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Background

Thanks to its composition, human milk is easy to  
digest and therefore well tolerated. Whenever 
breastfeeding is not an option, the consensus is 
to feed infant formula. The ingredients of infant  
formulae are carefully selected to provide infants 
with all the essential nutrients. In addition to an  
optimal nutrient supply, good tolerability is a key 
requirement for infant formula among parents and 
healthcare professionals.

Functional gastrointestinal disorders (FGIDs), such 
as colic, regurgitation or constipation, frequently  
occur with the use of standard infant formulae. 
Although the symptoms are usually self-limiting 
and subside with age, FGIDs may be distressing for  
families and have a massive impact on sleep  
behaviour, among others.

The current market offers a variety of formulae that 
include ingredients such as pre- and probiotics. It 
is believed that these functional ingredients have 
a beneficial impact on the intestinal microbiota,  
potentially enhancing the tolerability of infant  
formulae.

Objective of the study

The aim of this analysis was to determine the  
tolerability of an infant formula based on exten-
sively hydrolysed whey protein in comparison to an 
infant formula based on intact cow’s milk protein as 
a control formula using validated parameters during 
the first 120 days of life.
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Study design

Design: prospective, multicentre, randomised,  
double-blind, controlled intervention study

Study participants: healthy, full-term infants  
n = 338, of which n = 149 received a formula with 
extensively hydrolysed protein (eHF) and n = 148 a 
formula with intact protein as control (CF); the refer-
ence group comprised of n = 41 breastfed infants (BF)

Tested infant formulae: eHF with galacto-oligo- 
saccharides (GOS) and Limosilactobacillus fermen-
tum CECT5716 (L. fermentum); CF with GOS and  
L. fermentum

Methods: 3-day diary, Amsterdam Infant Stool Scale 
(AISS), Infant Gastrointestinal Symptom Question-
naire (IGSQ)

The IGSQ is a scientifically validated  
survey method for recording various tolerability  
parameters.1

Study structure

Breastfed infants (BF; n = 41)

60 90 120

Days

V = visit V1 V2 V3 V4



Scientif  ic Services A
L4

57
06

 - 
02

.2
02

4 
–

 H
iP

P 
G

m
bH

 &
 C

o.
 V

er
tr

ie
b 

KG
, 8

52
73

 P
fa

ff
en

ho
fe

n

hcp.hipp.com

Conclusion

The two infant formulae HiPP HA COMBIOTIC® (eHF with GOS and L. fermentum) 
and HiPP ORGANIC COMBIOTIC® (CF with GOS and L. fermentum) showed 
good tolerability in this study, similar to that of breastfed infants. In addition, 
the formulae led to a sleeping behaviour that did not differ from that of breastfed 
infants either.

You can find more information about HiPP COMBIOTIC® Infant Formulae 
on our  HiPP HCP website.

The IGSQ score (lower values indicate higher tolera-
bility) decreased with increasing infant age, did not 
differ between formula-fed infants (eHF, CF) and was 
similar to that of breastfed infants  (Fig. 1).

There were no relevant differences regarding stool 
frequency and consistency between the eHF and CF 
groups.

No difference could be observed as regards the sleep-
ing behaviour of the two formula groups throughout 
the entire observation period. This applies both to the 
average sleep duration over 24 hours (Fig. 2) and to 
the average nocturnal sleep duration (Fig. 3).

The sleep behaviour of formula-fed infants was simi-
lar to that of breastfed infants. The average amount 
of sleep per day decreased with increasing infant age, 
whereas the amount of night sleep increased. 

Fig. 1: Comparison of the average IGSQ score of the eHF, CF and BF 
groups during the first four months of life

Fig. 2: Comparison of the average sleep duration over 24 hours of the 
eHF, CF and BF groups during the first four months of life

Fig. 3: Comparison of the average nocturnal sleep duration per day 
of the eHF, CF and BF groups during the first four months of life

In addition, the duration of uninterrupted night sleep 
increased in all participating groups and the time it 
took to fall asleep decreased over the observation  
period.

1 Riley A.W., Trabulsi J., Yao M., Bevans K.B., DeRusso P.A. Validation of a Parent Report Questionnaire: 
The Infant Gastrointestinal Symptom Questionnaire. Clin. Pediatr. 2015;54:1167–1174
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directly to the  
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