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Ghrelin, a 28 amino acid gut brain peptide, acts as an
endogenous ligand for its receptor, the growth hormone
secretagogue receptor, to exercise a variety of functions
ranging from stimulation of growth hormone secretion,
regulation of appetite and energy metabolism, and cell
protection to modulation of inflammation. This review
summarizes the advance in the regulation of ghrelin
expression and secretion. We introduce the structure of
ghrelin promoter, the processing and modification of
ghrelin precursor, and the regulation mechanism in
these processes. Then we discuss factors found to be
important in the regulation of ghrelin production,
including nutrients, hormones, and autonomic nervous
system. Finally, we outline the alteration in the level of
ghrelin in certain physiological and pathological status.
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Introduction

Ghrelin is an acyl-peptide composed of 28 amino acids.
It is synthesized mainly by X/A-like cells in the gastric
mucosa, but also found in hypothalamus, pituitary gland,
hippocampus, brain cortex, adrenal gland, intestine, pan-
creas, and many other human tissues [1—3]. Ghrelin has
a unique structure, with an N-octanoyl group covalently
linked to the hydroxyl group of its serine 3 residue. This
octanoylation is necessary for ghrelin to bind with its
receptor, the growth hormone secretagogue receptor
(GHS-R) [4]. Through the mediation of this seven trans-
membrane G-protein-coupled receptor, ghrelin exerts
neuroendocrine effects of eliciting growth hormone
release, regulating appetite and energy metabolism, and
carries many other functions in a variety of tissues and
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organs such as gastroenteropancreatic system, cardiovas-
cular system [5], reproduction system [6], and immune
system [7].

Although numerous results about the function of
ghrelin in physiological and pathological conditions have
been reported, emerging evidences suggest that the regu-
lation of ghrelin expression and secretion is complicated
yet precise. Regulation of ghrelin concentration may
occur at different levels ranging from transcription, post-
transcription, translation, post-translation modification to
secretion, suggesting the remarkable complexity of its
regulation. This review summarizes the recent progress
in the regulation of ghrelin expression and secretion,
explores the possible mechanism involved, and intro-
duces factors which are important for its regulation such
as nutrients, hormones, autonomic nervous system, and
lastly discusses altered level of ghrelin in certain physio-
logical and pathological status.

Transcriptional Regulation of Ghrelin

As shown in Fig. 1, ghrelin gene spans 5 kb of the
genomic DNA on chromosome 3p25-26, consisting of
four introns and five exons, including a non-coding exon
1. Ghrelin gene encodes a pre-proghrelin composed of
117 amino acid residues, which can be further processed
into acyl ghrelin, des-acyl ghrelin, and obestatin. The
5’-upstream regulation region of the ghrelin gene con-
sists of binding sites of several transcriptional factors
such as upstream stimulatory factor—1/—2 [8], activator
proten-1, CCAAT enhancer binding proteins, and cAMP
response element binding protein [9], indicating that
these transcription factors may regulate ghrelin
expression. However, evidence for the direct regulation
of these transcriptional factors on ghrelin gene
expression is still lacking. Recently, a report revised the
structure of ghrelin gene, demonstrating the presence of
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Fig. 1 Structure of human ghrelin gene and its processing.

an additional novel exon, detecting several ghrelin gene-
derived mRNA splice variants, including transcripts
which probably encode C-ghrelin, obestatin or novel
protein isoforms, and antisense non-coding regulatory
transcripts [10]. This study reveals that the ghrelin gene
locus may be far more complex than previously recog-
nized and the transcription regulation mechanism
remains to be unraveled.

Post-translational Modification of Ghrelin
Precursor Protein

Ghrelin is the only protein currently known to be octa-
noylated. This unique modification is necessary for
ghrelin to bind with its receptor, GHS-R1a. The des-acyl
ghrelin, which is the dominant form of ghrelin in
plasma, cannot bind with the GHS-R1a receptor and was
once considered inactivated. However, emerging evi-
dence has challenged this notion. Several studies have
suggested that des-acyl ghrelin may stimulate [11], or
inhibit [12,13], food intake in a GHS-R1a independent
pathway, probably through a novel receptor distinct from
the classical ghrelin receptor GHSR-la. In addition,
there are some naturally occurring variants of ghrelin
such as decanoyl and decanoyl ghrelin based on the
different acylation of the serine-3 residue, and des-Glnl4
ghrelin resulting from alternative splicing of ghrelin gene
[14]. These variant molecules exhibit physiological func-
tion similar to acyl ghrelin [14].

The enzyme that catalyzes the octanoylation of
ghrelin is identified by two individual studies and

designated as ghrelin O-acyltransferase (GOAT) [15,16].
GOAT is a member of the family membrane-bound
O-acyltransferases, with conserved structure among
different species. Analysis of GOAT reveals its highly
specific expression in the gastric mucosa. This discovery
manifests its significance in the regulation of ghrelin
secretion, because the amount and/or activity of this
specific enzyme likely affect the level of acyl ghrelin. An
in vitro study has demonstrated that GOAT activity could
be inhibited potently by an octanoylated ghrelin pentapep-
tide and other end-products [17], suggesting the existence
of a negative feedback regulation on the production of
acyl ghrelin. This insight may promote the design of
useful GOAT inhibitors as anti-obesity and anti-diabetic
drugs.

In addition, a recent report demonstrates that ghrelin
can be phosphorylated by protein kinase C o, 3, and d
at serine 18 residue and this phosphorylation affects the
secondary structure and membrane binding property of
ghrelin [18]. The cellular role of phosphorylated ghrelin
remains to be determined, but the phosphorylation prob-
ably relates with subcellular localization of ghrelin,
especially des-acyl ghrelin.

In vitro and in vivo studies have shown that the pro-
hormone convertase 1/3 (PC1/3) is the only identified
enzyme responsible for processing of proghrelin into
ghrelin [19]. This endoprotease co-localizes with ghrelin
in gastric ghrelin-positive cells and processes the 94
amino acids human ghrelin precursor into the 28 amino
acids mature ghrelin through limited proteolytic cleavage
at a site determined to be LQPR | ALAG [20].
However, as PC1/3 is also capable of processing other
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hormones including glucagon-like peptide-1 (GLP-1)
[21] and cholecystokinin [22], the regulation mechanism,
if exists, is probably not specific for ghrelin.

The circulating level of ghrelin is determined by the
balance among its secretion rate, degradation rate, and
clearance rate. Plasma esterases have been reported to
des-acylate acyl ghrelin, whereas plasma proteases
account for the degradation of circulating ghrelin [23].
Clearance of circulating ghrelin includes being captured
by its receptor and excreted in urine [23]. Besides, acyl
ghrelin can transport across blood—brain barrier bidirec-
tionally through specific transport system in humans [24].
As ghrelin carries out the orexigenic [25] and other
important functions [26] by interacting with hypothalamic
neurons, the efficacy of this yet to be identified transport
system may involve in the regulation of ghrelin as well.

Nutrients Regulating Ghrelin Expression
and Secretion

Glucose markedly inhibits ghrelin secretion. Oral infu-
sion of glucose can decrease the plasma concentration of
total ghrelin 30 min after ingestion in humans [27] and
in rats [28]. Ingestion of crude fiber has the similar effect
with  glucose [28]. Insulin-induced hypoglycemia
up-regulates ghrelin mRNA expression [29] and serum
acyl ghrelin level [30] in the stomach. It is, however, not
clear whether glucose inhibits directly the expression
and secretion of ghrelin, or indirectly by the mediation
of a yet to be identified mechanism.

Ingestion of either medium-chain fatty acids
(n-octanoic acid) or medium-chain triglycerides (glyceryl
trioctanoate) increases the stomach contents of acyl
ghrelin without changing the total ghrelin in mouse [31].
This study suggests that medium-chain fatty acids can be
utilized directly for the acyl modification of ghrelin as
proposed by the author, but may also indicate a decrease
in ghrelin secretion and thus explain the decrement in
serum ghrelin level. Infusion of intralipid, a mixture of
long-chain triglycerides, decreases plasma total ghrelin
in humans [32]. Intraduodenal administration of C12
dodecanoic acid decreases plasma ghrelin significantly,
whereas C10 decanoic acid has no effect [33]. The
above discoveries suggest that the effects of fatty acids
and triglycerides on ghrelin secretion are dependent on
the length of their chain. Generally, lipid ingestion leads
to a smaller decline in ghrelin relative to the adminis-
tration of glucose or amino acids [34]. This observation
may explain the weight gain effect of high-fat dietary.
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Oral ingestion of a physiological dose of essential
amino acids leads to a continuous rise in serum ghrelin
level in humans [35,36], which unexpectedly contradicts
with the inhibitory effect of protein on ghrelin as dis-
cussed later in chapter 7. Insoluble dietary fiber inges-
tion may influence ghrelin level as well [37].

Hormones Regulating Ghrelin Expression
and Secretion

Insulin

In rats, gastric artery perfusion of insulin inhibits ghrelin
release from isolated stomach tissue significantly [38].
Administration of insulin in central nervous system
reduces serum total ghrelin concentration [39]. Several
observations in humans also indicate that insulin may
inhibit ghrelin secretion. Infusion of insulin significantly
decreases plasma ghrelin level while maintaining eugly-
cemia [40,41]. Fasting plasma acyl ghrelin level is nega-
tively related to insulin concentration [30]. Total ghrelin
level is also negatively related to homeostasis model
assessment insulin resistance index (HOMA-R) [42], and
positively related to insulin sensitivity [43]. GLP-1, a
potent stimulator for insulin secretion, has been reported
to alleviate the pre-prandial rise of ghrelin in humans
[44]. This inhibitory effect of insulin may underlie the
suppression of glucose on ghrelin and the inverse
relationship between body weight and ghrelin level. It
may also explain the low ghrelin level in patients of type
2 diabetes mellitus as discussed in chapter 8. However,
Toshinai et al. [29] observed increment in ghrelin after
insulin administration. This can be explained as a result
of severe hypoglycemia induced by rapid injection of
high dose of insulin. As suggested by Flanagan et al.
[41], the influence of insulin and glucose on ghrelin
secretion is probably contradictory and independent.
Also, it is worth to note that insulin sensitivity, rather
than insulin itself, may play a more important role in the
regulation of ghrelin [45].

It has been reported that the insulin-induced hypogly-
cemia is independent of growth hormone level [46]. But
there is also a study showing that the negative correlation
between insulin and ghrelin disappears in patients with
growth hormone disorder [30]. Therefore, it cannot be
excluded that insulin interacts with growth hormone axis
to regulate ghrelin level.

Glucagon
Glucagon may contribute to the pre-prandial surge of
ghrelin as evidenced by the following observations.
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First, glucagon receptor is present in endocrine cells in
gastric mucosa [47]. Second, glucagon concentration
increases during fasting. Third, plasma acyl ghrelin con-
centration rises transiently while des-acyl ghrelin
increases persistently after administration of glucagon in
rats [47]. In addition, ghrelin released from the rat
stomach is augmented by glucagon perfusion [38].

Glucagon may directly stimulate the gene transcription
of ghrelin. The molecular mechanism on how glucagon
affects the expression of ghrelin remains to be explored.
One study reports that glucagon significantly elevates the
activity of ghrelin gene promoter in vitro [8] by the
mediation of the second messenger cAMP.

However, it has also been reported that glucagon sup-
presses ghrelin secretion [48] by the mediation of hypo-
thalamus pituitary axis [49], because glucagon may
increase growth hormone and glucocorticoids which then
inhibit ghrelin secretion.

Growth hormone/insulin-like growth factor-1

(IGF-1) axis

Growth hormone therapy in growth hormone deficient
patients significantly decreases the serum acyl ghrelin
concentration [50]. Administration of growth hormone in
cultured rat gastric tissue time dependently inhibits total
ghrelin secretion [51]. Administration of growth hormone
in rats significantly decreases the gastric mRNA content
and plasma ghrelin level, with no changes in gastric
ghrelin level which may due to the reduction in ghrelin
releasing [52]. The above information supports the
notion that growth hormone exerts a negative feedback
action on ghrelin production and secretion.

The concept that IGF-1 may promote ghrelin secretion
is supported by the following studies. Administration of
recombinant human IGF-1 in severely under-nutritioned
patients elevates plasma total ghrelin concentration [53].
The IGF-1/IGFBP-3 complex significantly increases
ghrelin level in children with low birth weight [54]. Since
IGF-1 functions to inhibit growth hormone secretion,
IGF-1 may induce ghrelin secretion either directly or
indirectly through the reduction of growth hormone.

Somatostatin

Somatostatin probably inhibits ghrelin synthesis directly,
as shown by the observation that plasma acyl and total
ghrelin levels fall after the infusion of somatostatin or
somatostatin analog octreotide [55] and the presence of
somatostatin receptor in rat stomach [56]. Somatostatin
knockout mice display an increase in stomach ghrelin
mRNA and serum total ghrelin, but appear no alteration

in hypothalamic and pituitary ghrelin mRNA and serum
acyl ghrelin concentration [57]. Since ghrelin increases
the level of somatostatin in plasma [58], the inhibitory
effect of somatostatin on ghrelin may be considered as a
negative feedback modulation.

Leptin

Although some studies demonstrate that leptin positively
correlates with serum acyl ghrelin in normal weight
woman [59] and up-regulates ghrelin mRNA in mice
stomach [29], it is generally agreed that leptin inhibits
ghrelin synthesis. Leptin is mainly synthesized and
secreted by adipose tissue [60]. Leptin concentration in
obese is significantly higher than normal, whereas ghrelin
is lower [61]. Leptin correlates with ghrelin in a complex
pattern, which depends on the body weight (normal or
obesity) and insulin sensitivity or insulin concentration
[59,62]. As shown by recent studies, ghrelin mRNA
increases in stomach during fasting whereas leptin and
leptin mRNA decrease [63]. Leptin dose-dependently inhi-
bits ghrelin transcription in vitro [63] and decreases ghrelin
release from isolated rat stomach [38]. Central leptin gene
therapy decreases plasma leptin level and increases ghrelin
level significantly in the mouse fed with high-fat diet [64],
indicating that leptin exerts its inhibition on ghrelin
secretion only in peripheral tissues. Thus, peripheral,
especially gastric leptin, probably represses ghrelin
expression through its receptor in gastric mucosa cells.

Estrogen

Many studies report that estrogen up-regulates ghrelin
level. Administration of estrogen elevates plasma total
ghrelin concentration in female patients with anorexia
nervosa [53]. Ghrelin mRNA level rises significantly
after estrogen administration in cultured stomach cells
[65]. Estrogen has been well documented to regulate
food intake by modulating meal size and to stimulate
growth hormone secretion. These effects may be par-
tially mediated through ghrelin.

However, there also exist discrepant results on the effect
of estrogen on ghrelin. Estrogen replacement therapy in
post-menopausal women induces serum total [66] and acyl
[67] ghrelin secretion only to an insignificant extent, or
even decreases [68] serum total ghrelin level. Plasma acyl
ghrelin concentration, ghrelin expressing cells and ghrelin
mRNA level in stomach, increases transiently after ovari-
ectomy in the female rats [69]. These contradictions may
be attributed to the variation in methods used for estrogen
administration such as per oral or transdermal
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administration [67,68], duration of estrogen administration,
age [69] and physiological status (such as obesity [68] vs.
normal weight, post- or pre-menopausal of experimental
subjects), the outcome index measured (total ghrelin or
acyl ghrelin), and other experimental methods.

Autonomic Nervous System Regulating
Ghrelin Expression and Secretion

Autonomic nervous system, especially the parasympa-
thetic nerve, plays an important role in the regulation of
ghrelin. Excitation of the vagus nerve can stimulate
ghrelin secretion. In rats and humans, ghrelin level rises
after administration of muscarinic agonists and falls after
administration of muscarinic antagonists [70,71].
Because ghrelin-producing cells are governed by enteric
nervous system in stomach mucosa, this stimulation
probably is a direct effect. And this nervous regulation
likely contributes to the pre-prandial reflexive surge of
ghrelin, as shown by the report that vagotomy or block-
ade of vagus nerve by atropine attenuates the increment
of ghrelin induced by fasting [72]. On the other hand,
vagotomy blocks the stimulatory effect of ghrelin on
food intake. Thus, the efferent fiber of vagus nerve regu-
lates the synthesis of ghrelin, whereas its afferent fiber is
critical for ghrelin to carry out its function.

In addition, plasma acyl ghrelin concentration is
induced by «-adrenergic antagonist and [3-adrenergic
agonist, indicating that sympathetic nervous system is
also involved in the regulation of ghrelin [73]. It is
reported that vagotomy inhibits the secretion of gastric
ghrelin acutely, but activates its secretion in long term,
suggesting that ghrelin secretion is modulated by the
balance between cholinergic and adrenergic tones that
control the enteric nervous system [73].

Physiological Status Influencing the Level
of Ghrelin

Fasting and feeding

Food intake is the most important factor that influences
ghrelin level. Circulating ghrelin concentration rises
before meal and falls after meal. Total ghrelin level
increases in night and decreases after breakfast in
humans [74]. Serum ghrelin increases steadily during
long term of fasting in humans [75] and rats [28,29] and
returns to normal after re-feeding [76]. But, a new report
indicates that only acyl ghrelin but not total ghrelin
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changes after fasting [77], suggesting that fasting stimu-
lates acylation of ghrelin. In addition, the content of total
ghrelin in gastric fundus is decreased when fasting and
returns to normal when re-feeding [29], showing that
fasting has more profound stimulation on the secretion
of ghrelin than on the biosynthesis.

The post-prandial decrease of ghrelin can be attributed
mainly to the increase of the serum glucose concen-
tration. Total ghrelin, acyl ghrelin, and des-acyl ghrelin
all decrease significantly after a high-carbohydrate meal
[78], in accordance with the response of ghrelin after
glucose ingestion. Other nutrients probably contribute as
well. High-fat meal induces minor [79] but more persist-
ent [80,81] post-prandial suppression in circulating total
ghrelin than high-carbohydrate isoenergetic meal in
humans. Long-term high-fat diet reduces the plasma total
ghrelin level and stomach ghrelin content in mouse [82].
In contrast, it is also reported that serum ghrelin remains
the same [83] or increases [84] after a high-fat meal.
Protein is generally believed to be more satiety than
glucose, which is consistent with a more sustainable sup-
pression on ghrelin by protein [85]. As reported, high-
protein meal decreases serum acyl [81] and total ghrelin
[74,80,86] in humans in both lean and obese subjects
[87]. But, contradicting results have also been reported.
A protein-rich meal increases [84] or has no effect on
ghrelin level [35,42,88]. The variance in meal compo-
sition may account for the discrepancies to large extent.

The pre-prandial surge of ghrelin may be induced
largely by the expectation of food [89]. The signal is dis-
charged from the central nervous system and transmitted
to stomach through the efferent fiber of vagus nerve. But
this cephalic control probably is not involved in the post-
prandial regulation [80].

Body weight

Many reports show that ghrelin level is negatively corre-
lated with body mass index in humans in physiological
and many pathological statuses [42,43,67]. Plasma
ghrelin concentration is low and post-prandial decrease
in ghrelin is attenuated in the obese population [62,74].
Patients with anorexia nervosa have significant elevated
serum total and acyl ghrelin level [90], which returns to
normal when the disease is cured and the body weight
restored [91]. Furthermore, total ghrelin level is inversely
associated with fat cell volume [43] and specifically in
women with total fat mass and fat mass/lean mass ratio,
whereas in men it is associated with abdominal fat mass
and fat distribution index [92].
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Age

In mouse, the level of acyl ghrelin steadily increases in
suckling stage (the first 3 weeks after birth). After
initiation of weaning, however, acyl ghrelin falls sharply,
though the total ghrelin level remains generally unchanged
[23]. This observation suggests that certain lipid compo-
sition in breast milk may notably stimulate ghrelin syn-
thesis and acylation. Similar change of ghrelin expression
during development has been reported by another study
[93]. This study demonstrates that the ghrelin mRNA level
declines, but the protein concentration remains unchanged
as adult mice are aging. In humans, total ghrelin is inver-
sely related to age in children [94]. Fasting acyl ghrelin
[95] and total ghrelin [43,96] are significantly lower in the
aged population than in the youth. Besides, ghrelin
mRNA level also decreases as aging in the human adrenal
cortex [97]. However, this age-dependent decline of
ghrelin is not observed in the obese population [98].
Despite the elevated basal ghrelin level, the
malnutrition-induced increase of plasma ghrelin levels
may be lacking in elderly human [99]. Additionally, the
orexigenic effect of peripheral ghrelin may also be influ-
enced by age, as shown by experiments in rats [100,101].

Gender

Many studies report an elevated serum ghrelin level in
female subjects relative to male ones [42,92,96]. In
humans, total ghrelin level is about 3-fold higher [102]
in women during the late follicular stage of the cycle
than in men. Similarly, ghrelin level is higher in female
mice than in male, especially in aged ones [93].

Pathological Status that Influences the
Level of Ghrelin

Ghrelin level alters in several disease states. In Prader—
Willi syndrome, ghrelin level is elevated, despite the

increased body weight [103]. Therefore, the excessive
ghrelin secretion may be the cause of hyperphagia and
obesity in these patients.

In the case of illness-induced cachexia [104] and anor-
exia nervosa, ghrelin is increased. This increase in
ghrelin level may occur either as an adaptive response to
correct the abnormal energy status or as a result of rela-
tive resistance to ghrelin. Ghrelin level is decreased in
patients with metabolic syndrome [105] and patients with
polycystic ovarian syndrome [106], in accordance with
the negative correlation between ghrelin and body
weight. In the cases of diabetes mellitus type 1 and type
2, the level of ghrelin is generally decreased and the
response of ghrelin after meal consumption is attenuated
or remains similar with normal people. For details,
please refer to the review by Pusztai et al. [107].

Inflammatory diseases such as ulcerative colitis and
Crohn’s disease potently increase ghrelin level [108].
This increase in ghrelin is probably a protective response
because ghrelin has a potent anti-inflammatory effect. In
addition, ghrelin is reduced in Helicobacter pylori infec-
tion [109] and other diseases associated with gastric
atrophy or removal [110].

Summary

As summarized in Table 1, ghrelin level is controlled by
neuroendocrine system, increased at the time of negative
energy balance and decreased at the time of positive
energy balance. Therefore, ghrelin is probably an import-
ant member of the survival kit of nature [5] and may
function as a signal communicating the nutrition states
of the body to the central nervous system and help the
body adjusting to its energy status, likely through stimu-
lation of food intake.

It has been discovered that ghrelin has a vast range of
physiological functions, thus the abnormality in its

Table 1 Alterations of serum ghrelin level under different conditions

Group Elevated ghrelin level Depressed ghrelin level
Nutrients Fatty acids®, amino acids® Glucose, fatty acids®
Hormones Glucagon®, IGF-1, Insulin, growth hormone, somatostatin, leptin®, estrogen®

estrogen®
Autonomic nervous system Vagus nerve activation
Physiological status Fasting, lean, youth
Pathological status Prader—Willi syndrome,

anorexia nervosa, cachexia

Sympathetic nerve activation
Feeding®, obesity, aging®
Metabolic syndrome, diabetes mellitus

“Information incomplete or controversial.
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secretion possibly leads to hyper or hypophagia, obesity
and other metabolic syndrome, growth retardation, cardio-
vascular and/or reproduction system disorder, and many
other pathological changes. However, the current under-
standing about the regulation of ghrelin level, especially
its mechanism, is far from satisfaction, with much discre-
pancy among studies. Unanimous conclusion on some
critical topics is still lacking, reflecting the remarkable
complexity in the regulation system, again indicating the
important biological role of ghrelin. In addition, many
previous reports identify only correlation between ghrelin
and a certain agent, but cannot distinguish whether the
change in ghrelin level is the cause or effect, or they are
actually independent. Thus, future works need to discover
agents that have more direct and significant effect on
ghrelin secretion, confirm the causality, and elucidate the
underlying mechanism of its regulation.

It is also worth noting that some of the current reports
do not distinguish between total ghrelin and acyl ghrelin,
partially because the limitation of the detecting methods
they used and partially because the ratio between the
two has been reported as constant. Since des-acyl
ghrelin, the major form of ghrelin in circulation, has now
been recognized as being able to exercise physiological
roles distinct from acyl ghrelin, further study to examine
how the ghrelin and des-acyl ghrelin are differentially
influenced and to explore the change in GOAT activity
will unravel the mystic of ghrelin regulation.

Funding

This work was supported by grants from the National
Natural Science Foundation of China (30890043,
30740096, 30871194 and 30700376), and the ‘985’
Program at Peking University (985-2-097-121).

References

—_

Higgins SC, Gueorguiev M and Korbonits M. Ghrelin, the peripheral
hunger hormone. Ann Med 2007, 39: 116—136.

2 Kojima M, Hosoda H, Date Y, Nakazato M, Matsuo H and Kangawa
K. Ghrelin is a growth-hormone-releasing acylated peptide from
stomach. Nature 1999, 402: 656—660.

Gnanapavan S, Kola B, Bustin SA, Morris DG, McGee P, Fairclough
P and Bhattacharya S, et al. The tissue distribution of the mRNA of
ghrelin and subtypes of its receptor, GHS-R, in humans. J Clin
Endocrinol Metab 2002, 87: 2988—2991.

4 Kojima M and Kangawa K. Ghrelin: structure and function. Physiol
Rev 2005, 85: 495-522.

van der Lely AJ, Tschop M, Heiman ML and Ghigo E. Biological,
physiological, pathophysiological, and pharmacological aspects of
ghrelin. Endocr Rev 2004, 25: 426—457.

w2

W

Acta Biochim Biophys Sin (2009) | Volume 41 | Issue 3 | Page 194

(o]

20

2

—_

22

23

Norman RJ, Noakes M, Wu RJ, Davies MJ, Moran L and Wang JX.
Improving reproductive performance in overweight/obese women with
effective weight management. Hum Reprod Update 2004, 10:
267-280.

Dixit VD, Schaffer EM, Pyle RS, Collins GD, Sakthivel SK,
Palaniappan R and Lillard JW, ef al. Ghrelin inhibits leptin- and
activation-induced proinflammatory cytokine expression by human
monocytes and T cells. J Clin Invest 2004, 114: 57—66.

Wei W, Wang GY, Qi X, Englander EW and Greeley GH.
Characterization and regulation of the rat and human ghrelin promo-
ters. Endocrinology 2005, 146: 1611-1625.

Kanamoto N, Akamizu T, Tagami T, Hataya Y, Moriyama K, Takaya
K and Hosoda H, et al. Genomic structure and characterization of the
5’-flanking region of the human ghrelin gene. Endocrinology 2004,
145: 4144-4153.

Seim I, Collet C, Herington AC and Chopin LK. Revised genomic
structure of the human ghrelin gene and identification of novel exons,
alternative splice variants and natural antisense transcripts. BMC
Genomics 2007, 8: 298.

Toshinai K, Yamaguchi H, Sun YX, Smith RG, Yamanaka A, Sakurai
T and Date Y, et al. Des-acyl ghrelin induces food intake by a mech-
anism independent of the growth hormone secretagogue receptor.
Endocrinology 2006, 147: 2306—-2314.

Asakawa A, Inui A, Fujimiya M, Sakamaki R, Shinfuku N, Ueta Y
and Meguid MM, et al. Stomach regulates energy balance via acylated
ghrelin and desacyl ghrelin. Gut 2005, 54: 18—-24.

Matsuda K, Miura T, Kaiya H, Maruyama K, Himakura SI, Uchiyama
M and Kangawa K, et al. Regulation of food intake by acyl and
des-acyl ghrelins in the goldfish. Peptides 2006, 27: 2321-2325.
Ghigo E, Broglio F, Arvat E, Maccario M, Papotti M and Muccioli G.
Ghrelin: more than a natural GH secretagogue and/or an orexigenic
factor. Clin Endocrinol 2005, 62: 1-17.

Yang J, Brown MS, Liang G, Grishin NV and Goldstein JL.
Identification of the acyltransferase that octanoylates ghrelin, an
appetite-stimulating peptide hormone. Cell 2008, 132: 387—-396.
Gutierrez JA, Solenberg PJ, Perkins DR, Willency JA, Knierman MD,
Jin Z and Witcher DR, ef al. From the cover: ghrelin octanoylation
mediated by an orphan lipid transferase. Proc Natl Acad Sci USA
2008, 105: 6320—6325.

Yang J, Zhao TJ, Goldstein JL and Brown MS. Inhibition of ghrelin
O-acyltransferase (GOAT) by octanoylated pentapeptides. Proc Natl
Acad Sci USA 2008, 105: 10750—10755.

Dehlin E, Liu JH, Yun SH, Fox E, Snyder S, Gineste C and
Willingham L, ef al. Regulation of ghrelin structure and membrane
binding by phosphorylation. Peptides 2008, 29: 904—911.

Zhu XR, Cao Y, Voodg K and Steiner DF. On the processing of
proghrelin to ghrelin. J Biol Chem 2006, 281: 38867—38870.

Ozawa A, Cai Y and Lindberg 1. Production of bioactive peptides in
an in vitro system. Anal Biochem 2007, 366: 182—189.

Ugleholdt R, Zhu XR, Deacon CF, Orskov C, Steiner DF and Holst
JJ. Impaired intestinal proglucagon processing in mice lacking prohor-
mone convertase 1. Endocrinology 2004, 145: 1349—1355.

Yoon JY and Beinfeld MC. Prohormone convertase 1 is necessary for
the formation of cholecystokinin 8 in RinSF and STC-1 cells. J Biol
Chem 1997, 272: 9450—-9456.

Nishi Y, Hiejima H, Mifune H, Sato T, Kangawa K and Kojima M.
Developmental changes in the pattern of ghrelin’s acyl modification
and the levels of acyl-modified ghrelins in murine stomach.
Endocrinology 2005, 146: 2709-2715.

9T0Z ‘'z AReN uo 158nB Aq /6I0's[eunolpioxo'sqae//:dny wouly pspeojumoq


http://abbs.oxfordjournals.org/

Ghrelin and its regulation

24

25

26

27

28

29

30

3

—_

32

33

34

35

36

37

38

39

Banks WA, Tschop M, Robinson SM and Heiman ML. Extent and
direction of ghrelin transport across the blood—brain barrier is deter-
mined by its unique primary structure. J Pharmacol Exp Ther 2002,
302: 822-827.

Nakazato M, Murakami N, Date Y, Kojima M, Matsuo H, Kangawa
K and Matsukura S. A role for ghrelin in the central regulation of
feeding. Nature 2001, 409: 194—-198.

Date Y, Nakazato M, Murakami N, Kojima M, Kangawa K and
Matsukura S. Ghrelin acts in the central nervous system to stimulate
gastric acid secretion. Biochem Biophys Res Commun 2001, 280:
904-907.

Baldelli R, Bellone S, Castellino N, Petri A, Rapa A, Vivenza D and
Bellone J, et al. Oral glucose load inhibits circulating ghrelin levels to
the same extent in normal and obese children. Clin Endocrinol 2006,
64: 255-259.

Guo ZF, Ren Al, Zheng X, Qin YW, Cheng F, Zhang J and Wu H,
et al. Different responses of circulating ghrelin, obestatin levels to
fasting, re-feeding and different food compositions, and their local
expressions in rats. Peptides 2008, 29: 1247—1254.

Toshinai K, Mondal MS, Nakazato M, Date Y, Murakami N, Kojima M
and Kangawa K, ef al. Upregulation of ghrelin expression in the stomach
upon fasting, insulin-induced hypoglycemia, and leptin administration.
Biochem Biophys Res Commun 2001, 281: 1220—-1225.

Kim SW, Kim KW, Shin CS, Park DJ, Park KS, Cho BY and Lee
HK, et al. Acylated ghrelin secretion is acutely suppressed by oral
glucose load or insulin-induced hypoglycemia independently of basal
growth hormone secretion in humans. Horm Res 2007, 67: 211-219.
Nishi Y, Hiejima H, Hosoda H, Kaiya H, Mori K, Fukue Y and
Yanase T, et al. Ingested medium-chain fatty acids are directly utilized
for the acyl modification of ghrelin. Endocrinology 2005, 146:
2255-2264.

Gormsen LC, Gjedsted J, Gjedde S, Vestergaard ET, Christiansen JS,
Jorgensen JO and Nielsen S, et al. Free fatty acids decrease circulating
ghrelin concentrations in humans. Eur J Endocrinol 2006, 154:
667—673.

Feltrin KL, Patterson M, Ghatei MA, Bloom SR, Meyer JH, Horowitz
M and Feinle-Bisset C. Effect of fatty acid chain length on suppres-
sion of ghrelin and stimulation of PYY, GLP-2 and PP secretion in
healthy men. Peptides 2006, 27: 1638—1643.

Overduin J, Frayo RS, Grill HJ, Kaplan JM and Cummings DE. Role
of the duodenum and macronutrient type in ghrelin regulation.
Endocrinology 2005, 146: 845-850.

Knerr I, Groschl M, Rascher W and Rauh M. Endocrine effects of food
intake: insulin, ghrelin, and leptin responses to a single bolus of essential
amino acids in humans. Ann Nutr Metab 2003, 47: 312—318.

Groschl M, Knerr I, Topf HG, Schmid P, Rascher W and Rauh M.
Endocrine responses to the oral ingestion of a physiological dose of
essential amino acids in humans. J Endocrinol 2003, 179: 237-244.
Gruendel S, Otto B, Garcia AL, Wagner K, Mueller C, Weickert MO
and Heldwein W, et al. Carob pulp preparation rich in insoluble
dietary fibre and polyphenols increases plasma glucose and serum
insulin responses in combination with a glucose load in humans. Br J
Nutr 2007, 98: 101-105.

Kamegai J, Tamura H, Shimizu T, Ishii S, Sugihara H and Oikawa S.
Effects of insulin, leptin, and glucagon on ghrelin secretion from iso-
lated perfused rat stomach. Regul Pept 2004, 119: 77-81.

Ueno M, Carvalheira J, Oliveira R, Velloso L and Saad M.
Circulating ghrelin concentrations are lowered by intracerebroventricu-
lar insulin. Diabetologia 2006, 49: 2449-2452.

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

Saad MF, Bernaba B, Hwu CM, Jinagouda S, Fahmi S, Kogosov E
and Boyadjian R. Insulin regulates plasma ghrelin concentration. J
Clin Endocrinol Metab 2002, 8: 3997-4000.

Flanagan DE, Evans ML, Monsod TP, Rife F, Heptulla RA,
Tamborlane WV and Sherwin RS. The influence of insulin on
circulating ghrelin. Am J Physiol Endocrinol Metab 2003, 284:
313-316.

Greenman Y, Golani N, Gilad S, Yaron M, Limor R and Stern N.
Ghrelin secretion is modulated in a nutrient- and gender-specific
manner. Clin Endocrinol 2004, 60: 382—-388.

Purnell JQ, Weigle DS, Breen P and Cummings DE. Ghrelin levels
correlate with insulin levels, insulin resistance, and high-density lipo-
protein cholesterol, but not with gender, menopausal status, or cortisol
levels in humans. J Clin Endocrinol Metab 2003, 88: 5747—-5752.
Hagemann D, Holst JJ, Gethmann A, Banasch M, Schmidt WE and Meier
JJ. Glucagon-like peptide 1 (GLP-1) suppresses ghrelin levels in humans
via increased insulin secretion. Regul Pept 2007, 143: 64—68.

Kempa A, Krzyzanowska-Swiniarska B, Miazgowski T and Pilarska K.
Not insulin but insulin sensitivity, leptin, and cortisol are major
factors regulating serum acylated ghrelin level in healthy women.
J Endocrinol Invest 2007, 30: 659—-665.

Ryber L, Obrink K, Houe N, Frystyk J and Jorgensen JOL. Serum
ghrelin levels are suppressed in hypopituitary patients following
insulin-induced hypoglycaemia irrespective of GH status. Clin
Endocrinol 2006, 65: 210-214.

Katayama T, Shimamoto S, Oda H, Nakahara K, Kangawa K and
Murakami N. Glucagon receptor expression and glucagon stimulation
of ghrelin secretion in rat stomach. Biochem Biophys Res Commun
2007, 357: 865—-870.

Arafat MA, Otto B, Rochlitz H, Tschop M, Bahr V, Mohlig M and
Diederich S, et al. Glucagon inhibits ghrelin secretion in humans. Eur
J Endocrinol 2005, 153: 397-402.

Arafat AM, Perschel FH, Otto B, Weickert MO, Rochlitz H, Schofl C
and Spranger J, et al. Glucagon suppression of ghrelin secretion is
exerted at hypothalamus—pituitary level. J Clin Endocrinol Metab
2006, 91: 3528—-3533.

Engstrom BE, Burman P, Holdstock C and Karlsson FA. Effects of
growth hormone (GH) on ghrelin, leptin, and adiponectin in
GH-deficient patients. J Clin Endocrinol Metab 2003, 88: 5193-5198.
Seoane LM, Al-Massadi O, Barreiro F, Dieguez C and Casanueva FF.
Growth hormone and somatostatin directly inhibit gastric ghrelin
secretion. An in vitro organ culture system. J Endocrinol Invest 2007,
30: RC22—RC25.

Qi XA, Reed J, Englander EW, Chandrashekar V, Bartke A and
Greeley GH. Evidence that growth hormone exerts a feedback effect
on stomach ghrelin production and secretion. Exp Biol Med 2003,
228:1028-1032.

Grinspoon S, Miller KK, Herzog DB, Grieco KA and Klibanski A.
Effects of estrogen and recombinant human insulin-like growth
factor-I on ghrelin secretion in severe undernutrition. J Clin
Endocrinol Metab 2004, 89: 3988—-3993.

Iniguez G, Salazar T, Roman R, Avila A, Gunn RD and Cassorla F.
Effects of the IGF-I/IGFBP-3 complex on GH and ghrelin nocturnal
concentrations in low birth weight children. Clin Endocrinol 2006, 65:
687-692.

Shimada M, Date Y, Mondal MS, Toshinai K, Shimbara T, Fukunaga
K and Murakami N, ef al. Somatostatin suppresses ghrelin secretion
from the rat stomach. Biochem Biophys Res Commun 2003, 302:
520-525.

Acta Biochim Biophys Sin (2009) | Volume 41 | Issue 3 | Page 195

9T0Z ‘'z AReN uo 158nB Aq /6I0's[eunolpioxo'sqae//:dny wouly pspeojumoq


http://abbs.oxfordjournals.org/

Ghrelin and its regulation

56

57

58

59

60

6

—_

62

63

64

65

66

67

68

69

70

7

—

72

Silva AP, Bethmann K, Raulf F and Schmid HA. Regulation of
ghrelin secretion by somatostatin analogs in rats. Eur J Endocrinol
2005, 152: 887—-894.

Luque RM, Gahete MD, Hochgeschwender U and Kineman RD.
Evidence that endogenous SST inhibits ACTH and ghrelin expression
by independent pathways. Am J Physiol Endocrinol Metab 2006, 291:
E395-E403.

Arosio M, Ronchi CL, Gebbia C, Cappiello V, Beck-Peccoz P and
Peracchi M. Stimulatory effects of ghrelin on circulating somatostatin
and pancreatic polypeptide levels. J Clin Endocrinol Metab 2003, 88:
701-704.

Krzyanowska-Swinlarska B, Kempa A, Miazgowski T and Pilarska K.
Serum acylated ghrelin, adiponectin and leptin levels in normal-weight
and obese premenopausal women. Horm Metab Res 2007, 39:
835-839.

Zhang YY, Proenca R, Maffei M, Barone M, Leopold L and
Friedman JM. Positional cloning of the mouse obese gene and its
human homolog. Nature 1994, 372: 425—432.

Tschop M, Weyer C, Tataranni PA, Devanarayan V, Ravussin E and
Heiman ML. Circulating ghrelin levels are decreased in human
obesity. Diabetes 2001, 50: 707—-709.

Erdmann J, Lippl F, Wagenpfeil S and Schusdziarra V. Differential
association of basal and postprandial plasma ghrelin with leptin,
insulin, and type 2 diabetes. Diabetes 2005, 54: 1371-1378.

Zhao Z, Sakata I, Okubo Y, Koike K, Kangawa K and Sakai T.
Gastric leptin, but not estrogen and somatostatin, contributes to the
elevation of ghrelin mRNA expression
J Endocrinol 2008, 196: 529—-538.

Dube MG, Beretta E, Dhillon H, Ueno N, Kalra PS and Kalra SP.
Central leptin gene therapy blocks high-fat diet-induced weight gain,

level in fasted rats.

hyperleptinemia, and hyperinsulinemia—increase in serum ghrelin
levels. Diabetes 2002, 51: 1729-1736.

Sakata I, Tanaka T, Yamazaki M, Tanizaki T, Zheng Z and Sakai T.
Gastric estrogen directly induces ghrelin expression and production in
the rat stomach. J Endocrinol 2006, 190: 749—-757.

Lambrinoudaki IV, Christodoulakos GE, Economou EV, Vlachou SA,
Panoulis CP, Alexandrou AP and Kouskouni EE, et al. Circulating
leptin and ghrelin are differentially influenced by estrogen/progestin
therapy and raloxifene. Maturitas 2008, 59: 62—71.

Kellokoski E, Poykko SM, Karjalainen AH, Ukkola O, Heikkinen J,
Kesaniemi YA and Horkko S. Estrogen replacement therapy increases
plasma ghrelin levels. J Clin Endocrinol Metab 2005, 90: 2954-2963.
Chu MC, Cosper P, Nakhuda GS and Lobo RA. A comparison of oral
and transdermal short-term estrogen therapy in postmenopausal
women with metabolic syndrome. Fertil Steril 2006, 86: 1669—1675.
Matsubara M, Sakata I, Wada R, Yamazaki M, Inoue K and Sakai T.
Estrogen modulates ghrelin expression in the female rat stomach.
Peptides 2004, 25: 289-297.

Sugino T, Yamaura J, Yamagishi M, Kurose Y, Kojima M, Kangawa
K and Hasegawa Y, et al. Involvement of cholinergic neurons in the
regulation of the ghrelin secretory response to feeding in sheep.
Biochem Biophys Res Commun 2003, 304: 308—-312.

Broglio F, Gottero C, Van Koetsveld P, Prodam F, Destefanis S,
Benso A and Gauna C, et al. Acetylcholine regulates ghrelin secretion
in humans. J Clin Endocrinol Metab 2004, 89: 24292433,

Williams DL, Grill HJ, Cummings DE and Kaplan JM. Vagotomy
dissociates short- and long-term controls of circulating ghrelin.
Endocrinology 2003, 144: 5184—5187.

Acta Biochim Biophys Sin (2009) | Volume 41 | Issue 3 | Page 196

74

75

76

77

78

79

80

81

82

83

84

85

86

87

88

Hosoda H and Kangawa K. The autonomic nervous system regulates
gastric ghrelin secretion in rats. Regul Pept 2008, 146: 12—18.
Marzullo P, Caumo A, Savia G, Verti B, Walker GE, Maestrini S and
Tagliaferri A, et al. Predictors of postabsorptive ghrelin secretion after
intake of different macronutrients. J Clin Endocrinol Metab 2006, 91:
4124-4130.

Briatore L, Andraghetti G and Cordera R. Effect of two fasting
periods of different duration on ghrelin response to a mixed meal.
Nutr Metab Cardiovasc Dis 2006, 16: 471-476.

Isidro ML, Nemina R, Garcia-Buela J, Sangiao-Alvarellos S and
Cordido F. Effect of oral glucose on acylated and total ghrelin
secretion in acromegalic patients. Neuro Endocrinol Lett 2007, 28:
596-603.

Liu JH, Prudom CE, Nass R, Pezzoli SS, Oliveri MC, Johnson ML
and Veldhuis P, ef al. Novel ghrelin assays provide evidence for inde-
pendent regulation of ghrelin acylation and secretion in healthy young
men. J Clin Endocrinol Metab 2008, 93: 1980—1987.

Sedlackova D, Dostalova I, Hainer V, Beranova L, Kvasnickova H,
Hill M and Haluzik M, et al. Simultaneous decrease of plasma obesta-
tin and ghrelin levels after a high-carbohydrate breakfast in healthy
women. Physiol Res 2008, 57: S29—S37.

Monteleone P, Bencivenga R, Longobardi N, Serritella C and Maj M.
Differential responses of circulating ghrelin to high-fat or high-
carbohydrate meal in healthy women. J Clin Endocrinol Metab 2003,
88: 5510-5514.

Erdmann J, Lippl F and Schusdziarra V. Differential effect of protein
and fat on plasma ghrelin levels in man. Regul Pept 2003, 116:
101-107.

Foster-Schubert KE, Overduin J, Prudom CE, Liu J, Callahan HS,
Gaylinn BD and Thorner MO, et al. Acyl and total ghrelin are sup-
pressed strongly by ingested proteins, weakly by lipids, and biphasi-
cally by carbohydrates. J Clin Endocrinol Metab 2008, 93:
1971-1979.

Moesgaard SG, Ahren B, Carr R, Gram DX, Brand CL and Sundler
F. Effects of high-fat feeding and fasting on ghrelin expression in the
mouse stomach. Regul Pept 2004, 120: 261-267.

Poppitt SD, Leahy E, Keogh GF, Wang Y, Mulvey TB, Stojkovic M
and Chan YK, ef al. Effect of high-fat meals and fatty acid saturation
on postprandial levels of the hormones ghrelin and leptin in healthy
men. Eur J Clin Nutr 2006, 60: 77—84.

Erdmann J, Topsch R, Lippl F, Gussmann P and Schusdziarra V.
Postprandial response of plasma ghrelin levels to various test meals in
relation to food intake, plasma insulin, and glucose. J Clin Endocrinol
Metab 2004, 89: 3048—3054.

Bowen J, Noakes M, Trenerry C and Clifton PM. Energy intake,
ghrelin, and cholecystokinin after different carbohydrate and protein
preloads in overweight men. J Clin Endocrinol Metab 2006, 91:
1477-1483.

Blom WAM, Lluch A, Stafleu A, Vinoy S, Holst JJ, Schaafsma G and
Hendriks HFJ. Effect of a high-protein breakfast on the postprandial
ghrelin response. Am J Clin Nutr 2006, 83: 211-220.

Bowen J, Noakes M and Clifton PM. Appetite regulatory hormone
responses to various dietary proteins differ by body mass index status
despite similar reductions in ad libitum energy intake. J Clin
Endocrinol Metab 2006, 91: 2913-2919.

Lejeune M, Westerterp KR, Adam TCM, Luscombe-Marsh ND and
Westerterp-Plantenga MS. Ghrelin and glucagon-like peptide 1 con-
centrations, 24-h satiety, and energy and substrate metabolism during

9T0Z ‘'z AReN uo 158nB Aq /6I0's[eunolpioxo'sqae//:dny wouly pspeojumoq


http://abbs.oxfordjournals.org/

Ghrelin and its regulation

89

90

91

92

93

94

95

96

97

98

99

a high-protein diet and measured in a respiration chamber. Am J Clin
Nutr 2006, 83: 89-94.

Natalucci G, Riedl S, Gleiss A, Zidek T and Frisch H. Spontaneous
24-h ghrelin secretion pattern in fasting subjects: maintenance of a
meal-related pattern. Eur J Endocrinol 2005, 152: 845-850.

Harada T, Nakahara T, Yasuhara D, Kojima S, Sagiyama K, Amitani
H and Laviano A, et al. Obestatin, acyl ghrelin, and des-acyl ghrelin
responses to an oral glucose tolerance test in the restricting type of
anorexia nervosa. Biol Psychiatry 2008, 63: 245-247.

Otto B, Cuntz U, Fruehauf E, Wawarta R, Folwaczny C, Riepl RL
and Heiman ML, et al. Weight gain decreases elevated plasma ghrelin
concentrations of patients with anorexia nervosa. Eur J Endocrinol
2001, 145: R5—RO.

Makovey J, Naganathan V, Seibel M and Sambrook P. Gender differences
in plasma ghrelin and its relations to body composition and bone—an
opposite-sex twin study. Clin Endocrinol 2007, 66: 530—-537.

Liu YL, Yakar S, Otero-Corchon V, Low MJ and Liu JL. Ghrelin
gene expression is age-dependent and influenced by gender and the
level of circulating IGF-1. Mol Cell Endocrinol 2002, 189: 97—103.
Haqq AM, Farooqi IS, O’Rahilly S, Stadler DD, Rosenfeld RG, Pratt
KL and LaFranchi SH, et al. Serum ghrelin levels are inversely corre-
lated with body mass index, age, and insulin concentrations in normal
children and are markedly increased in Prader—Willi syndrome. J Clin
Endocrinol Metab 2003, 88: 174—178.

Di Francesco V, Fantin F, Residori L, Bissoli L, Micciolo R,
Zivelonghi A and Zoico E, et al. Effect of age on the dynamics of
acylated ghrelin in fasting conditions and in response to a meal. ] Am
Geriatr Soc 2008, 56: 1369—1370.

Kozakowski J, Rabijewski M and Zgliczynski W. Ghrelin—growth
hormone releasing and orexigenic hormone in men declines with age,
insulin and with decrease in testosterone concentration. Neuro
Endocrinol Lett 2008, 29: 100—106.

Carraro G, Albertin G, Aragona F, Forneris M, Casale V, Spinazzi R
and Nussdorfer GG. Age-dependent decrease in the ghrelin gene
expression in the human adrenal cortex: a real-time PCR study. Int J
Mol Med 2006, 17: 319-321.

Schutte AE, Huisman HW, Schutte R, van Rooyen JM, Malan L and
Malan NT. Aging influences the level and functions of fasting
plasma ghrelin levels: the POWIRS-Study. Regul Pept 2007, 139: 65—71.
Schneider SM, Al-Jaouni R, Caruba C, Giudicelli J, Arab K, Suavet F
and Ferrari P, et al. Effects of age, malnutrition and refeeding
on the expression and secretion of ghrelin. Clin Nutr 2008, 27:
724-731.

100

101

102

103

104

105

106

107

108

109

110

Gilg S and Lutz TA. The orexigenic effect of peripheral ghrelin
differs between rats of different age and with different baseline food
intake, and it may in part be mediated by the area postrema. Physiol
Behav 2006, 87: 353—-359.

Warzecha Z, Dembinski A, Ceranowicz P, Dembinski M, Cieszkowski J,
Bielanski W and Pawlik WW, et al. Dual age-dependent effect of ghrelin
administration on serum level of insulin-like growth factor-1 and gastric
growth in young rats. Eur J Pharmacol 2006, 529: 145—150.

Barkan AL, Dimaraki EV, Jessup SK, Symons KV, Ermolenko M and
Jaffe CA. Ghrelin secretion in humans is sexually dimorphic,
suppressed by somatostatin, and not affected by the ambient
growth hormone levels. J Clin Endocrinol Metab 2003, 88:
2180-2184.

Erdie-Lalena CR, Holm VA, Kelly PC, Frayo RS and Cummings DE.
Ghrelin levels in young children with Prader—Willi syndrome. J
Pediatr 2006, 149: 199-204.

Nagaya N, Uematsu M, Kojima M, Date Y, Nakazato M, Okumura H
and Hosoda H, et al. Elevated circulating level of ghrelin in
cachexia associated with chronic heart failure—relationships between
ghrelin and anabolic/catabolic factors. Circulation 2001, 104:
2034-2038.

Ukkola O, Poykko SM and Kesaniemi YA. Low plasma ghrelin con-
centration is an indicator of the metabolic syndrome. Ann Med 2006,
38:274-279.

Barber TM, Casanueva FF, Karpe F, Lage M, Franks S, McCarthy MI
and Wass JAH. Ghrelin levels are suppressed and show a blunted
response to oral glucose in women with polycystic ovary syndrome.
Eur J Endocrinol 2008, 158: 511-516.

Pusztai P, Sarman B, Ruzicska E, Toke J, Racz K, Somogyi A and
Tulassay Z. Ghrelin: a new peptide regulating the neurohormonal
system, energy homeostasis and glucose metabolism. Diabetes Metab
Res Rev 2008, 24: 343-352.

Karmiris K, Koutroubakis JE, Xidakis C, Polychronaki M, Voudouri T
and Kouroumalis EA. Circulating levels of leptin, adiponectin, resistin,
and ghrelin in inflammatory bowel disease. Inflamm Bowel Dis 2006,
12: 100-105.

Pacifico L, Anania C, Osborn JF, Ferrara E, Schiavo E, Bonamico M
and Chiesa C. Long-term effects of Helicobacter pylori eradication
on circulating ghrelin and leptin concentrations and body composition
in prepubertal children. Eur J Endocrinol 2008, 158: 323-332.
Isomoto H, Ueno H, Nishi Y, Yasutake T, Tanaka K, Kawano N and
Ohnita K, et al. Circulating ghrelin levels in patients with various
upper gastrointestinal diseases. Dig Dis Sci 2005, 50: 833—838.

Acta Biochim Biophys Sin (2009) | Volume 41 | Issue 3 | Page 197

9102 ‘2 Re N uo 19nB Ag /610°s [euIno [pio X0 sgge//:dny Wo.j papeo umod


http://abbs.oxfordjournals.org/

