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Background
Cows’ milk allergy (CMA) is one of the major food allergies during infancy and childhood.

Hypoallergenic formulas can be necessary for managing infants and children with severe CMA. According 
to the American Academy of Pediatrics (AAP), a formula is “hypoallergenic” if it does not provoke allergenic 
activity in 90% of infants or children with confirmed CMA with 95% confidence in a double-blind placebo-
controlled food challenge (DBPCFC) as compared to a commercially available hypoallergenic formula. After 
a successful DBPCFC, a week-long open challenge is recommended  to confirm lack of allergic symptoms 
during prolonged feeding.

A new amino acid-based nutritionally complete infant formula (AAF) designed for the management of 
severe CMA and intolerance has been developed.

Objective
Primary objective: To determine whether a new AAF is hypoallergenic as defined by AAP criteria.

Secondary objectives: To examine the digestive tolerance and document any symptoms of potential allergic 
etiology in subjects who consume the new AAF during an open feeding challenge over 7-9 days. 

Methods
Children (2 months to ≤ 12 years of age) with confirmed (within 6 months of enrollment) CMA participated 
in a multi-centre clinical trial of DBPCFC with a new AAF (Test) and a commercially available AAF (Control) 
in a randomised, crossover fashion over a 2-7 day period.

Subjects were monitored during the DBPCFCs for immediate allergic reactions via a rigorous and 
comprehensive scoring system and observed for a minimum 1 hour prior to discharge.
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Methods, cont.
If both blinded challenges were tolerated, subjects participated in a week-long open challenge of a 
minimum 8 ounces daily intake of the Test formula at home.  Formula intake, stool characteristics, incidence 
of flatulence, emesis and spit-up were documented.

Results
•	 Overall, 37 subjects were randomized; 33 subjects completed both DBPCFC of the Test and Control 

AAFs (Figure 1).

•	 Demographic characteristics  of study participants are presented in Table 1.

•	 No subjects had an acute allergic reaction to either formula during DBPCFC (Table 2).

•	 33 subjects participated in the week-long at-home open feeding challenge.

- 30 subjects consumed at least 8 oz of formula for 5 days; average intake was 9.6±5.2 oz/day.

- 4 subjects vomited during the open challenge but continued formula intake at home and completed 
the week-long open challenge; vomiting was attributed to palatability issues. These symptoms were 
not reported as adverse events.

- One subject reported erythema around the mouth which only lasted a few minutes on one day of the 
open challenge.  Another subject reported itchy skin on back for 5 days of the open challenge.  These 
symptoms were not reported as adverse events. 

- One subject reported abdominal pain (a mild “stomach ache”) on 4 days of the open challenge, each of 
which resolved on the day it started and was deemed as having a probable relation to study product. 

Conclusions
The new test amino acid-based formula meets the American Academy of Pediatrics criteria for 
hypoallergenicity and can be recommended for the management of cows’ milk allergy. 
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Table 1: Demographic information

Test Formula
Control Formula

Control Formula
Test Formula

Total

N (18) 
min mean max (SD)

N (19) 
min mean max (SD)

N (37) 
min mean max (SD)

Current age (yrs) 0.0 4.7 13.0* (4.2) 0.0 4.5 11.0 (3.2) 0.0 4.6 13.0 (3.7)

Age range (yrs)

	 <1 3 (16.7%) 2 (10.5%) 5 (13.5%)

	 1-5 10 (55.6%) 10 (52.6%) 20 (54.1%)

	 6-12 4 (22.2%) 7 (36.8%) 11 (29.7%)

	 >12* 1 (5.6%) 0 (0%) 1 (2.7%)

Gender

	 Male 12 (66.7%) 6 (31.6%) 18 (48.6%)

	 Female 6 (33.3%) 13 (68.4%) 19 (51.4%)

Race/Ethnicity

	 Asian 1 (5.6%) 1 (5.3%) 2 (5.4%)

	 Black 1 (5.6%) 3 (15.8%) 4 (10.8%)

	 Caucasian 10 ( 55.6%)                                                    11 ( 57.9%) 21 (56.8%)

	 Hispanic 5 ( 27.8%)                          3 ( 15.8%)                          18 ( 21.6%)

	 Other 1( 5.6%)                                                    1 ( 5.3%)  2 (5.4%)

* One 13-year-old subject was enrolled as an exception
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*n refers to the number of DBPCFCs performed on a particular formula; this includes 2 incomplete DBPCFC with the Test formula 
and 2 incomplete DBPCFC with the Control formula that were discontinued early due to dislike of formula or wish to withdraw. 

Visit 1
n (%)

Visit 2
n (%)

Overall
n (%)

95% confidence 
interval lower 

bound

Subject has any allergic reaction?

Test Formula 0.918 (91.8%)

Yes 0 (0.0%) 0 (0.0%) 0 (0.0%)

No 18 (100%) 17 (100%) 35 (100%)

Control formula 0.918 (91.8%)

Yes 0 (0.0%) 0 (0.0%) 0 (0.0%)

No 19 (100%) 16 (100%) 35 (100%)

Table 2
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