (AAF) contain a unique synbiotic blend of both prebictics and probiotics, PROBIOTICS
specifically selected for infants with CMA.

Studies have shown that hypoallergenic formulas with synbiotics support the gut microbiota in infants with CMA, prompting SYNBIOTICS
favourable shifts in gut microbial composition that are mare reflective of the gut microbiota of healthy breastfed infants. Evidence
consistently shows positive effects of synbiotics on immune-related outcomes®",

CLINICAL STUDIES

To date, several studies have been conducted in hypoallergenic infant formulas with synbiotics including both Pepti
Syneo (eHF)"™*% and Neocate Syneo (AAF)® ', Results have consistently demonstrated that these formulas are
well tolerated, have a good safety profile, and support normal growth. Exploratory outcome data® from these studies

have reported additional interesting and clinically relevant findings.

Medication use

B Reduced need for medication
for functional Gl disorders™

B Lower percentage of infants
required antibiotics® ™

B Lower use of dermatological
medication™

W Reduction of asthma medication
at one year follow up™

Hospitalizations

B Fewer hospitalizations due
to infections™

REAL WORLD EVIDENCE (RWE) STUDIES

Randomised controlled trials (RCTs) and RWE studies are often considered
complementary” . To date, RWE studies in CMA infants given eHF or AAF
with a synbiotic blend have shown consistent results with published RCTs.

Hubbard et al. (2022)"

Dermatological
symptoms

B Demonstrated greater o e

improvement of atopic
dermatitis™™

Respiratory

B Lower prevalence of
asthma-like symptoms
at one year follow-up™

B - eHF related research
I = AAF related research

Infections

B Fewer infections” and -_

Gl infections™

B Fewer ear infections™

Gl 5
B Improved stool consistency :, s
and colour, closer to those of =,

healthy breastfed infants' ST
M Reduction in canstipation K AT

and dry stools'™®

* based on evaluation of adverse events and safety parameters in studhes in infants with CMA receiving an
hypoallergenic formula with synbiatics in comparson with hypoallengenic formula without synbiotics.
= in the subgnoup of infants with IgE-astociated atope dermatitis.

Sorensen et al. (2021)%°

SYSTEMATIC

REVIEW

Sorensen et al. (2021)*

Meta-analysis of four

Single-arm, prospective study of CMA infants
receiving eHF with synbiotics

+ Improvemnents in severity of abdeminal pain, burping,
flatulence, constipation

+ |Improvernents in atopic symptoms including rhinitis
and itchy eyes

+ Reduction in hospital visits and medications in the six
manths follow-up

= Improvernents in caregiver reported quality of life

Retrospective matched cohort comparing case
records of CMA infants managed with AAF with
synbiotics or AAF without synbiotics, found AAF
with synbiotics to be associated with

+ Lower rate of healthcare contacts

= Lower rates of infections and medication prescriptions
« Fewer Gl skin and/or respiratory symptoms

+ Potential healthcare cost-savings

RCTs of CMA infants
receiving AAF with
synbiotics compared to
AAF without synbiotics

» Significantly fewer
infections

» Lower overall
medication use

= Fewer hospital admissions



PEPTI SYNEO (EHF) AND NEOCATE SYNEO (AAF)

Pepti Syneo (eHF) and Neocate Syneo (AAF) contain both the probiotic (Bifidobacterium breve M-16V] that is free from the main food allergens, and
prebiotics (eHF: short chain GOS/long chain FOS; AAF: short chain FOS/long chain FOS, ratio 9:1) that mimic the diversity, quantity and

functionality of oligosaccharides in human milk and have a bifidogenic effect.

These key cormponents modulate the gut microbiota of CMA infants to improve the compositional profile closer to that of a healthy breastfed infant.
This is important to support immune system development and therefore long term health,

Pepti Syneo (eHF)

Pepti Syneo is an extensively hydrolysed
formula for the dietary management of
mild-moderate CMA.

Beyond clinical improvernents and
symptom relief in CMA infants™®
Pepti Syneo has been shown to:

s Be safe and well tolerated®
= Promote normal growth and development™

+ Rebalance the gut microbiota by increasing levels of
bifidobacteria™

+ Reduce asthma-like symptomns at one year follow-up™

Be the most palatable eHF by HCPs and parents in the UK #

Neocate Syneo (AAF)

Meocate Syneo is an amino acid based
formula for the dietary management of
severe or complex CMA. Studies have
consistently shown clinical improvernents
and symptom relief in CMA infants with
Meocate Syneo'?%*', Meocate Syneo has
also been shown to:

+ Be safe and well tolerated'®
+ Promote normal growth and development”

+ Rebalance the gut microbiota of CMA infants closer
to that of healthy breastfed infants®"""

+ Result in fewer infections 4202

« Result in lower medication use®'2202!

+ Result in lower hospital admissions™202!

IMPORTANT NOTICE: Pepti Syneo and Neocate Syneo are food for special medical purposes and should only be used under medical
supervision, after full consideration of feeding options available including breastfeeding.
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