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The importance of early life events in the development of metabolic diseases is well recognized. Early post-
natal environment, including nutrition, is key to future health, and this is particularly true for preterm infants.
It is important that these infants receive sufficient nutrients to prevent growth restriction and promote neu-
rodevelopment, while minimizing predisposition to metabolic diseases later in life. Feeding habits are the
fundamental elements of nutrition and are influenced by many factors, including personal and familial habits,
socioeconomic status, and cultural environment. In the last decades, there has been an important scientific
interest toward the comprehension of the molecular and neural mechanisms regulating appetite. In these
networks, act many peptide hormones produced in brain or gut, among which ghrelin is important because
of its action in the short-term regulation of food intake and the long-term regulation of body weight. Ghrelin
stimulates appetite and plays a role in regulating feeding behaviour. Ghrelin levels vary from fetal life
through to early adulthood, with the highest levels observed in the very early years. Cord ghrelin levels
have been evaluated in term and preterm newborns and high ghrelin levels have been observed in small-
for-gestational age newborns and in newborns with intrauterine growth restriction. Moreover, ghrelin has
been detected in term and preterm human breast milk, suggesting that it may play a role in the development
of neuroendocrine pathways regulating appetite and energy homeostasis in early life. However, more re-
search is required to better define ghrelin's role in breast milk and on feeding behaviour.

© 2011 Elsevier Ltd. All rights reserved.
1. Introduction

Feeding behaviour is a complex interaction of physiological, psy-
chological, social, and genetic factors that influence meal quantity,
frequency and timing, and food choices. Studying the biological
mechanisms guiding feeding behaviour is important for understand-
ing the pathophysiology of obesity, as food intake is a significant fac-
tor impacting the development and treatment of this disorder and its
associated comorbidities [1].

Feeding habits are the fundamental elements of nutrition, and are
influenced by many factors, including personal and familial habits, so-
cioeconomic status, and cultural environment. Feeding is a primary
event in the life of an infant, and early feeding experiences affect
both health and psychological well-being, setting the stage for
healthy feeding-associated behaviours in childhood and adulthood.

Proper nutrition in early infancy is essential for normal growth
and may have a substantial impact on long-term health and optimal
neurological and cognitive development [2]. Also the length of
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gestation and birth weight are strong predictors of an infant's future
health and survival. In the last 20 years, significant progress has
been made in the quality of care provided to preterm infants, with
particular attention being paid to their nutrition in order to achieve
proper growth [3].

Growth in infancy is related to nutritional intake and therefore po-
tentially to the circulating levels of hormones such as ghrelin, insulin,
and leptin. In particular, ghrelin, a hormone primarily produced by
the stomach and pancreas, is involved in the neuroregulation of appe-
tite and feeding behaviour, promoting meal intake and hunger, and
contributing to obesity risk by increasing caloric intake. The study of
this hormone and its genetic variants can provide new insights into
the understanding of the mechanisms of eating behaviour [4].

Behavioural research in infant feeding has focused on breastfeed-
ing showing that it has beneficial effects on infant-feeding style, im-
proving infant's ability to self-regulate appropriate food intake and
contributing to healthier eating patterns [5]. The recent identification
in breast milk (BM) of adipokines and other hormones, such as ghre-
lin, involved in energy-balance regulation suggests that BM may
modulate neuroendocrine pathways involved in the regulation of ap-
petite and feeding behaviour [6,7]. Diet-related differences during in-
fancy in serum levels of factors involved in energy metabolism might
explain anthropometric differences and differences in dietary habits
between breast-fed (BF) and formula-fed (FF) infants also later in
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life, and may thus have long-term health consequences, in particular
on the development of obesity [8].

2. Importance of feeding in the first periods of life: the preterm
infant

The first years of life are particularly important because a child's
feeding abilities and needs change with motor, cognitive, and social
development. In the first 3 months of life, the infant integrates expe-
riences of hunger and satiety to develop regular feeding patterns. Af-
terwards, the infant forms an attachment with the primary caregiver
and parents' behaviours influence the infant's feeding experience.
From the sixth month of life, the infant gradually discovers a sense
of autonomy, using motor and language skills to control the environ-
ment and establish self-regulation feeding [9]. These stages in the de-
velopment of feeding behaviour are fundamental for infant growth.

Achieving appropriate growth and nutrient accretion is particular-
ly important and often difficult for preterm infants, because of their
special needs, as a result of metabolic and gastrointestinal immaturi-
ty, compromised immune function, and other complicating medical
conditions. For preterm infants, these problems include immaturity
of bowel function, inability to suck and swallow, high risk of necrotiz-
ing enterocolitis, illnesses that may interfere with adequate enteral
feeding, and medical interventions that preclude feeding. In fact, pre-
term neonates are subject to physiological and metabolic stress that
can affect their nutritional needs, such as respiratory distress or infec-
tions. Moreover preterm infants, especially those who have been
growth restricted in utero, have fewer nutrient reserves at birth
than term infants. Thus, multiple problems regarding premature in-
fants may affect nutritional issues.

Particularly, preterm birth interrupts gut maturation and the devel-
opment of gastrointestinal (GI) functions and feeding abilities. In fetal
life, gut has formed by 10 weeks of gestation. By 16 weeks, the fetus
can swallow amniotic fluid: it contains carbohydrates, protein, fat, elec-
trolytes, immunoglobulins, and growth factors, and plays an important
role in the development of GI functions. GI motor activity is present be-
fore 24weeks, but organized peristalsis is not established until 29 or 30
weeks, and coordinated sucking and swallowing develops at 32–34
weeks [10]. Preterm birth interrupts all of these processes.

In the last 20 years, significant progress has been made in the
quality of care provided to preterm infants. During this period, studies
on neonatal nutrition have produced important results looking for the
optimal feeding policy to achieve proper growth in these infants.
However, a disparity in nutritional practice and feeding strategies in
neonatal units has been noticed. Indeed, most investigations of nutri-
ent metabolism over the past two decades have reached conflicting
conclusions. Most of the research showed analysis of observational
data and was conducted on heterogeneous populations with conse-
quent limitations.

The goal of nutrition in preterm infants is to attempt to optimize
growth and neurodevelopmental outcomes, avoiding short-term
and long-term adverse outcomes. There is increasing evidence that
the nutrition of the appropriate-for-gestational age (AGA) versus in-
trauterine growth-restricted infants may need to be different, given
the differences in growth in intrauterine life and in metabolic homeo-
stasis. The identification of infants that have suffered growth failure
in utero has become of primary importance. A single marker for al-
tered metabolism in infants with intrauterine growth restriction
(IUGR) has not yet been detected. Recent studies have focused on in-
dices of fetal blood sampling (e.g. acidosis), abnormal fetal blood flow
indices, cortisol and leptin levels in cord or neonatal blood, and mod-
ified insulin sensitivity testing [11-13].

The American Academy of Pediatrics has proposed some specific
nutrient requirements for preterm infants distinct from those for
term infants. Nutrient amounts recommended for preterm infants
must be sufficient to allow growth similar to that achieved by term
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infants of comparable postconceptional age. Many preterm infants
are also born small-for-gestational age (SGA), so there is an additional
need for enough catch-up growth to bring them to the size of a nor-
mal fetus of comparable gestational age. Nevertheless, the question
emerges of whether a growth rate of 15 g/(kg · d), which has been
used as a minimum growth standard, is adequate. Neonatal undernu-
trition is a risk to physical and mental development. On the other
hand, overfeeding could also be harmful.

Furthermore, an important nutritional issue is the need to deter-
mine how the composition of formula affects the composition of
weight gained, particularly whether there is an optimum energy-to-
protein ratio above which an increase in energy intake would result
in mainly fat storage.

On the basis of studies of the effects of diet on composition of
weight gain, the European Society for Paediatric Gastroenterology
and Nutrition recommended that the protein-to-energy ratio for pre-
term infant formula should be 3.2 to 4.1 g/100 kcal [14]. The goal in
estimating the protein nutritional needs of the preterm infant is to
provide the quantity and quality of protein needed to achieve fetal
rates of tissue growth and to avoid accumulation of potentially harm-
ful protein metabolic products [15].

Besides gestational age, birth weight is also an important biological
condition that may influence infant neurodevelopment. A recent
study has shown that among preterm infants, low-birth-weight infants
who are extremely pretermmay be themost at risk for nutritive feeding
maturation problems compared with less preterm infants [16]. On the
one hand, vigorous feeding in low-birth-weight infants in order to ac-
celerate growth and improve nutritional status could help reduce infant
morbidity andmortality. However, recent studies suggest that catch-up
growth and rapid postnatal weight gain may be associated with the de-
velopment of chronic adult diseases, such as obesity, cardiovascular dis-
ease, and type 2 diabetes [17]. Strategies to modify accelerated growth
will need to evaluate the benefits of improved nutritional status and the
potential costs of future chronic disease [18].

3. Ghrelin

Ghrelin is a 28-amino-acid peptide hormone first described in
1999 as the endogenous ligand for the growth hormone secretagogue
receptor (GHS-R). Ghrelin is predominantly produced in the oxyntic
mucosa of the stomach by enteroendocrine X/A-like cells, and lower
amounts are derived from the bowel, pancreas, kidneys, immune sys-
tem, placenta, testes, pituitary, lung, and hypothalamus [19]. In mam-
mals, ghrelin is derived from a 117-amino-acid polypeptide termed
pro-ghrelin, following cleavage after the 28th amino acid residue by
prohormone convertase 1 [20]. It circulates in the bloodstream,
bound to lipoproteins [21]. A portion of ghrelin has a fatty acid mod-
ification, an n-octanoylation, attached to the serine at position 3. This
form, known as acylated or active ghrelin, accounts for only 5–10% of
the total circulating ghrelin, and is thought to be essential for binding
to the GHS-R-1a. More than 90% of ghrelin immunoreactivity in
human plasma consists of the unacylated portion, also called des-
acyl-ghrelin, which results from ghrelin deacylation by butyrylcholi-
nesterase and platelet-activating factor acetylhydrolase [22].

Besides the stimulation of growth hormone (GH) release from the
pituitary [23], ghrelin has a broad spectrum of biological functions
which includes stimulation of appetite and a positive energy balance,
control of gastrointestinal motility and gastric acid secretion, modula-
tion of endocrine and exocrine pancreatic secretions, cell prolifera-
tion, glucose and lipid metabolism, and action in cardiovascular and
immunological processes [24].

3.1. Ghrelin's role in energy homeostasis

The regulation of appetite and food intake represents one of themost
important ghrelin actions. Ghrelin administration increases appetite and
aviour in preterm infants, Early Hum Dev (2012), doi:10.1016/
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stimulates food intake both in animals andhumans [25]. The secretion of
ghrelin into circulation increases prior to feeding, and decreases post-
prandially, suggesting a role of ghrelin in meal initiation [26].

Ghrelin stimulates appetite by acting on the hypothalamic arcuate
nucleus, a region known to control food intake (Fig. 1). Ghrelin-
induced feeding results from the activation of the orexigenic neu-
rones expressing neuropeptide Y (NPY) and agouti-related protein
(AgRP) in the hypothalamic arcuate nucleus [27]. Ghrelin also inhibits
anorexigenic neurones expressing pro-opiomelanocortin, preventing
the release of α-melanocyte-stimulating hormone and activates neu-
rones expressing orexin in the lateral hypothalamic area [28].

In NPY/AgRP cells in the hypothalamic arcuate nucleus, ghrelin
stimulates adenosine monophosphate-activated protein kinase
(AMPK) and regulates fatty acid metabolism. In fact, through its bind-
ing to the GHS-R, ghrelin increases intracellular calcium, which in-
duces the phosphorylation of AMPK. Phosphorylated AMPK, through
the phosphorylation of the acetyl-coenzyme A carboxylase, inhibits
the formation of malonyl-coenzyme A and consequently activates
carnitine palmitoyltransferase-1. Mitochondrial β-oxidation is in-
creased, reactive oxygen species (ROS) are generated and uncoupling
protein-2 is stimulated, which promotes ROS scavenging and stimu-
lates NPY/AgRP transcription [29].

In addition to playing a role in the control of food intake by orexigenic
and anorexigenic pathways, ghrelin may stimulate appetite through the
vagus nerve by mediating the signal from the gut to the brain [29].

Recent studies have suggested that, besides stimulating appetite
by hypothalamic circuits, ghrelin is involved in the regulation of feed-
ing behaviour, acting on two dopaminergic regions of the mesolimbic
system, the striatum and ventral tegmental area (VTA). Administra-
tion of ghrelin into the VTA increases food intake and stimulates do-
pamine release from the VTA [30]. Ghrelin also stimulates brain
activity in the amygdala, orbitofrontal cortex, anterior insula, and stri-
atum, which are involved in the control of appetitive behaviour [31].
Fig. 1. Hormones that control eating: ghrelin stimulates appetite by activating the NPY/AgR
neuropeptide Y; AgRP, agouti-related protein.
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The role of ghrelin in energy-balance regulation consists not only
in the short-term orexigenic action, but also in the long-term regula-
tion of body weight [32]. Ghrelin induces body weight gain and adi-
posity by stimulating food intake, with a preference for fat
ingestion, promoting fat storage, reducing energy expenditure and
fat utilization, and increasing carbohydrate utilization [33]. Plasma
ghrelin levels are negatively correlated with body mass index. Indeed,
patients with obesity and anorexia have, respectively, lower and higher
plasma ghrelin levels than healthy subjects with normal body weight
[34]. Ghrelin level variates in a compensatory manner to body-weight
variations: ghrelin secretion is increased in response to weight loss in-
duced by food restriction and long-term exercise, while it decreases
under positive energy-balance conditions, such asweight gain resulting
from overfeeding, pregnancy, and high-fat diet [35].

Ghrelin has been also reported to play a role in glucose homeosta-
sis. In humans, peripheral injection of ghrelin is followed by an in-
crease in glycaemia, that is then followed by a transient decrease in
circulating insulin levels, probably through a direct GH-independent
glycogenolytic effect [36]. Also, ghrelin secretion seems to be sup-
pressed, at least in part, by increased plasma glucose level as well as
by insulin [37].
3.2. Ghrelin in fetus, term and preterm neonates

Ghrelin levels vary from fetal life through to early adulthood rang-
ing from 200 to 800 pg/ml, with the highest levels observed in the
first years of life [38]. Ghrelin has been detected in human cord
blood as early as 22 weeks of gestation, suggesting a possible role of
ghrelin during intrauterine life [39]. The source of ghrelin in fetal
life is not well defined as it seems to be produced by fetal tissues
[40], even though it may also originate from the maternal compart-
ment or may be secreted by the placenta [41]. Immunoreactive
P-expressing neurones. [Modified by Schwartz MW and Morton GJ. Nature 2002.]NPY,
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ghrelin cells have been observed in fetal stomach, duodenum, pancre-
as, and lung from the 10th week of gestation [42].

Some studies have shown that circulating ghrelin levels remain rela-
tively constant throughout the gestation andat birth,with no differences
in cord ghrelin levels between term and preterm newborns [43,44].
However, another study reported that cord ghrelin levels are higher in
term than in preterm neonates (median [25th–75th percentile] 399.0
[229.0–438.0] pg/ml versus 208.0 [144.5–278.9] pg/ml, respectively)
[45]. The same discrepancy regards the correlation between ghrelin
levels and neonatal anthropometric parameters, as in term infants, plas-
ma ghrelin was inversely associated with birth weight and length [46],
while another study reported that ghrelin levels did not correlate signif-
icantly with anthropometric parameters in newborns [47].

Moreover, it is not well defined how ghrelin acts in energy ho-
meostasis and metabolism during fetal and neonatal life. In a study
conducted on premature infants with a gestational age ranging from
25 to 35 weeks, cord blood acylated and total ghrelin did not correlate
with GH concentration, suggesting that ghrelin probably is not re-
sponsible for the high GH concentrations observed during gestation
[48]. In the same study, cord blood ghrelin correlated positively
with maternal ghrelin and negatively with neonatal glucose levels.
Total ghrelin concentration in cord blood of SGA infants was signifi-
cantly higher than in AGA infants [49]. Higher cord blood ghrelin
levels have been also detected in preterm SGA newborns than in
AGA ones [39] and in newborns with IUGR [50]. It has been suggested
that, in these infants, higher ghrelin levels could play a role in fetal
adaptation to intrauterine malnutrition, stimulate appetite, and result
in higher nutritional intake by the neonate, contributing to catch-up
growth [51]. The same observation emerges from another study in
which it has been reported that, in the first days of life, ghrelin secre-
tion is refractory to the effect of feeding, and increased ghrelin levels
may act as an anabolic drive to promote food intake [52]. Moreover,
low cord ghrelin concentrations have been associated with slow
weight gain in the first 3 months of life [53], supporting that this hor-
mone may regulate feeding behaviour in early life and promote
growth. In a study evaluating serum ghrelin levels of preterm infants
in the early neonatal period, it has been observed that hormone levels
are influenced by the beginning of the enteral feeding, supporting the
hypothesis that the functional profile of the ghrelin system in early
life is orientated to anabolic purposes [54] .

Higher ghrelin levels during the neonatal period could also influ-
ence hormone levels later in life. In fact, it has been observed that in-
creased ghrelin levels in preterm born children in the early neonatal
period are sustained up to prepubertal ages.

Two possible explanations may be proposed to explain the reason
why ghrelin is significantly higher in preterm than in full-term neo-
nates: the first one is that its synthesis or secretion could be increased;
and the second one is a possible reduction in the ghrelin clearance rate.
Evidence exists that the kidney is the primary site of ghrelin clearance,
while the liver plays aminor part. It is possible that the elevated ghrelin
level in the peripheral blood of preterm infants may result from the de-
crease in the clearance rate because the two main clearance sites of
ghrelin are not fully mature in preterm infants.

3.3. Ghrelin in infants

Studies on serum ghrelin levels in infants are scanty. Ghrelin levels
increase after birth, peaking during the first 2 years of life [38]. We
have conducted a study on infants in the first 4 months of life, showing
that the kind of early feeding could influence ghrelin levels: in fact, FF
infants seem to have higher serum ghrelin levels compared with BF in-
fants [55]. In a cohort of infants aged up to 18 months, serum ghrelin
correlated positively with fasting time and a negative influence of insu-
lin on ghrelin levels was observed [56]. A positive correlation between
circulating ghrelin levels and fasting time was also observed in exclu-
sively FF infants in the first 6 months of life, suggesting that ghrelin
Please cite this article as: Savino F, et al, Ghrelin and feeding beh
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could be involved in appetite regulation from the first months of life
[57]. The negative relationship described between total ghrelin levels
and weight gain during the first year of life may also indicate that ghre-
lin reflects changes in weight beyond the neonatal period [58].

A different feeding behaviour has been described in BF and FF in-
fants [59], and this could be related to differences in ghrelin levels be-
tween the two groups of infants. Recently, it has been observed that
the proportion of infants completely emptying their bottle or cup of
milk during the second half-year of infancy differs according to feed-
ing mode during the first months of life, with the highest percentage
observed in infants only bottle fed (68% versus 27% of infants only fed
at the breast and 54% of infants fed both at the breast and by bottle)
[60]. Considering that ghrelin plays an important role in food intake
regulation, different hormone levels in early life could influence feed-
ing behaviour both in the short- and long-term.

3.4. Ghrelin in breast milk

Ghrelin has been detected in both term and preterm human BM
with similar concentrations and higher than those typically found in
plasma; moreover it has been observed that its levels are higher in
whole milk than in skimmed milk [61]. Ghrelin concentration has
been evaluated in colostrum (70.3±18 pg/ml), transitional milk
(83.8±18 pg/ml) and mature milk (97.3±13 pg/ml), showing
lower levels than those typically found in plasma [62]. Also, acylated
ghrelin has been reported in BM, showing that its concentrations in-
crease during lactation and are significantly related to serum ghrelin
concentrations in BF infants; active and total ghrelin concentrations
in BM were lowest at 0–3 days, whereas they increased progressively
during 180 days of the lactation period [63].

4. Concluding remarks

Early nutrition could influence the programming of metabolic de-
velopment and growth, exerting both short- and long-term effects,
and particularly, this could be a time when dietary practices are
established and will continue throughout childhood. Food prefer-
ences are shaped by a combination of genetic and environmental fac-
tors, a better understanding of which is critical to the development of
effective dietary interventions.

Providing appropriate nutrition is a cornerstone of the care of pre-
term infants and it represents a challenge for paediatricians. Path-
ways involved in appetite regulation and feeding behaviour mature
early in postnatal life. Among the biological factors involved in the de-
velopment of these mechanisms, ghrelin plays a key role. The pres-
ence of ghrelin in cord blood as early as 23 weeks of gestation
suggests a role for this peptide in the developing fetus, possibly as a
promoting factor for fetal growth. During the later stages of gestation,
ghrelin may acquire its metabolic role inducing adiposity, stimulating
appetite, and regulating glucose homeostasis. Preterm infants may
have an immaturity in energy-balance regulation that also involves
neuronal pathways that mediate the effects of ghrelin. Moreover,
ghrelin could represent a marker for altered metabolism in infants'
IUGR. In fact, higher cord blood ghrelin levels in term and preterm
SGA newborns and in newborns with IUGR suggest that ghrelin
could play a role in fetal adaptation to intrauterine malnutrition and
contribute to catch-up growth in these neonates. Considering that
early life nutrition and growth could programme the set-point of en-
ergy homeostasis later in life, investigation of the possible actions of
ghrelin in fetal and neonatal life can contribute to the understanding
of its role in feeding behaviour in infancy.

Conflict of interest statement

All the authors certify that there is no conflict of interest with any fi-
nancial organization regarding thematerial discussed in themanuscript.
aviour in preterm infants, Early Hum Dev (2012), doi:10.1016/

http://dx.doi.org/10.1016/j.earlhumdev.2011.12.028
http://dx.doi.org/10.1016/j.earlhumdev.2011.12.028


5F. Savino et al. / Early Human Development xxx (2012) xxx–xxx
References

[1] Magni P, Dozio E, Ruscica M, Celotti F, Masini MA, Prato P, et al. Feeding behavior
in mammals including humans. Ann N Y Acad Sci 2009;1163:221–32.

[2] Wu TC, Chen PH. Health consequences of nutrition in childhood and early infancy.
Pediatr Neonatol 2009;50:135–42.

[3] Wiedmeier JE, Joss-Moore LA, Lane RH, Neu J. Early postnatal nutrition and pro-
gramming of the preterm neonate. Nutr Rev 2011;69:76–82.

[4] Grimm ER, Steinle NI. Genetics of eating behavior: established and emerging con-
cepts. Nutr Rev 2011;69:52–60.

[5] Fisher JO, Birch LL, Smiciklas-Wright H, Picciano MF. Breast-feeding through the
first year predicts maternal control in feeding and subsequent toddler energy in-
takes. J Am Diet Assoc 2000;100:641–6.

[6] Savino F, Liguori SA, Lupica MM. Adipokines in breast milk and preterm infants.
Early Hum Dev 2010;86(Suppl 1):77–80.

[7] Savino F, Liguori SA, Fissore MF, Oggero R. Breast milk hormones and their protec-
tive effect on obesity. Int J Pediatr Endocrinol 2009;327505 [Epub 2009 Nov 4].

[8] Savino F, Fissore MF, Liguori SA, Oggero R. Can hormones contained in mothers'
milk account for the beneficial effect of breast-feeding on obesity in children?
Clin Endocrinol (Oxf) 2009;71:757–65.

[9] Esposito L, Fisher JO, Mennella JA, Hoelscher DM, Huang TT. Developmental per-
spectives on nutrition and obesity from gestation to adolescence. Prev Chronic
Dis 2009;6:A94.

[10] Delaney AL, Arvedson JC. Development of swallowing and feeding: prenatal
through first year of life. Dev Disabil Res Rev 2008;14:105–17.

[11] Benavides-Serralde A, Scheier M, Cruz-Martinez R, Crispi F, Figueras F, Gratacos
E, et al. Changes in Central and Peripheral Circulation in Intrauterine Growth-
Restricted Fetuses at Different Stages of Umbilical Artery Flow Deterioration:
New Fetal Cardiac and Brain Parameters. Gynecol Obstet Invest 2011;71:
274–80.

[12] Ren RX, Shen Y. A meta-analysis of relationship between birth weight and cord
blood leptin levels in newborns. World J Pediatr 2010;6:311–6.

[13] Struwe E, Berzl G, Schild R, Blessing H, Drexel L, Hauck B, et al. Microarray analysis
of placental tissue in intrauterine growth restriction. Clin Endocrinol (Oxf)
2010;72:241–7.

[14] Agostoni C, Buonocore G, Carnielli VP, De Curtis M, Darmaun D, Decsi T, et al. En-
teral nutrient supply for preterm infants: commentary from the European Society
of Paediatric Gastroenterology, Hepatology and Nutrition Committee on Nutri-
tion. J Pediatr Gastroenterol Nutr 2010;50:85–91.

[15] Hay WW, Thureen P. Protein for preterm infants: how much is needed? How
much is enough? How much is too much? Pediatr Neonatol 2010;51:198–207.

[16] Wrotniak BH. The relationship between birth weight and feeding maturation in
preterm infants. Acta Paediatr 2009;98:286–90.

[17] Ong KK, Loos RJ. Rapid infancy weight gain and subsequent obesity: systematic
reviews and hopeful suggestions. Acta Paediatr 2006;14:491–9.

[18] Weaver LT. Rapid growth in infancy: balancing the interests of the child. J Pediatr
Gastroenterol Nutr 2006;43:428–32.

[19] KojimaM,HosodaH, Date Y, NakazatoM,MatsuoH, KangawaK. Ghrelin is a growth-
hormone-releasing acylated peptide from stomach. Nature 1999;402:656–60.

[20] Zhu X, Cao Y, Voogd K, Steiner DF. On the processing of proghrelin to ghrelin. J Biol
Chem 2006;281:38867–70.

[21] De Vriese C, Hacquebard M, Gregoire F, Carpentier Y, Delporte C. Ghrelin interacts
with human plasma lipoproteins. Endocrinology 2007;148:2355–62.

[22] De Vriese C, Gregoire F, Lema-Kisoka R, Waelbroeck M, Robberecht P, Delporte C.
Ghrelin degradation by serum and tissue homogenates: identification of the
cleavage sites. Endocrinology 2004;145:4997–5005.

[23] Takaya K, Ariyasu H, Kanamoto N, Iwakura H, Yoshimoto A, Harada M, et al.
Ghrelin strongly stimulates growth hormone release in humans. J Clin Endocrinol
Metab 2000;85:4908–11.

[24] Hellström PM. Faces of ghrelin–research for the 21st century. Neurogastroenterol
Motil 2009;21:2–5.

[25] Wren AM, Seal LJ, Cohen MA, Brynes AE, Frost GS, Murphy KG, et al. Ghrelin en-
hances appetite and increases food intake in humans. J Clin Endocrinol Metab
2001;86:5992–5.

[26] Cummings DE, Purnell JQ, Frayo RS, Schmidova K, Wisse BE, Weigle DS. A pre-
prandial rise in plasma ghrelin levels suggests a role in meal initiation in humans.
Diabetes 2001;50:1714–9.

[27] Shioda S, Takenoya F, Yagi M, Wang L, Hori Y, Kageyama H. Neural networks of sev-
eral novel neuropeptides involved in feeding regulation. Nutrition 2008;24:848–53.

[28] Toshinai K, Date Y, Murakami N, Shimada M, Mondal MS, Shimbara T, et al.
Ghrelin-induced food intake is mediated via the orexin pathway. Endocrinology
2003;144:1506–12.

[29] Kojima M, Kangawa K. Ghrelin: more than endogenousgrowth hormone secreta-
gogue. Ann NY Acad Sci 2010;1200:140–8.

[30] Naleid AM, Grace MK, Cummings DE, Levine AS. Ghrelin induces feeding in the
mesolimbic reward pathway between the ventral tegmental area and the nucleus
accumbens. Peptides 2005;26:2274–9.

[31] Malik S, McGlone F, Bedrossian D, Dagher A. Ghrelin modulates brain activity in
areas that control appetitive behavior. Cell Metab 2008;7:400–9.

[32] De Vriese C, Perret J, Delporte C. Focus on the short- and long-term effects of ghre-
lin on energy homeostasis. Nutrition 2010;26:579–84.

[33] Thompson NM, Gill DA, Davies R, Loveridge N, Houston PA, Robinson IC, et al.
Ghrelin and des-octanoyl ghrelin promote adipogenesis directly in vivo by a
mechanism independent of the type 1a growth hormone secretagogue receptor.
Endocrinology 2004;145:234–42.
Please cite this article as: Savino F, et al, Ghrelin and feeding beh
j.earlhumdev.2011.12.028
[34] Soriano-Guillen L, Barrios V, Campos-Barros A, Argente J. Ghrelin levels in obesity
and anorexia nervosa: effect of weight reduction or recuperation. J Pediatr
2004;144:36–42.

[35] Cummings DE. Ghrelin and the short- and long-term regulation of appetite and
body weight. Physiol Behav 2006;89:71–84.

[36] Broglio F, Arvat E, Benso A, Gottero C, Muccioli GP, Papotti M, et al. Ghrelin, a natural
GH secretagogue produced by the stomach, induces hyperglycemia and reduces in-
sulin secretion in humans. J Clin Endocrinol Metab 2001;86:5083–6.

[37] Saad MF, Bernaba B, Hwu CM, Jinagouda S, Fahmi S, Kogosov E, et al. Insulin reg-
ulates plasma ghrelin concentration. J Clin Endocrinol Metab 2002;87:
3997–4000.

[38] Soriano Guillen L, Barrios V, Chowen JA, et al. Ghrelin levels from fetal life through
early adulthood: relationship with endocrine and metabolic and anthroppometric
measures. J Pediatr 2004;144:30–5.

[39] Martos-Moreno GA, Barrios V, Sáenz de Pipaón M, Pozo J, Dorronsoro I, Martínez-
Biarge M, et al. Influence of prematurity and growth restriction on the adipokine
profile, IGF1, and ghrelin levels in cord blood: relationship with glucose metabo-
lism. Eur J Endocrinol 2009;161:381–9.

[40] Cortellazzi D, Cappiello M, Morpurgo PS, Ronzoni S, Nobile De Santis MS, Cettin I,
et al. Circulating levels of ghrelin in human fetuses. Eur J Endocrinol 2003;149:
111–6.

[41] Kitamura S, Yokota I, Hosoda H, Totani Y, Matsuda J, Naito E, et al. Ghrelin concen-
tration in cord and neonatal blood: relation to fetal growth and energy balance. J
Clin Endocrinol Metab 2003;88:5473–7.

[42] Volante M, Fulcheri E, Allia E, Cerrato M, Pucci A, Papotti M. Ghrelin expression in
fetal, infant, and adult human lung. J Histochem Cytochem 2002;50:1013–21.

[43] Ng PC, Lee CH, Lam CWK, Chan HIS, Wong E, Fok TF. Ghrelin in preterm and term
newborns: relation to anthropometry, leptin and insulin. Clin Endocrinol
2005;63:217–22.

[44] Imam SS, Kandil ME, Shoman M, Baker SI, Bahier R. Umbilical cord ghrelin in term
and preterm newborns and its relation to metabolic hormones and anthropomet-
ric measurements. Pak J Biol Sci 2009;12:1548–55.

[45] Bellone S, Rapa A, Vivenza D, Vercellotti A, Petri A, Radetti G, et al. Circulating
ghrelin levels in the newborn are positively associated with gestational age. Clin
Endocrinol (Oxf) 2004;60:613–7.

[46] Yokota I, Kitamura S, Hosoda H, Kotani Y, Kangawa K. Concentration of the n-
octanoylated active form of ghrelin in fetal and neonatal circulation. Endocr J
2005;52:271–6.

[47] Ng PN, Lee CH, Lam CWK, Chan IHS, Wong E, Fok TF. Ghrelin in preterm and term
newborns: relations to anthropometry, leptin and insulin. Clin Endocrinol
2005;63:217–22.

[48] Lanyi E, Varnagy A, Kovacs K, Csermely T, Szasz M, Szabo I. Ghrelin and acyl ghre-
lin in preterm infants and maternal blood: relationship with endocrine and an-
thropometric measures. Eur J Endocrinol 2008;158:27–33.

[49] Onal EE, Cinaz P, Atalay Y, Turkyilmaz C, Bideci A, Akturk A, et al. Umbilical cord
ghrelin concentrations in small- and appropriate-for-gestational age newborn in-
fants: relationship to anthropometric markers. J Endocrinol 2004;180:267–71.

[50] Chiesa C, Osborn JF, Haass C, Natale F, Spinelli M, Scapillati E, et al. Ghrelin, leptin,
IGF-1, IGFBP-3, and insulin concentrations at birth: is there a relationship with
fetal growth and neonatal anthropometry? Clin Chem 2008;54:550–8.

[51] Iniguez G, Ong KK, Pena V, Avila A, Dunger D, Mericq V. Fasting and post-glucose
ghrelin levels in SGA infants: relationships with size and weight gain at one year
of age. J Clin Endocrinol Metab 2002;87:5830–3.

[52] Bellone S, Baldelli R, Radetti G, Rapa A, Vivenza D, Petri A, et al. Ghrelin secretion
in preterm neonates progressively increases and is refractory to the inhibitory ef-
fect of food intake. J Clin Endocrinol Metab 2006;91:1929–33.

[53] James RJ, Drewett RF, Cheetham TD. Low cord ghrelin levels are associated with
slow weight gain over the first 3 months of life. J Clin Endocrinol Metab
2004;89:3847–50.

[54] Hubler A, Rippel C, Kauf E, Hoyer H, Mainz J, Schlenvoigt D, et al. Associations be-
tween ghrelin levels in serum of preterm infants and enteral nutritional state dur-
ing the first 6 months after birth. Clin Endocrinol (Oxf) 2006;65:611–6.

[55] Savino F, Fissore MF, Grassino EC, Nanni GE, Oggero R, Silvestro L. Ghrelin, leptin
and IGF-I levels in breast-fed and formula-fed infants in the first years of life. Acta
Paediatr 2005;94:531–7.

[56] Savino F, Grassino EC, Fissore MF, Guidi C, Liguori SA, Silvestro L, et al. Ghrelin,
motilin, insulin concentration in healthy infants in the first months of life: rela-
tion to fasting time and anthropometry. Clin Endocrinol 2006;65:158–62.

[57] Savino F, Fissore MF, Liguori SA, Grassino EC, Guidi C, Oggero R, et al. Serum ghre-
lin concentration, fasting time and feeding in infants. J Pediatr Endocrinol Metab
2007;20:1027–33.

[58] Savino F, Liguori SA, Fissore MF, Oggero R, Silvestro L, Miniero R. Serum ghrelin
concentration and weight gain in healthy term infants in the first year of life. J
Pediatr Gastroenterol Nutr 2005;41:653–9.

[59] Sievers E, Oldigs HD, Santer R, Schaub J. Feeding patterns in breast-fed and
formula-fed infants. Ann Nutr Metab 2002;46:243–8.

[60] Li R, Fein SB, Grummer-Strawn LM. Do infants fed from bottles lack self-regulation
of milk intake compared with directly breastfed infants? Pediatrics 2010;125:
e1386–93.

[61] Kierson JA, Dimatteo DM, Locke RG, Mackley AB, Spear ML. Ghrelin and cholecys-
tokinin in term and preterm human breast milk. Acta Paediatr 2006;95:991–5.

[62] Aydin S, Ozkan Y, Kumru S. Ghrelin is present in human colostrum, transitional
and mature milk. Peptides 2006;27:878–82.

[63] Ilcol YO, Hizli B. Active and total ghrelin concentrations increase in breast milk
during lactation. Acta Paediatr 2007;96:1632–9.
aviour in preterm infants, Early Hum Dev (2012), doi:10.1016/

http://dx.doi.org/10.1016/j.earlhumdev.2011.12.028
http://dx.doi.org/10.1016/j.earlhumdev.2011.12.028

	Ghrelin and feeding behaviour in preterm infants
	1. Introduction
	2. Importance of feeding in the first periods of life: the preterm infant
	3. Ghrelin
	3.1. Ghrelin's role in energy homeostasis
	3.2. Ghrelin in fetus, term and preterm neonates
	3.3. Ghrelin in infants
	3.4. Ghrelin in breast milk

	4. Concluding remarks
	Conflict of interest statement
	References


