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Abstract
In orally fed preterm infants, poor weight gain may be linked to low fecal pancreatic elastase-1 (FPE-1) activity, indicative of
exocrine pancreatic insufficiency. The objective of this study was the retrospective assessment of the effect of exogenous
digestive enzyme replacement by gavage in preterm infants with growth failure and low FPE-1 (<200 pg/g). We analyzed
weight gain relative to baseline and caloric intake during 14-day periods before and after institution of digestive enzyme
replacement containing 6000 U lipase and 240 U protease kg ' d”'. Among 46 of 132 preterm infants < 1250g birth weight
surviving to at least 14 days in whom FPE-1 was determined, 38 infants had low FPE-1 (< 200 pg/g), and 33 infants received
exogenous digestive enzyme replacement. Average daily weight gain significantly increased from 14.4 [range 2.6-22.4] g kg’
d't017.4[8.4-29.0] gkg ' d”' (P=0.001), as did weight gain per kcal, from 0.08 [0.02—0.13] g kcal ' d' t0 0.11 [0.05-0.18]
gkecal ' d .

Conclusion: In preterm infants with signs and symptoms of exocrine pancreatic insufficiency, exogenous digestive enzyme
replacement is associated with improved growth.

What is Known:

* Very preterm infants on full enteral nutrition may display growth failure linked to transient poor exocrine pancreatic function.

* Porcine pancreatic enzymes covered with an acid-resistant coating are too large to pass the internal diameter of most gavage tubes used in very
preterm infants.

What is New:

» Administration of a liquid formulation of acid-resistant microbial digestive enzymes in preterm infants with growth failure and low fecal pancreatic
elastase-1 values was associated with improved weight gain.

* Response to exogenous digestive enzyme replacement was associated with the prior extent of growth failure.
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Introduction

Postnatal growth failure and altered body composition of very
preterm infants are associated with impaired
neurodevelopmental outcome [1, 2]. Hence, current nutrition-
al concepts aim to achieve intrauterine-like growth by com-
mencement of parenteral nutrition on the first day of life and
subsequent aggressive enteral nutrition to provide infants with
adequate protein and energy intake [3]. A considerable pro-
portion of very preterm infants, however, display poor growth
[4], which may prompt the neonatologist to increase enteral
supply. This approach may be limited by feeding intolerance
and the need for fluid restriction in the presence of a patent
ductus arteriosus or respiratory compromise. Moreover, in-
creased supply of nutrients does not necessarily result in
weight gain [5]. Furthermore, there are concerns about
short-term complications, such as lactobezoars (milk
curd syndrome) in the wake of extensive supplementa-
tion of breast milk with protein, calcium, and phospho-
rus [6] which creates an imbalance between enteral food
supply and digestive capacity.

We have shown previously that a considerable proportion
of very preterm infants display a protracted maturation of
exocrine pancreatic function, as measured by fecal pancreatic
elastase-1 (FPE-1) [7]. A retrospective cohort analysis of 26
preterm infants with poor postnatal growth despite aggressive
enteral nutritional support found improved weight gain asso-
ciated with administration of porcine pancreatic enzymes ad-
ministered as acid-resistant microspheres [8]. However, re-
moval of the acid-resistant coating by grounding of the micro-
spheres (to enable their passage through the gavage tube)
leads to inconsistent enzyme activities in the gut. This may
be overcome by administration of a liquid solution containing
digestive enzymes of microbial origin that are intrinsically
acid resistant [9]. In the present study, we explored this ap-
proach in a cohort of very low birth weight infants with poor
exocrine pancreatic function and postnatal growth failure de-
spite high enteral food supply. We hypothesized that exoge-
nous digestive enzyme replacement with this preparation is
able to improve weight gain in very preterm infants with
growth failure and poor exocrine pancreatic function.

Methods
Study design, setting, and patients

This retrospective study included all preterm infants born be-
tween March 01, 2017, and May 31, 2018, who were admitted
to the Department of Neonatology at Charité -
Universititsmedizin Berlin, Germany, with a birth weight be-
low 1250g and a gestational age below 32 weeks, who sur-
vived for more than 14 days, displayed postnatal growth
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failure despite intensified enteral nutritional support and exo-
crine pancreatic insufficiency (FPE-1 level < 200 pg/g), and
were eventually treated with a water-soluble preparation of
microbial digestive enzymes derived from Rhizopus oryzae
and Aspergillus oryzae (Pankreafix, Rainfarn Pharmacy,
Miinchen, Germany). The mixture of these enzymes
(Nortase, Repha GmbH, Langenhagen, Germany) is licensed
in Germany to treat exocrine pancreatic insufficiency without
age restriction.

Nutritional management

Infants were treated according to a standardized feeding pro-
tocol aimed to promote intrauterine-like growth following the
respective fetal growth percentile values [10]. Fluids were
started at 90 mL kg ' d”' and were incrementally increased
to 160-180 mL kg ' d”' during 7-10 days. Parenteral nutri-
tion, including amino acids and lipids, commenced on the first
day of life and was maintained until the level of enteral feed-
ing attained 130-150 mL kg ' d™'. Enteral nutrition was
started on the first day of life by 10 mL kg ' d' and was
increased daily whenever possible. Human milk, preferably
the mother’s own breastmilk, was used. If the mother was
tested positive for antibodies to cytomegalovirus, expressed
breastmilk was pasteurized until the infant attained 32 weeks
postmenstrual age or weight exceeded 1500 g. If no mother’s
own breast milk was available, the infant received human
donor milk after maternal consent. Human donor milk was
always pasteurized. The protein content of human milk was
increased by addition of bovine milk protein-based fortifiers
(Aptamil FMS, Milupa, Friedrichsdorf, Germany, or Nestlé
BEBA FM 85 Frauenmilchsupplement Pulver, Nestlé
Deutschland, Frankfurt, Germany) with or without additional
protein supplement (Aptamil Protein Plus, Milupa) when the
daily volume exceeded 90 mL. The regular target protein in-
take was 4 (—4.5) g kg "d"!, and the target fluid intake on
enteral nutrition was 160 (—180) mL kg ""d ™"

Postnatal growth failure

Anthropometric measurements were carried out regularly and
plotted on the 2013 Fenton growth reference chart [10].
Weight was determined at least every 3 days, whereas length
and head circumference were measured on a weekly basis.
Several percentile curves were highlighted on the growth ref-
erence chart: the 3rd, 10th, 20th, 50th, 80th, 90th, and 97th
percentile. Postnatal failure to thrive was assumed if weight
gain diverged more than one percentile category from the
desired growth curve (corresponding to a loss of more than
0.6 standard deviation scores of weight for 7 days without
improvement) or an average daily weight gain below 1.5%.
For infants showing growth failure, the target energy intake
of 130 keal kg ™' d™! was increased up to 150—165 keal kg™ ' d
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~!. This was achieved by increasing fluid intake on enteral
nutrition up to 200 mL'kg ' d”', supplementation of protein
by bovine milk protein-based fortifiers up to 4.5-5 gkg ' d”’
and/or addition of easily digested medium chain triglycerides
(Ceres-MCT OI®, Kanso, Dr. Schir AG, Burgstall (BZ),
Italy) if tolerated by the neonate.

FPE-1 measurements

FPE-1 concentrations were determined, at the discretion of the
attending physician, at the age of 3—4 weeks if weight gain
remained under the desired growth percentiles despite high
energy intake. FPE-1 levels were measured after dilution
(1:500) with an enzyme-linked immunosorbent assay
(ScheBo; Biotech AG, Gieflen, Germany) that employs two
monoclonal antibodies reactive with chymotrypsin-like elas-
tase 3A and 3B [11], with a detection limit of 1 ng/mL, an
intra-assay variance of 5.8%, and an interassay variance of
7.7%. At a cut-off of <200 pg per gram of stool [12], reported
sensitivities for mild, moderate, and severe pancreatic insuffi-
ciency in adult patients are 63%, 100%, and 100%, with a
specificity of 93% [13]. This cut-off is likewise being used
in newborn infants with cystic fibrosis to diagnose pancreatic
insufficiency and start exogenous digestive enzyme replace-
ment [14, 15].

Exogenous digestive enzyme replacement

Digestive enzymes were prepared by adding 5000 U lipase
from Rhizopus oryzae, 200 U protease and 3600 U amylase
from Aspergillus oryzae [9] dissolved in 2 mL purified water
to the milk feed directly before feeding via gavage. The total
dose given was 6000 U lipase/4320 U amylase/240 U protease
kg ' d7', divided into 8 or 12 doses. In case of persisting
growth failure, doses were adjusted up to 12,000 U lipase/
480 U protease kg ' d'. In the event of suspected side effects
such as diaper dermatitis, the daily dosage was reduced or
stopped. Otherwise, treatment was continued as long as a ga-
vage tube was in place and used for most meals.

Data retrieval

Medical charts of all infants were reviewed at three points of
time: two weeks before starting digestive enzyme replace-
ment, when digestive enzyme replacement commenced, and
14 days following the onset of digestive enzyme replacement.
Data recorded were weight, length, head circumference,
postmenstrual age, type and composition of nutrients (daily
intake of energy, protein, carbohydrates, fat, and total fluids),
and presence of diaper dermatitis.

Statistical analysis

The primary outcome criterion was the development of
growth velocity rates during the 14 days before and 14 days
after onset of digestive enzyme replacement. Growth velocity
(gkg " d") and daily weight gain per unit of energy intake (g
keal ' d") were calculated exponentially according to Patel
et al. [16]. Development of head circumference and length
was analyzed on a weekly basis. Continuous data were pre-
sented as median and range or interquartile range and categor-
ical data as percentage. The differences were compared by the
paired Wilcoxon test. A P value < 0.05 was considered to
indicate statistical significance. All analyses were performed
employing SPSS 25.0 software (SPSS Inc, Chicago, IL).

Results
Patients’ characteristics

Between March 1, 2017, and May 31, 2018, 132 of 156 preterm
infants admitted with a birth weight below 1250g and a gesta-
tional age below 32 weeks survived for more than 14 days, 66
of whom showed growth restriction. In 46 of these infants,
FPE-1 levels were determined at least once (median age at first
measurement 29 days, interquartile range 24-39 days), and 38
had FPE-1 levels < 200 pg/g. Out of these, 33 infants received
exogenous digestive enzyme replacement at the discretion of
the attending physician (Fig. 1).

Clinical characteristics of patients receiving digestive en-
zyme replacement are shown in Table 1. The nutritional con-
stituents are depicted in Table 2. Two weeks before starting
digestive enzyme replacement (7(-14 d), a minor proportion
of patients (30%) had an intravenous line and received some
parenteral nutrition, but all patients were on full enteral feeds
when digestive enzyme replacement was started (7). Nutrient
intakes were increased during the 14 days before starting en-
zyme replacement, whereas during the treatment period (7, —
To+14 d), calculated nutrient intake rather declined (Table 2).

Effects of digestive enzyme replacement on weight
gain and head circumference

Infants receiving digestive enzyme replacement showed a signif-
icant increase of average daily weight gain (g kg ' d " and
weight gain per unit of energy intake (g kcal ' d”') (Table 3).
Average daily weight gain was significantly lower in the pre-
substitutional time period (median [range]) 14.4 [2.6-22.4] g
kg ' d”! than in the substitutional period (17.4 [8.4-29.0] g
kg ' d”' (P=0.001). A similar picture emerged when calculating
weight gain per unit of energy intake (P < 0.001) (Table 3).
Growth rates for head circumference increased significantly (P
= (0.028), while no effect was noted for body length.

@ Springer
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Fig. 1 Flow chart of participants,
with median and range of

Birth weight < 1,250g and gestational age < 32 weeks

gestational age (weeks) and birth
weight (g)

Born alive
27 17 (21 4z — 31 &) weeks
880 (375 -1245) ¢g

n=156

|

Survived > 14 days
27 4l (227 - 31 8/;) weeks
935 (375 -1245) g

=132

|

Growth failure
27 /7 (23 ¢z — 31 4/7) weeks
905 (375 -1235) g

n=66

|

FPE-1 determined
26 3/7 (23 ©/7 — 31 4/7) weeks
813 (375 -1230) g

n=46

|

FPE-1 <200 pgl/g
26 3/7 (23 /7 — 31 4/7) weeks
838 (375 -1230) g

n=38

|

Digestive enzyme replacement
26 4/7 (23 8z — 31 4/7) weeks
814 (375 -1230) g

n=33

Sensitivity analyses demonstrated that average daily
weight gain per unit of energy intake increased significantly
in all infants with poor growth, regardless of whether they
received prolonged parenteral nutrition (P = 0.005) or not (P
= 0.031), but the positive effect was more pronounced in in-
fants who had been on supplemental intravenous nutrition 14
d before institution of exogenous digestive enzyme replace-
ment (Table 3). At birth, these infants did not differ from
infants fed exclusively enterally 14 days before starting exog-
enous digestive enzymes (similar birth weight, gestational
age, and birth weight percentile) but had significantly lower
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weight percentiles at commencement of digestive enzyme re-
placement (6 [<1-23] vs 18 [1-32]). Average daily weight
gain increased significantly in infants with poor growth (av-
erage daily weight gain less than 15 g kg™ d™") (P < 0.001),
while there was no overall statistically significant increase in
infants with an average daily weight gain exceeding 15 gkg '
d™" during the last 14 days before institution of exogenous
digestive enzyme replacement. An increase in weight gain in
response to digestive enzyme replacement was both noted in
infants with very low FPE-1 (< 100 pg/g) and in infants with
low FPE-1 (100-199 pg/g).
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Table 1 Clinical characteristics
of patients receiving exogenous Number of patients 33 (100%)
digestive enzyme replacement Female/male 21 (64 %)
Birth weight (g) 855 (375-1230)
Small for gestational age (< 10th percentile) 721 %)

Gestational age (weeks)

CRIB (clinical risk index for babies)

Supplemental oxygen requirement at 36-week postmenstrual age
Patent ductus arteriosus treated with ibuprofen

Retinopathy of prematurity treated with bevacizumab
Intraventricular hemorrhage

Antibiotics (any time fy — 14 d until 7, +14 d)

Fecal pancreatic elastase-1 (pg/g)

Duration of exogenous digestive enzyme replacement (days)

26 %, (23 %-31 %)
6 (1-13)

4 (12 %)

721 %)

2(6 %)

4 (12%)

12 (36 %)

88 (31-187)

27 (5-60)

Data are presented as numbers (percentage) of subjects or median (range)

FPE-1 was determined for a second time in 21 infants after
a median interval of 22 days (interquartile range 1627 days).
FPE-1 increased in 19 of these infants (90%), with 5 infants
(24%) displaying second FPE-1 levels exceeding 200 pg/g.

Adverse events

All patients were monitored for signs of mucous mem-
brane damage. Minor diaper dermatitis was present be-
fore initiation of digestive enzyme replacement in 3
(8.5%) infants and in 8 (23%) infants after 14 days of
treatment (P > 0.1). The dosage was reduced in one
patient after 8 days upon discretion of the attending
physician because of diarrhea. Enzyme replacement
was electively discontinued when infants no longer re-
quired a gavage tube in all but one patient who had
digestive enzyme replacement withdrawn after 55 days
for suspected gastroesophageal reflux and esophagitis.

Discussion

In this cohort of preterm infants < 1250 g birth weight with
growth failure and poor exocrine pancreatic function, weight
gain and growth of head circumference were significantly
improved during the 2 weeks following administration of di-
gestive enzymes available for treatment of patients including
infants with exocrine pancreatic insufficiency. Possibly relat-
ed adverse effects were minor and reversible upon discontin-
uation of the digestive enzymes.

Microbial digestive enzyme replacement was initiated in a
small cohort of preterm infants displaying signs and symp-
toms of transient poor pancreatic function. The decision to
use a liquid formulation containing enzymes of microbial or-
igin was made due to the lack of beneficial effects of porcine
pancreatic enzyme replacement we observed when using
ground microspheres of a commercially available product
[7]. Grinding of the microspheres facilitates their passage
through the gavage tube but may destroy their acid-resistant

Table 2 Details of weight and

nutritional intake 14 days before To-14d Ty To+14d
initiation of digestive enzyme

replacement (Ty— 14 d), when Number Ofpatients 33 (100 %) 33 (100 %) 33 (100 %)
digestive enzyme replacement Actual weight (g) 1020 (670-2335) 1220 (815-2420) 1550 (1100-2720)
was started (7p), and 14 days after Nutrition®

initiation of digestive enzyme

I
replacement (7 + 14 d) Carbohydrates (gkg " d )

Protein (g kg ' d™")

Lipids (gkg ' d™")

Fluids (mL kg ' d™")

No intravenous line

Caloric intake (kcal kg_1 dh

14.4 (10.5-19)
442.5-5.1)
73 (4.8-11.4)
176 (154-273)
23 (70 %)

140 (108-179)

16.1 (12.7-19.9)
45(3.8-5.2)
9.6 (6.9-17.8)
187 (161-216)
33 (100 %)

161 (138-190)

15.5 (11.7-18.1)
4.3 (3.0-5.6)
8.9 (6.8-12.6)
187 (159-220)
3297 %)

153 (130-197)

Data are presented as numbers (percentage) of subjects or median (range) of continuous variables
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Table 3 Effects of digestive
enzyme replacement

Before During P value
digestive enzyme replacement
Average daily weight gain (gkg "d ")
All patients (n=33) 13.8 (2.6-22.4) 17.4 (8.4-29.0) 0.001
14 d before start of digestive enzyme replacement:
Patients with intravenous line (n=10) 12.3 (6.3-18.2) 18.4 (15.2-23.5) 0.005
Patients on full enteral feeds (n=23) 144 (2.6-22.4) 17.0 (8.4-29.0) 0.073
Patients with very low (<100 pg/g) FPE-1 (n=17) 14.4 (6.2-21.6) 16.1 (11.7-29.0) 0.025
Patients with low (100-199 ng/g) FPE-1 (n=16) 14.2 (2.6-22.4) 17.7 (8.4-24.8) 0.017
Average daily weight gain per unit of energy intake (gkcal ""d™")
All patients (n=33) 0.08 (0.02-0.13) 0.10 (0.05-0.18) <0.001
14 d before start of digestive enzyme replacement:
Patients with intravenous line (n=10) 0.07 (0.04-0.10) 0.11 (0.09-0.15) 0.005
Patients on full enteral feeds (n=23) 0.09 (0.02-0.13) 0.11 (0.05-0.13) 0.031
Patients with very low (<100 pg/g) FPE-1 (n=17) 0.09 (0.03-0.12) 0.10 (0.06-0.18) 0.013
Patients with low (100-199 ng/g) FPE-1 (n=16) 0.08 (0.02-0.13) 0.11 (0.05-0.17) 0.013
Head circumference (cmweek ') 0.74 (—0.25-1.45) 0.95 (0.5-1.75) 0.028
Body length (cmweek ) 1.2 (0-3) 1.3 (0.3-3.75) 0.896

coating. The enzymes are therefore exposed to the acidic mi-
lieu of the stomach which promotes their inactivation. A rel-
evant increase in weight gain of preterm infants has been
reported during the initial 7 days following the initiation of
the same exogenous pancreatic enzymes but without grinding
the microspheres [8]. In our experience, this approach is lim-
ited by the narrow internal diameter of gastric tubes used in
very preterm infants (1.2 mm, whereas the smallest diameter
of the microspheres is 1.25 mm) and the inability of the pre-
term infants to swallow the microspheres. The preparation of
microbial digestive enzymes consists of a water-soluble pow-
der which is dissolved directly before administration, yielding
a liquid that can pass easily through the gastric tube.
The enzymes are licensed to treat patients with exocrine
pancreatic insufficiency without age restriction and com-
monly used in newborn infants with cystic fibrosis de-
tected by neonatal screening.

Another benefit might be that the acid-resistant microbial
digestive enzymes used in this study, as opposed to porcine
pancreatic enzymes, have a broader pH activity spectrum (pH
3-9) than porcine pancreatic enzymes (pH 5-7). The gastric
content of preterm neonates becomes acidic on the first day of
life, and a pH of 4-5 is maintained throughout the first month
of life [17]. Moreover, enzymes of microbial origin, as op-
posed to those originating from slaughtered pigs, are likely
more acceptable to vegans, Muslims, and observant Jews.

Skin or mucosal lesions may be unintended side ef-
fects of proteases given orally. We limited administra-
tion of the microbial digestive enzymes to infants with
gavage tubes, and exogenous enzyme replacement was
stopped prior to discharge in all cases. Given the short
treatment period and the small number of infants, detec-
tion of rare side effects would have been impossible
within the framework of this pilot study.
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In the cohort studied here, the daily weight gain of
some infants who originally met criteria for growth fail-
ure approached the desired target range before starting
exogenous digestive enzyme replacement, possibly
reflecting the maturation of exocrine pancreatic function
[7]. These infants did not show consistent weight gain
following exogenous digestive enzyme replacement.
Similar to observations in a previous report using por-
cine pancreatic enzymes [8], poor growth rather than the
extent of exocrine pancreatic insufficiency, as quantitat-
ed by FPE-1 levels in a spot stool sample, predicted
response to exogenous digestive enzyme replacement.
Of note, no statistically significant in growth velocity
has been observed in a randomized controlled trial
assigning unselected preterm infants (both with and
without growth failure) to recombinant bile-salt-
stimulated lipase [18].

The study presented here has several limitations.
Notably, this was not a case-control study or a random-
ized controlled trial, and all data were collected in ret-
rospect. It is not possible to draw a definite conclusion
due to confounding factors including increasing gesta-
tional age. The sample size was limited as only a minor
proportion of infants had both growth failure and labo-
ratory signs of exocrine pancreatic insufficiency.
Cessation of enzyme replacement mostly occurred at a
time when infants became predominantly breastfed and
often were discharged soon afterwards, precluding an
assessment of how cessation of enzyme replacement af-
fected growth patterns. Exogenous enzyme replacement
was not assessed in infants with poor growth but FPE-1
levels >200 pg/g as these infants did not meet diagnos-
tic criteria of exocrine pancreatic insufficiency. While
the results must be considered preliminary, they may
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inform further research and provide data to estimate the
sample size of a future randomized placebo-controlled
prospective trial.

Conclusion

Exogenous digestive enzyme replacement was associated
with increased weight gain and head circumference growth
in this cohort of preterm infants with signs and symptoms of
exocrine pancreatic insufficiency. The effects were both sta-
tistically significant and clinically important for the infants
concerned and warrant further investigations.

Abbreviations FPE-1, Fecal pancreatic elastase-1; U, Unit

Supplementary Information The online version contains supplementary
material available at https://doi.org/10.1007/s00431-021-04069-0.

Acknowledgements We would like to thank Boris Metze for statistical
advice and help with graphics.

Availability of data and materials Strictly de-identified individual par-
ticipant data that underlie the results reported may be supplied to inves-
tigators whose proposed use of the data has been approved by an inde-
pendent review committee and the data protection officer of the Charité -
Universititsmedizin Berlin.

Code availability N/A.

Authors’ contributions ACL and CB designed the study, AM and ACL
retrieved data from charts and drafted the initial manuscript. AM, CB, and
ACL reviewed, revised, and approved the manuscript as submitted.

Funding Open Access funding enabled and organized by Projekt DEAL.

Declarations

Ethics approval The present study was approved by the local institu-
tional review board (Ethikkommission der Charité, approval no. EA2/
007/19). Need for informed consent was waived for this retrospective
chart analysis.

Consent to participate N/A.
Consent for publication N/A.

Competing interests The authors declare no competing interests.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing, adap-
tation, distribution and reproduction in any medium or format, as long as
you give appropriate credit to the original author(s) and the source, pro-
vide a link to the Creative Commons licence, and indicate if changes were
made. The images or other third party material in this article are included
in the article's Creative Commons licence, unless indicated otherwise in a
credit line to the material. If material is not included in the article's
Creative Commons licence and your intended use is not permitted by

statutory regulation or exceeds the permitted use, you will need to obtain
permission directly from the copyright holder. To view a copy of this
licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Pfister KM, Zhang L, Miller NC, Ingolfsland EC, Demerath EW,
Ramel SE (2018) Early body composition changes are associated
with neurodevelopmental and metabolic outcomes at 4 years of age
in very preterm infants. Pediatr Res 84:713-718

2. Sammallahti S, Kajantie E, Matinolli HM, Pyhild R, Lahti J,
Heinonen K, Lahti M, Pesonen AK, Eriksson JG, Hovi P,
Jarvenpad AL, Andersson S, Raikkonen K (2017) Nutrition after
preterm birth and adult neurocognitive outcomes. PLoS One 12:
¢0185632

3. Menon G, Davidson AL, Drake AJ, Embleton ND (2019) Is pre-
term nutrition a trade-off between head and heart? Arch Dis Child
Fetal Neonatal Ed 104:F232-F234

4. Horbar JD, Ehrenkranz RA, Badger GJ, Edwards EM, Morrow
KA, Soll RF, Buzas JS, Bertino E, Gagliardi L, Bellu R (2015)
Weight growth velocity and postnatal growth failure in infants
501 to 1500 grams: 2000-2013. Pediatrics 136:e84—e92

5. Maas C, Mathes M, Bleeker C, Vek J, Bernhard W, Peter A, Poets
CF, Franz AR (2017) Effect of increased enteral protein intake on
growth in human milk-fed preterm infants. a randomized clinical
trial. JAMA Pediatr 171:16-22

6. Longardt AC, Loui A, Bithrer C, Berns M (2019) Milk curd ob-
struction in human milk-fed preterm infants. Neonatology 115:
211216

7. Miinch A, Garten L, Biihrer C (2013) Protracted maturation of
pancreatic-specific elastase 1 excretion in preterm infants of ex-
tremely low gestational age. J Pediatr Gastroenterol Nutr 56:532—
536

8. Ziegler JO, Maas C, Bernhard W, Arand J, Poets CF, Franz AR
(2018) Retrospective cohort analysis on pancreatic enzyme substi-
tution in very low birthweight infants with postnatal growth failure.
Arch Dis Child Fetal Neonatal Ed 103:F485-F489

9. Schneider MU, Knoll-Ruzicka ML, Domschke S, Heptner G,
Domschke W (1985) Pancreatic enzyme replacement therapy:
comparative effects of conventional and enteric-coated
microspheric pancreatin and acid-stable fungal enzyme prepara-
tions on steatorrhoea in chronic pancreatitis.
Hepatogastroenterology. 32:97-102

10. Fenton TR, Kim JH (2013) A systematic review and meta-analysis
to revise the Fenton growth chart for preterm infants. BMC Pediatr
13:59

11. Toth AZ, Szabd A, Hegyi E, Hegyi P, Sahin-T6th M (2017)
Detection of human elastase isoforms by the ScheBo Pancreatic
Elastase 1 Test. Am J Physiol Gastrointest Liver Physiol. 312:
G606-G614

12.  Dominguez-Munoz JE, Hardt DP, Lerch MM, Léhr MJ (2017)
Potential for screening for pancreatic exocrine insufficiency using
the fecal elastase-1 test. Dig Dis Sci 62:1119-1130

13.  Loser C, Mollgaard A, Folsch UR (1996) Faecal elastase 1: a novel,
highly sensitive, and specific tubeless pancreatic function test. Gut
39(4):580-586

14. Gelfond D, Heltshe SL, Skalland M, Heubi JE, Kloster M, Leung
DH, Ramsey BW, Borowitz D, BONUS Study Investigators (2018)
Pancreatic enzyme replacement therapy use in infants with cystic
fibrosis diagnosed by newborn screening. J Pediatr Gastroenterol
Nutr 66:657-663

15.  Munck A, Boulkedid R, Weiss L, Foucaud P, Wizla-Derambure N,
Reix P, Bremont F, Derelle J, Schroedt J, Alberti C,
Gastroenterology and Nutrition Société Francaise de la

@ Springer


https://doi.org/10.1007/s00431-021-04069-0
http://creativecommons.org/licenses/by/4.0/

2958

Eur J Pediatr (2021) 180:2951-2958

16.

Mucoviscidose (SFM) Working Group and the ALIMUDE Study
Group (2018) Nutritional status in the first 2 years of life in cystic
fibrosis diagnosed by newborn screening. J Pediatr Gastroenterol
Nutr. 67:123-130

Patel AL, Engstrom JL, Meier PP, Jegier BJ, Kimura RE (2009)
Calculating postnatal growth velocity in very low birth weight pre-
mature infants. J Perinatol 29:618-622

Palla MR, Shashidhar H, Crawford TN, Desai N (2018)
Progression of gastric acid production in preterm neonates: utiliza-
tion of in-vitro method. Front Pediatr 6:211

@ Springer

18.

Casper C, Hascoet JM, Ertl T, Gadzinowski JS, Carnielli V, Rigo J,
Lapillonne A, Couce ML, Vagerd M, Palmgren I, Timdahl K,
Hernell O (2016) Recombinant bile salt-stimulated lipase in preterm
infant feeding: a randomized phase 3 study. PLoS One 11:
e0156071

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.



	Digestive...
	Abstract
	Introduction
	Methods
	Study design, setting, and patients
	Nutritional management
	Postnatal growth failure
	FPE-1 measurements
	Exogenous digestive enzyme replacement
	Data retrieval
	Statistical analysis

	Results
	Patients’ characteristics
	Effects of digestive enzyme replacement on weight gain and head circumference
	Adverse events

	Discussion
	Conclusion
	References


