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12.1  Introduction to the growth 
hormone/insulin-like growth 
factor (GH/IGF-1) Axis

The GH/IGF-1 axis refers to the collective and 
coordinated actions of GH and IGF-1. Both hor-
mones have a dramatic impact on adipose tis-
sue  (AT). GH promotes the release of stored 
energy by increasing lipolysis, decreasing lipo-
genesis, and influencing proliferation and differ-

entiation of the preadipocytes (Moller and 
Jorgensen 2009). In contrast, IGF-1 appears to be 
critical for hyperplasia and lipogenesis in both 
white and brown AT (Boucher et al. 2016). Thus, 
lipid metabolism and AT mass are drastically 
altered via this axis.

Human GH (hGH) is a 191 amino acid peptide 
hormone made up of four alpha helices and two 
disulfide bonds. The primary form of GH is 
22 kDa; however, additional isoforms have been 
described with different molecular weights, 
including 20 kDa (which is the second most prom-
inent form), 24 kDa, and 17.5 kDa forms. The vast 
majority of GH is produced, stored, and secreted 
by specialized cells in the anterior pituitary called 
somatotrophs. In humans, four additional closely 
related genes have been described in the GH gene 
cluster, including CSL, CSA, GHV, and CSB; how-
ever, production of these alternate forms of GH are 
limited to the placenta during pregnancy in females 
and are thought to be important for fetal growth 
and development (Chellakooty et al. 2004).

Secretion of GH occurs in a pulsatile fashion. 
GH synthesis and release are stimulated by 
GH-releasing hormone (GHRH) and inhibited by 
somatostatin (SST), which are both produced in 
the hypothalamus (Fig.  12.1a). Multiple feed-
back loops contribute to the regulation of GH 
release. For example, high serum GH levels act 
directly on the hypothalamus to inhibit GH 
release by inducing SST release and inhibiting 
GHRH secretion (Muller 1990; Muller et  al. 
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1999). Additionally, high serum IGF-1 levels act 
on the hypothalamus and the pituitary to decrease 
GH secretion (Muller 1990; Muller et al. 1999).

Once secreted, circulating GH binds to the 
GHR on various tissues (Fig. 12.1b). The GHR is 
a class 1 cytokine receptor that exists as a pre-
formed homodimer (Brooks and Waters 2010). 
The receptor is expressed ubiquitously in tissues 
throughout the body, including but not limited to 
muscle, white and brown AT, liver, kidneys, heart, 
intestines, and lungs (Brown et  al. 2005; Zou 
et al. 1997; Vikman et al. 1991). The extracellular 
GH-binding domain of the GHR can be cleaved 
by metalloproteases and/or alternatively spliced 

to produce a soluble GH-binding protein that is 
also found in circulation with ~50% of circulat-
ing GH being bound to this GH-binding protein 
(Herrington et al. 2000). Upon GH binding to the 
predimerized receptor, a conformational change 
in the intracellular domain of GHR results in 
transphosphorylation and activation of associated 
tyrosine kinases (JAK2) (Brooks et al. 2014). As 
a result, tyrosines in the cytoplasmic domain of 
GHR are phosphorylated, which provide a 
 docking site for signal transducer and activator of 
transcription 5 (STAT5) and result in the recruit-
ment of additional intracellular signaling mole-
cules (Brooks et al. 2014). Phosphorylation and 

Fig. 12.1 (a) Regulation of pituitary GH.  Growth 
hormone- releasing hormone (GHRH) and somatostatin 
(SST) are released from the hypothalamus and stimulate or 
inhibit GH secretion, respectively. The GH-GHR interaction 
results in production of IGF-1 by various target tissues. 
IGF-1 and GH act in a negative feedback manner to reduce 
GH secretion. GH secretion is altered by other factors such 
as leptin, free fatty acids (FFAs), and estrogen. (b) The intra-
cellular signaling cascade of GHR in response to GH bind-

ing. GH binding to the GHR induces a canonical pathway 
that includes GHR-JAK2-STAT5. STAT5 is phosphorylated 
and activated in response to GH binding and regulates gene 
transcription. Other signaling pathways include insulin 
receptor substrate (IRS) 1 and subsequent activation of 
mechanistic target of rapamycin (mTOR) and activation of 
extracellular signal-regulated kinase (ERK) and c-Jun 
N-terminal kinase (JNK) via Src. (Adapted with permission 
Berryman et al. (2015) and Kopchick and Andry (2000))
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activation of STAT5 allows for dissociation from 
the GHR, dimerization and translocation to the 
nucleus, where it regulates gene expression 
(Wells 1996). While the JAK-STAT pathway 
appears to predominate in most cells, additional 
pathways, such as mechanistic target of rapamy-
cin (mTOR), extracellular signal-regulated 
kinase (ERK), and c-Jun N-terminal kinase 
(JNK) (Brooks and Waters 2010), are also acti-
vated in response to GH binding to GHR.

As stated previously, production of IGF-1 
resulting from GH-GHR signaling is an impor-
tant mediator of GH action as hinted in IGF-1’s 
previously accepted name somatomedin or “to 
mediate the actions of GH.” While IGF-1 is pro-
duced in many tissues and functions in a para-
crine and autocrine manner, the vast majority 
(70–90%) of IGF-1 found in the bloodstream – 
referred to as “endocrine” IGF-1 – comes from 
the liver. While the majority of this chapter will 
focus on GH’s action, it is important to note that 
the tight association between GH signaling and 
IGF-1 production often makes it difficult to dis-
cern the effects of GH versus that of IGF-1.

12.2  Role of GH in Nutrient 
Metabolism

GH plays a role in a variety of pathways related 
to energy metabolism and storage, counterbal-
ancing the effect of insulin. In the postprandial 
state, GH secretion is suppressed, and insulin lev-
els are increased, promoting glucose uptake and 
adipogenesis (Moller and Jorgensen 2009; 
Rabinowitz et al. 1965). In contrast, under fasting 
conditions, GH levels increase, and insulin levels 
are suppressed, increasing lipolysis and hepatic 
glucose output. Figure  12.2 further depicts the 
role of GH in major metabolic tissues.

As AT is the largest energy reservoir in the 
body, it is not surprising that GH has a significant 
influence on AT. For example, administration of 
human GH (hGH) stimulates lipolysis when 
injected into healthy humans or GH deficient 
(GHD) patients (Beck et  al. 1957; Raben and 
Hollenberg 1959; Ikkos et al. 1959). The striking 
lipolytic effect of GH is thought to be mediated, 
in part, through the stimulation of hormone- 
sensitive lipase (HSL), a critical enzyme for 

Pituitary

GH

Fat
↓ lipogenesis
↑ lipolysis
↓ glucose uptake
↑ insulin resistance

Muscle
↑ fat oxidation
↑ protein synthesis
↑ nitrogen retention
↓ glucose uptake
↑ insulin resistance

Liver
↑ fat oxidation
↑ gluconeogenesis
↑ glycogenolysis

Pancreas
↑ insulin secretion
(primarily due to to 
insulin resistance/ 
↑FFA)

IGF-1

-

Fig. 12.2 Summary of metabolic effects of GH. GH pro-
motes insulin secretion from the pancreas, which is pri-
marily due to the increase in insulin resistance in other 
tissues as well as the increase in circulating free fatty 
acids.  In fat, GH increases lipolysis and decreases lipo-
genesis, leading to increased free fatty acids in circulation 
and decreased adiposity. In the muscle, GH increases fat 
oxidation, protein synthesis, and nitrogen retention while 

decreasing glucose uptake. In the liver, GH increases fatty 
acid oxidation and glucose production while decreasing 
hepatic fat content. Endocrine IGF-1 is mainly produced 
by the liver and acts in a negative feedback loop to 
decrease GH secretion from the pituitary indicated by the 
dashed arrow. Chronic excess GH and increased IGF-1 
induce insulin resistance and hyperglycemia contributing 
to the diabetogenic effect of GH
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lipolysis (Florini et al. 1996; Franco et al. 2005; 
Yang et  al. 2004; Yip and Goodman 1999; 
Richelsen et al. 2000). However, more recent evi-
dence has implicated other molecules in GH’s 
lipolytic action, including adipose triglyceride 
lipase, perilipin, and cell death-inducing DFFA- 
like effector A (Karastergiou et al. 2016). Because 
of GH’s potent lipolytic effect, the total amount 
of AT is dramatically reduced under conditions of 
GH excess (Abrahamsen et  al. 2004; Chihara 
et al. 2010). In addition to an increase in lipoly-
sis, GH impairs lipogenesis, with many studies 
pointing to a decrease in lipoprotein lipase (LPL) 
protein activity (Richelsen et  al. 2000; Murase 
et al. 1980; Asayama et al. 1984). Interestingly, 
both spontaneous and stimulated GH secretion 
are blunted with obesity (Rasmussen 2010), 
which could further exacerbate the excess in AT 
accumulation as will be discussed in more detail 
later in this chapter.

GH also impacts nutrient metabolism in the 
liver. GH stimulates hepatic glucose production 
through gluconeogenesis and glycogenolysis, but 
whether GH preferentially stimulates one path-
way remains unclear as there is evidence to sup-
port both possibilities (Lindberg-Larsen et  al. 
2007; Sakharova et al. 2008; Ghanaat and Tayek 
2005; Hoybye et  al. 2008). In addition, GH has 
been shown to play a key role in hepatic lipid pro-
cessing (Fan et al. 2009b; Cui et al. 2007). That is, 
a reduction in circulating levels of GH or defects 
in hepatic GH signaling results in hepatic steato-
sis that can be somewhat alleviated with GH treat-
ment (Kredel and Siegmund 2014; Diniz et  al. 
2014; Nishizawa et al. 2012). More recently, GH 
has been shown to inhibit hepatic de novo lipo-
genesis (Cordoba-Chacon et al. 2015; Christ et al. 
1999) and potentially promote ectopic fat deposi-
tion in extrahepatic tissues (Wang et al. 2007).

The skeletal muscle is another major target of 
GH.  GH is well known to promote nitrogen 
 retention and protein synthesis in this tissue 
(Jorgensen et al. 1990; Moller et al. 2009). In the 
fasting state, GH preserves positive nitrogen bal-
ance, maintains lean body mass, and increases 
resting energy expenditure (Mulligan et al. 1998). 
Unlike the role of GH in AT, GH upregulates LPL 

mRNA expression and induces FFA uptake 
(Khalfallah et  al. 2001; Oscarsson et  al. 1999) 
and fat oxidation in skeletal muscle (Bastie et al. 
2005; Kim et  al. 2009; Ehrenborg and Krook 
2009). Typically, GH secretion is inhibited by an 
excess of macronutrients; however, some evi-
dence suggests that certain amino acids promote 
GH secretion (van Vught et al. 2008). Collectively, 
this suggests that there is a link between GH and 
amino acid metabolism and that the metabolic 
effects of GH are largely dependent on nutritional 
state.

As a chapter focused on GH and obesity, it is 
important to emphasize that GH is well known to 
be a diabetogenic hormone, inducing insulin 
resistance, hyperinsulinemia, and hyperglycemia 
(Fathallah et al. 2015). For example, classic stud-
ies show that fasting and postprandial perfusion 
of GH through the brachial artery inhibits muscle 
glucose uptake in an acute manner (Rabinowitz 
et  al. 1965; Rabinowitz and Zierler 1963; 
Fineberg and Merimee 1974). There appears to 
be multiple ways in which GH contributes to 
insulin resistance. There is evidence that GH may 
directly block insulin-signaling intermediates, 
such as p85α, and suppress insulin receptor sub-
strate 1 (IRS-1)-associated phosphatidylinositol 
3-kinase (PI3K) activity, both key modulators of 
insulin signaling (del Rincon et  al. 2007). 
However, this evidence is mainly limited to 
rodent models.  The increase in glucose output by 
the liver as well as the increased lipolysis, which 
causes substrate competition between lipids and 
glucose, also contributes to GH’s  diabetogenic 
effect. Moreover, some evidence shows that GH 
may affect insulin secretion by influencing β-cell 
function (Zhang et  al. 2004; Shin-Hye 
and Mi-Jung 2017). In fact, prolonged exposure 
to elevated levels of GH may lead to pancreatic 
β-cell failure, resulting in type 2 diabetes (Shadid 
and Jensen 2003). However, a study using β-cell 
growth hormone receptor knockout (βGHRKO) 
mice on a high-fat diet shows that GH is neces-
sary for  β-cell proliferation and glucose- 
stimulated insulin secretion (Wu et  al. 2011). 
Thus, it is imporant to recognize that the affect of 
GH on β-cell function is complex. 

B. Henry et al.
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12.3  Clinical Conditions 
and Mouse Lines 
with Alterations in the GH 
Axis

Extremes in the GH/IGF-1 axis in both humans 
and mice have allowed researchers to uncover 
many of GH’s actions. Examples of these 
extremes include (1) elevated GH action found in 
humans with acromegaly/gigantism and bovine 
GH (bGH) transgenic mice, (2) decreased GH 
action found in GHD in humans and GHR antag-
onist (GHA) mice among other mouse lines, and 
(3) complete GH resistance found in humans 
with Laron syndrome (LS) and GHR gene- 
disrupted (GHR-/-) mice. While a more detailed 
summary will be provided below, Table  12.1 
summarizes the general effects associated with 
these clinical conditions along with a comparable 
mouse line of excess, reduced, and absence of 
GH signaling. Note that these mouse lines share 
many features with the clinical conditions, mak-
ing them a valuable resource to do more invasive 
experimental measures.

12.3.1  Acromegaly and Gigantism

Acromegaly is a rare disorder characterized by 
chronically elevated circulating GH levels and 
subsequently increased production of IGF-1. In 
adults and children, acromegaly can arise from 
various etiologies. The most common cause of 
acromegaly is a somatotropic pituitary adenoma; 
yet, other causes include ectopic tumors outside 
the pituitary gland that produce GH or GHRH 
(Melmed 2009, 2011; Katznelson et  al. 2014). 
Adults with acromegaly can experience head-
aches and visual impairment associated with the 
tumor mass and symptoms related to elevated 
GH action, including frontal bossing, coarse 
facial features, and soft tissue swelling; as such, a 
common diagnostic sign for acromegaly is a 
change in ring, shoe, or hat size (Katznelson et al. 
2011; Abreu et al. 2016). In children, prior to the 
closure of the epiphyseal growth plate, gigantism 
results (Kopchick et al. 2014). Since excess GH 
action disrupts glucose homeostasis, individuals 
with acromegaly are reported to have increased 
fasting glucose levels, insulin resistance, and 

Table 12.1 Phenotypic summary of GH clinical conditions and comparable mouse line

Excess GH action Reduced GH action Absent GH action

Variable
Acromegaly/
gigantism bGH GHDa GHAb Laron GHR-/-

GH defect Hypersecretion 
of GH

Transgenic for 
bovine GH

Many 
variations

Transgenic for GHR 
antagonist gene

Mutation of 
GHR

Disruption of 
Ghr gene

GH action ↑↑ ↑↑ ↓ ↓ Absent Absent
GH ↑↑ ↑↑ ↓ ↑ ↑ ↑
IGF-1 ↑↑ ↑↑ ↓ ↓ ↓↓ ↓↓
Growth/body 
weight

↑↑a ↑↑ ↓ ↔a ↓ ↓↓ ↓↓

Insulin 
sensitivity

↓ ↓ ↑ ↓ ↔ ↑↓ c ↑

Lifespan ↓ ↓ ↔ ↔ ↔ ↑
Adapted and reused with permission (Troike et al. 2017)
↑ increase, ↔ no change, ↓ decrease
aDepends on age of onset
bComparable to congenital GHD
cDepends on Israeli or Ecuadorian cohort. Israeli cohort tends to have higher insulin levels (Laron et al. 2006)
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type 2 diabetes (Abreu et al. 2016). Acromegaly 
results in a twofold increase in overall mortality 
with the most common causes of death being 
heart disease, such as cardiac hypertrophy and 
congestive heart failure (Abreu et al. 2016; Colao 
et al. 2004; Katznelson et al. 2011), and cancer, 
such as colon, breast, and thyroid cancer (Rokkas 
et  al. 2008; Rogozinski et  al. 2012; dos Santos 
et al. 2013; Jenkins 2006). Overall, if individuals 
with acromegaly do not receive treatment, their 
lifespan is projected to be decreased by an aver-
age of 10  years (Melmed 2009). Treatment 
resolves the elevated levels of GH and IGF-1, 
arrests tumor growth, manages the complications 
and pituitary function, and restores mortality 
rates to normal (Melmed et al. 2014). Typically to 
accomplish the above goals, an individual with 
acromegaly may undergo transsphenoidal surgi-
cal resection, radiation of the pituitary adenoma, 
or biochemical management through SST ana-
logs or pegvisomant (Katznelson et  al. 2014). 
After reduction of the tumor and suppression of 
GH action through surgery or medication, 
patients have reduced incidence of comorbidities 
and increased adiposity.

12.3.2  Growth Hormone Deficiency 
(GHD)

GHD is a disease in children and adults defined 
by low levels of GH and IGF-1, resulting from 
various abnormalities in the GH-IGF-1 axis 
(Mullis 2007). The pathogenesis of GHD differs 
between congenital and acquired deficiencies. 
Congenital GHD can broadly manifest from 
either the absence of the pituitary gland or genetic 
mutations in GH, GHRH, or pituitary transcrip-
tion factors crucial to pituitary development 
(Mullis 2007). Meanwhile, acquired GHD arises 
from different and widely varying causes, includ-
ing nonfunctioning pituitary adenoma, central 
nervous system (CNS) trauma, idiopathic hypo-
pituitarism, and treatment of pituitary adenomas 
and CNS tumors that lead to hypopituitarism 
(Alatzoglou et  al. 2014). The clinical presenta-
tion of GHD depends upon the age of onset. 
Children with congenital or acquired GHD 
exhibit stunted growth and increased fat mass; 

they also have a higher risk of developing 
hyperlipidemia and dramatic hypoglycemic epi-
sodes (Smuel et  al. 2015). The lack of growth 
tends to be more exaggerated for children with 
congenital GHD than children diagnosed with 
acquired GHD.  Adults with GHD present with 
more generalized and nonspecific symptoms, 
including decreased muscle mass and energy, 
lower bone density, anxiety, depression, and 
increased adiposity along with an overall decline 
in quality of life (Molitch et al. 2011; Reed et al. 
2013). Treatment goals for GHD also depend on 
the age of onset. Administration of recombinant 
hGH increases linear growth, reduces the risk of 
increased adiposity, and improves self-reported 
quality of life (Alatzoglou et al. 2014; Grimberg 
et al. 2016). However, long-term GH therapy in 
children has been correlated with a higher inci-
dence of type 2 diabetes and is controversial on 
whether it promotes the development of malig-
nancies or shortens lifespan (Alatzoglou et  al. 
2014). In adults, GH therapy reduces generalized 
symptoms yet increases the risk of developing 
type 2 diabetes. Due to these potential harmful 
effects of GH therapy, children and adults need to 
be carefully assessed and managed to ensure the 
best treatment outcome.

12.3.3  Laron Syndrome (LS)

GH insensitivity, more commonly known as LS, 
is a disorder characterized by high GH and low 
IGF-1 levels. Most commonly caused by an auto-
somal recessive mutation in the GHR gene, indi-
viduals with LS present similar to patients with 
congenital GHD with extremely stunted growth. 
This mutation confers the GHR protein nonfunc-
tional; thus, the downstream effects of GH, 
including the production of IGF-1, are severely 
attenuated (Laron et al. 1968). Due to the loss of 
negative feedback from IGF-1, these individuals 
have elevated circulating GH levels (Laron et al. 
1968). LS is characterized by severe growth 
retardation, obesity, and reduced lean body mass 
(Laron and Kauli 2016). The risk of developing 
insulin resistance and type 2 diabetes varies 
among the different LS cohorts in Israel, Turkey, 
and Ecuador. For instance, the cohorts in Israel 

B. Henry et al.
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and Turkey have higher levels of insulin and can 
develop type 2 diabetes later in life (Agladioglu 
et al. 2013; Laron and Kauli 2016). On the other 
hand, a cohort of LS patients from Ecuador 
appear to maintain insulin sensitivity and be pro-
tected from type 2 diabetes (Guevara-Aguirre 
et al. 2015). To date, the reason behind these dif-
ferences in cohorts is not well understood and is 
being currently explored. Interestingly, all 
cohorts of LS appear to be protected from devel-
oping cancer (Shevah and Laron 2007; Steuerman 
et  al. 2011; Laron and Kauli 2016; Guevara- 
Aguirre et  al. 2011). Through treatment with 
recombinant IGF-1 (rIGF-1), LS individuals 
observe a resolve in the growth discrepancy and 
an  increase in bone mineral density; however, 
severe adverse reactions, including increased adi-
posity and insulin resistance, can accompany 
these benefits (Laron 2015).

12.3.4  Mouse Lines

Many different animal models exist to explore 
the physiological and metabolic impact of GH 
action. This section will concentrate on mice 
with alterations in GH action for the following 
reasons: (1) mice are anatomically, physiologi-
cally, and genetically similar to humans with 
fairly short gestation periods and lifespans; and 
(2) mouse genomes are easy to manipulate, 
allowing for alterations in GH action at the 
whole-body and tissue-specific level. While 
many mouse lines are available with alterations 
in the GH/IGF-1 axis, this chapter will describe 
the most well-studied lines as well as those lines 
most in common to the aforementioned clinical 
conditions.

12.3.5  Increased GH Action

Bovine GH transgenic mice Bovine GH trans-
genic (bGH) mice have been genetically engi-
neered to constitutively overexpress GH 
(Fig.  12.3). Similar to acromegaly, bGH mice 
have elevated plasma levels of GH and IGF-1 
(Kopchick and Laron 1999). Overall, this mouse 
line experiences increased lean mass and 

decreased fat mass, as will be discussed more in 
the next section. bGH mice also have similar 
comorbidities as acromegaly. For instance, bGH 
mice have disrupted glucose homeostasis, insulin 
resistance, and hyperinsulinemia (Kopchick and 
Laron 1999; Berryman et al. 2004; Palmer et al. 
2009). bGH mice also develop cardiomegaly and 
hepatomegaly and have marked cardiac, vascular, 
and kidney damage (Berryman et  al. 2006; 
Kopchick et  al. 2014; Miquet et  al. 2013). 
Additionally, bGH mice have a greater incidence 
of tumors and dramatically shorter lifespans, 
reduced by approximately 50% compared to their 
littermate controls (Bartke 2003; Kopchick et al. 
2014). Due to these similarities, bGH mice pro-
vide an opportunity to more invasively study the 
condition of acromegaly.

12.3.6  Decreased GH Action

There are multiple mouse lines with decreased 
GH action that mimic the clinical states associ-
ated with reduced GH action. Examples include 
the GHA mouse line, which has decreased GH 
action and similar to congenital GHD, and the 
GHR-/- mouse line, which  do not have a GHR 
and are similar to LS (Fig. 12.3). In addition, there 
are hypopituitarism mouse lines (Ames dwarf and 
Snell dwarf) that lack GH as well as other pitu-
itary-derived hormones. More recently, two sepa-
rate adult-inducible lines with reduced GH action 
have been described that mimic acquired GHD. In 
addition, several tissue- specific GHR knockouts 
have been generated to explore the influence of 
GH on individual cells, tissues, and organs (List 
et al. 2014; Romero et al. 2010; Lu et al. 2013; 
Wu et al. 2011; List et al. 2013; Fan et al. 2009a, 
2014; List et al. 2015; Mavalli et al. 2010). These 
tissue-specific lines, while helpful in elucidating 
the effect of GH on a particular tissue, do not rep-
licate a clinical condition and so will not be dis-
cussed in detail in this chapter.

Mice with hypopituitarism Ames and Snell dwarf 
mice were among the first mice described with a 
genetic mutation that resulted in GHD and overall 
hypopituitarism. Both mouse lines exhibit dwarf-
ism, increased adiposity, improved glucose tolerance, 

12 Obesity and the Growth Hormone Axis



328

increased insulin sensitivity, and extended lifes-
pans (Bartke & Westbrook, 2012; Hill et al. 2016). 
Similar to congenital GHD individuals, these mice 
have mutations in homeobox protein prophet of 
PIT1 (PROP1) for Ames mice and pituitary tran-
scription factor (PIT1) for Snell mice that results 
in improper development of the pituitary gland 
(Bartke and Westbrook 2012; Flurkey et al. 2001; 
Andersen et al. 1995; Sornson et al. 1996; Junnila 
et al. 2013). Importantly, these dwarf lines experi-
ence deficiencies in three anterior pituitary hor-
mones (prolactin, GH, and thyroid- stimulating 
hormone), making it difficult to determine the spe-
cific contribution of GH to their phenotypes 
(Bartke & Westbrook, 2012). Still, many of their 
features are shared with GHR-/- mice, suggesting 
that GH is critical to the observed phenotype 
(Bartke & Westbrook, 2012).

GHR antagonist transgenic mice GHA mice 
have a number of similarities with congenital 
GHD. GHA mice express a mutated bGH gene, 
in which the codon for glycine at position 119 is 
substituted for a larger amino acid (Chen et al. 
1991). This single substitution results in the 
production of a protein that competes with 
endogenous GH for GHR binding and results in 
a marked reduction, but not elimination, of 
GH-induced intracellular signaling. GHA mice 
are intermediate in size between the global GHR 
knockout (GHR-/-) and wild-type (WT) mice 
(Fig.  12.3) (Kopchick et  al. 2014). GHA mice 
have overall reduced levels of IGF-1 and lean 
mass but increased adiposity (Berryman et  al. 

2004). Yet, these mice maintain insulin sensitiv-
ity and are protected from developing type 2 
diabetes and comorbidities associated with obe-
sity, even when placed on a high-fat diet (HFD) 
(Yang et  al. 2015), although there is evidence 
that their insulin sensitivity deteriorates with 
advancing age (Berryman et  al. 2014). 
Strikingly, the GHA mice are the only mice that 
have decreased GH action and do not exhibit a 
significant increase in lifespan (Coschigano 
et al. 2003; Berryman et al. 2013).

GHR-/- mice The GHR-/- mice are analogous to 
LS patients (Kopchick and Laron 2011). Both are 
dwarf and resistant to GH action with very low 
IGF-1 and elevated GH levels (Zhou et al. 1997) 
(Fig.  12.3). GHR-/- mice have decreased lean 
mass, smaller organs, and increased total adipos-
ity (Berryman et al. 2004; Berryman et al. 2010). 
Yet despite excess AT throughout life, these mice 
are also extremely insulin sensitive (Berryman 
et  al. 2004; Lubbers et  al. 2013). Interestingly, 
these mice are resistant to many age-associated 
complications compared to their littermate con-
trols. In contrast to what is observed in bGH mice, 
GHR-/- mice are protected from neoplastic dis-
eases (Ikeno et  al. 2009). Furthermore, GHR-/- 
mice are extremely long-lived, living about a year 
longer than a typical mouse. This increased lifes-
pan has been reproduced in different laboratories 
and under different experimental conditions, 
including alterations in sex, genetic background, 
and diet composition (Coschigano et  al. 2003; 
Bonkowski et al. 2006; Brown-Borg et al. 2009).

Fig. 12.3 Mice with 
altered GH action. From 
left to right: a wild-type 
mouse, a bGH mouse 
with increased GH 
action, a GHA mouse 
with decreased GH 
action, and a GHR-/- 
mouse with no GH 
action. (Figure adapted 
and reused with 
permission Berryman 
et al. (2011))
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Reduction of GH action in adulthood All the 
mouse lines reported thus far have the alteration 
in GH action throughout life. More recently, two 
mouse lines have been genetically engineered to 
have a decrease in GH action in adulthood; there-
fore, these lines more closely resemble adult- 
onset GHD.  One of these mouse lines, 
the  adult-onset-isolated GHD line (AOiGHD), 
employs the inducible Cre-Lox system and dip-
theria toxin to ablate somatotrophs (Luque et al. 
2011). Circulating levels of GH and IGF-1 are 
decreased but still detectable in these mice after 
induction. Interestingly, even partial GH disrup-
tion, as shown in these mice, has a dramatic 
impact on metabolic function, resulting in 
improved insulin sensitivity. A second line, called 
aGHRKO for adult-onset GHR deletion, was 
developed in which the Ghr is temporally deleted 
using an ubiquitously expressed tamoxifen- 
inducible Cre-Lox system (Junnila et  al. 2016). 
These mice have improved insulin sensitivity, 
increased adiposity, and, at least in the female 
mice, improved longevity (Junnila et  al. 2016). 
However, it is important to note that there are 
limitations to this line as the Ghr gene is not dis-
rupted in a similar fashion in all tissues, which 
could influence interpretation of the data gener-
ated with these mice.

12.4  Adipose Tissue and GH

Circulating GH levels have an inverse relation-
ship with AT mass in both humans and mice. As 
expected and in accordance with significant 
changes in fat mass, GH influences adipokine 
secretion as well as other properties of AT. The 
action of GH on AT provides a unique perspec-
tive on the relationship between AT and health. 
That is, we typically associate excess fat mass 
with a decrease in insulin sensitivity and other 
obesity-related chronic conditions, whereas a 
reduced AT mass is usually considered favorable 
for metabolism and health. Mice with excess GH 
action, such as bGH mice, are lean but exhibit 
deleterious metabolic and lifespan consequences; 
conversely, mice with a reduction in GH action 
are obese yet lack the metabolic dysfunction 

associated with obese states. These contradictory 
and counterintuitive phenotypes  – unhealthy 
leanness and healthy obesity – allow us to exam-
ine not only the biological effects of GH on AT 
but also the properties of excess AT that contrib-
ute to overall metabolic dysfunction.

12.4.1  Body Composition

Excess GH reduces overall adiposity. For exam-
ple, in individuals with acromegaly, AT mass is 
drastically reduced (Bengtsson et  al. 1989; 
Moller and Jorgensen 2009; Berryman et  al. 
2004) while normalizing GH levels when treating 
acromegaly increases adiposity (Bengtsson et al. 
1989; Gibney et al. 2007). Likewise, adult bGH 
mice are leaner than littermate controls, having 
notably less fat mass for most of their adult lives 
(Fig. 12.4) (Berryman et al. 2004). However, the 
longitudinal body composition data for bGH 
mice reveals several important observations 
regarding fat mass, more than can be feasibly 
observed with clinical populations. First, while 
they show resistance to midlife gains in AT, bGH 
mice have greater fat mass at younger ages (less 
than 3 months of age for males and 4 months of 
age in females), suggesting a role of the GH/
IGF-I axis in establishing the number of 
adipocyte- competent cells within the tissue 
(Palmer et  al. 2009). Second, male and female 
mice respond differently to excess GH, with 
females showing some delay and less exagger-
ated changes in body composition. This longitu-
dinal study reveals the importance of both age 
and sex when studying the effects of GH on 
AT. Finally, bGH mice are also resistant to diet- 
induced obesity and exhibit distinct patterns of 
nutrient partitioning with high-fat feeding, in par-
ticular having preferential accumulation of lean 
tissue instead of AT (Olsson et al. 2005; Berryman 
et al. 2006).

Conversely, decreased GH action consistently 
increases adiposity. Children and adults with 
GHD have increased fat mass with greater trun-
cal fat deposition (Boot et al. 1997; De Boer et al. 
1992), which begins to reverse with the adminis-
tration of hGH (Rodriguez-Arnao et  al. 1999). 
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Similar to the decreased GH action in GHD 
adults and children, LS patients experience 
increased central and total adiposity (Laron & 
Kauli, 2016). Likewise, mice with decreased GH 
action have increased fat mass, although there is 
evidence that the trend may be age- and/or sex- 
dependent. For example, Ames and Snell mice 
have been reported to have increased adiposity 
(Bartke and Westbrook 2012; Hill et  al. 2016). 
However, a cross-sectional study with Ames mice 
reports that while both female and male Ames 
mice have a higher percentage of body fat com-
pared to WT controls at younger ages, the per-
centage of body fat is decreased relative to the 
WT controls at older ages (Heiman et al. 2003). 
Longitudinal body composition data are also 
available for GHR-/-, GHA, and aGHRKO mice; 
all three lines have increased fat mass throughout 
life, albeit the increase in AT is less dramatic for 
females (GHA and GHR-/- mice shown in 
Fig. 12.4) (Berryman et al. 2014; Berryman et al. 
2010; Junnila et  al. 2016). Further, when GHA 
and GHR-/- mice are fed a HFD, both lines are 
more susceptible to gaining additional fat mass 
when compared to WT mice and yet remain resil-

ient to the detrimental effects of high-fat feeding 
on glucose homeostasis and insulin sensitivity 
(Robertson et  al. 2006; Berryman et  al. 2006; 
Yang et al. 2015).

12.4.2  Adipokines

As would be expected with such dramatic 
changes in adiposity, adipokine levels are altered 
in clinical states and mouse lines with altered 
GH-induced signaling. Overall, GH action is 
negatively correlated with leptin and adiponectin 
levels. For example, individuals with acromegaly 
have decreased levels of leptin and adiponectin, 
while treatment increases leptin levels (Lam et al. 
2004; Silha et  al. 2003; Sucunza et  al. 2009; 
Reyes-Vidal et al. 2014). Other adipokines, such 
as vaspin, visfatin, and omentin, have also been 
shown to be increased in acromegaly and 
decreased upon or after treatment (Ciresi et  al. 
2015; Olarescu et  al. 2015b). Notably, two vis-
ceral AT adipokines, vaspin and visfatin, have 
been proposed as biomarkers of visceral AT dys-
function with acromegaly (Ciresi et  al. 2015). 
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Fig. 12.4 Comparison of body fat percentage in mice 
with altered GH action. Male and female bGH mice have 
greater body fat percent than WT mice earlier in life, a 
trend that starts to reverse at 4 and 6  months of age, 
respectively (left). Fat percentage is greater in male and 
female GHA mice compared to controls throughout life. 

Male GHR-/- mice have markedly increased body fat per-
cent compared to controls and appear to rapidly accumu-
late fat during the first 4  months of life. Increased 
percentage of fat is also observed in female GHR-/- mice 
compared to controls, albeit not as drastic. (Republished 
with permission Troike et al. (2017))
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bGH mice, like the clinical correlate, also have 
decreased levels of leptin, adiponectin, and resis-
tin (Lubbers et al. 2012).

While data from GHD patients varies based 
on age and likely etiology, adipokine levels in LS 
and mouse lines with reduced GH action are 
fairly consistent and show an overall opposite 
trend seen in acromegaly and bGH mice. For 
GHD, children before puberty have been shown 
to have no alterations in leptin, visfatin, resistin, 
and omentin levels (Ciresi et al. 2016). However, 
another study reports children with GHD treated 
with GH have increased leptin levels and reduced 
resistin and tumor necrosis factor-alpha (TNF-α) 
levels (Meazza et al. 2014). GH treatment tends 
to increase visfatin and decrease leptin and omen-
tin (Ciresi et al. 2016). Children and adults with 
LS experience increased leptin levels; similarly, 

total adiponectin and high molecular weight 
(HMW) adiponectin are elevated (Laron 2015). 
As for mouse lines with reduced GH action, 
Ames, Snell, GHA, GHR-/-, AOiGHD, and 
aGHRKO mice have either unchanged or ele-
vated leptin levels, which is partly dependent on 
age, and have markedly elevated total and HMW 
adiponectin levels  (Lubbers et  al. 2012; Bartke 
and Westbrook 2012; Masternak et al. 2006. The 
exception to this observation is the AOiGHD 
mice, in which adiponectin levels are unchanged 
(Lubbers et al. 2012). Of note, when placed on a 
HFD, Ames mice appear to be protected from 
pro-inflammatory adipokines with no difference 
in adiponectin or leptin levels compared to Ames 
mice on a standard chow diet (Hill et al. 2016).

As summarized in Table 12.2, leptin and adi-
ponectin show an interesting relationship with fat 

Table 12.2 Summary of AT in mice with altered GH

Mouse 
line GH signaling % fat mass Leptin Adiponectin Citations
bGH ↑ ↑ early life (before 

3 months)
↓ later life
(after 4 to 6 months 
in males and 
females, 
respectively)

↓ ↓ Palmer et al. (2009), 
Berryman et al. (2004), Wang 
et al. (2007)

AOiGHD ↓ in adulthood 
(starting at 
10–12 weeks of 
age)

↑
(after induction)

↑ ↔ Luque et al. (2011), Lubbers 
et al. (2013)

aGHRKO ↓ in adulthood 
(starting at 
6 weeks of age)

↑
(after induction)

↔ ↑ Junnila et al. (2016)

GHA ↓ ↑
(increases 
dramatically with 
advancing age)

↑
(increases 
dramatically with 
advancing age)

↑ Berryman et al. (2004), Yakar 
et al. (2004), Lubbers et al. 
(2013), Berryman et al. 
(2014)

GHR-/- Absent ↑ ↔, ↑ ↔,↑ Berryman et al. (2004), 
Berryman et al. (2006), 
Berryman et al. (2010), Li 
et al. (2003), Egecioglu et al. 
(2006), Lubbers et al. (2013)

Snell ↓ ↑ ↑ ↑ Heiman et al. (2003), Wang 
et al. (2006), Wang et al. 
(2007)

Ames ↓ ↑ ↔, ↑ ↑ (Bartke (2008), Flurkey et al. 
(2001), Alderman et al. 
(2009), Combs et al. (2003), 
Lubbers et al. (2013)

↑ increase, ↔ no change, ↓ decrease
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mass and GH signaling. That is, adiponectin and 
leptin are both increased with a reduction in GH 
signaling and decreased with excess GH signal-
ing. Although leptin levels are consistent with 
what would be expected based on fat mass, low 
levels of leptin rather than high levels of leptin 
are more commonly associated with improved 
insulin sensitivity, an improved metabolic profile, 
and increased longevity (Stenholm et  al. 2011; 
Arai et  al. 2011). Unlike leptin, adiponectin is 
considered a beneficial adipokine and is usually 
negatively associated with obesity and positively 
associated with insulin sensitivity and longevity 
(Stenholm et al. 2011; Arai et al. 2011). In these 
mice as well as the comparable clinical condi-
tions, adiponectin is positively associated with 
fat mass. This unusual relationship has given sig-
nificant attention to these adipokines and their 
role in promoting the GH-induced phenotype.

12.4.3  GH Alters AT in a Depot- 
Specific Manner

Data from both clinical studies and mice reveal 
that GH’s effects are not uniform across all AT 
depots. In fact, even without considering clinical 
conditions of extreme GH action, visceral adi-
posity is a stronger indicator of 24-h endogenous 
GH secretion than total fat mass (Vikman et al. 
1991), suggesting a close association between 
GH action and visceral depots in humans. 
Accordingly, while subcutaneous and visceral 
depots are decreased with acromegaly, the great-
est reduction of white AT mass occurs in the vis-
ceral depot (Freda et al. 2008). In humans with 
GHD, GH treatment (0.013–0.026  mg/kg/day) 
reduces total body fat by 9.4%, with again the 
visceral AT being more impacted than subcutane-
ous AT (30% versus 13% reduction, respectively) 
(Bengtsson et  al. 1993). In another study, after 
GHD adults were treated with GH, total body fat 
decreased with the largest decrease observed in 
the visceral depots as compared to subcutaneous 
(Johannsson et al. 1997). However, there is also 
clinical evidence for targeting subcutaneous 
depots. That is, male and female patients with LS 
have marked increases in subcutaneous and intra- 

abdominal AT and, in particular, have a larger 
percentage of fat distributed in the arms (subcuta-
neous) when compared to control patients (Laron 
et al. 2006). Clearly, data from humans has dem-
onstrated a depot-specific role of GH’s impact on 
fat mass; yet, the ability to directly compare 
depots from the same clinical sample is 
challenging.

A more detailed understanding of the depot 
differences is made possible by using mouse 
lines, where more invasive procedures and mul-
tiple depot sampling can be made with a single 
animal. Overall, a reduction in GH action causes 
a striking and specific enlargement of the subcu-
taneous depot (Fig.  12.5). This significant 
increase in the subcutaneous depot is illustrated 
for GHR-/- mice in Fig. 12.5c. The trend is not as 
clear  with an excess of GH action since depot 
mass appears to be similarly reduced in all AT 
depots; however, molecular characterization of 
the AT depots reveals a more significant impact 
in subcutaneous depots as compared to others 
(Benencia et  al. 2014). The targeted impact of 
GH on subcutaneous AT is readily apparent when 
comparing AT histology among depots. As shown 
in Fig.  12.5a  and b, hematoxylin- and eosin-
stained tissue sections from mouse lines with 
extremes in GH action show dramatic alterations 
in morphology and adipocyte size in subcutane-
ous AT; yet, the epididymal tissue is fairly uni-
form. Many other examples in the literature 
support depot-specific differences at the cellular 
or molecular level. Although not an exhaustive 
list, some recent examples of depot-specific dif-
ferences are provided in Table 12.3.

12.4.4  GH as a Treatment Modality 
for Obesity? Pros vs Cons

With the escalating rates of obesity nationally 
and globally, methods for obesity management 
are desperately needed. For almost three decades, 
numerous studies have attempted to evaluate the 
efficacy of using GH for obesity management, 
many of which are summarized in Table 12.4. In 
part, the attention given to GH is related to its 
ability to reduce fat mass while preserving lean 
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mass. In addition, human obesity, especially in 
the visceral depots, is associated with markedly 
suppressed spontaneous and stimulated GH 
secretion (Rasmussen 2010). Of note, circulating 
IGF-1 levels remain unaffected or only slightly 
lowered with obesity. Likewise, substantial 
weight loss has been shown to restore GH secre-
tion patterns (Rasmussen et  al. 1995). Thus, 
restoring GH levels appears to be a viable means 
to combat obesity. Overall, GH at therapeutic lev-
els has shown a fairly consistent reduction in 
total and visceral AT in clinical trials (Table 12.4). 
Further, many of the studies that used calorie 
restriction showed the added benefit of attenuat-
ing the loss of lean body mass with GH treatment 

(Clemmons et  al. 1987; Snyder et  al. 1988; 
Snyder et al. 1990; Tagliaferri et al. 1998).

Despite the logic behind using GH therapeu-
tically, its use is not without controversy. For 
example, a meta-analysis of 24 clinical studies 
on the use of GH therapy for obesity concludes 
that the effects on body composition and lipid 
profiles are very small and do not reduce weight 
sufficiently to be considered beneficial, even 
with very high doses (Mekala and Tritos 2008). 
It is important to note that there are many con-
founding factors in these studies that likely con-
tribute to the different responses, including GH 
dose, inclusion/exclusion criteria, sample size, 
length of follow-up, and timing of glucose and 

Fig. 12.5 Depot-specific differences due to extremes in 
GH. (a) Hematoxylin and eosin staining of subcutaneous 
(SubQ) and epididymal (Epi) AT.  Tissue samples were 
obtained from 6-month-old GHR-/-, GHA, bGH, and con-
trol mice. (b) Quantification of adipocyte size from these 
mice. (c) Adiposity in GHR-/- mice. Regional body fat 

distribution of male WT mice (left) and male GHR-/- 
mice (right) using magnetic resonance imaging (MRI). 
The mouse is positioned with the anterior part at the bot-
tom of the image. Subcutaneous AT is highlighted yellow 
and intra-abdominal blue. (Adapted with permission 
Berryman et al. (2011))
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insulin measurements relative to GH dose 
(Berryman et  al. 2013). There are also adverse 
side effects that have been reported with GH 
therapy. For example, 20–40% of obese individ-
uals that have received GH develop similar 
effects seen in acromegaly, including fluid reten-

tion and carpal tunnel syndrome (Shadid and 
Jensen 2003). Of greater concern, obesity leads 
to an insulin- resistant state, which might be fur-
ther exacerbated by the diabetogenic properties 
of GH. Although some studies show deteriora-
tion in glucose metabolism with GH treatment 

Table 12.3 Evidence for depot-specific differences in mice due to extremes in GH action

Reference Model System Research Focus Findings
Benencia et al. 
(2014)

bGH mice Immune cell infiltration 
in AT

↑ immune cell infiltration (macrophage, T cells) 
mainly in subcutaneous and mesenteric depots 
with little change in epididiymal AT
↑ in gene expression related to T-cell infiltration/
activation in subcutaneous but not epididymal AT

Stout et al. 
(2014)

bGH, Snell, Ames, 
GHR-/-, and 
GH-injected mice

Cellular senescence  
in AT

bGH females: ↑ cellular senescence in all depots 
except periovarian
GH-injected WT females: ↑ cellular senescence 
in subscapular and mesenteric depots
GHR-/- and Snell females: ↓ cellular senescence 
in subcutaneous AT
Ames: ↓ cellular senescence in paraovarian, 
mesenteric, and subcutaneous
GHR-/-: ↓ cellular senescence all depots except 
mesenteric

Flint et al. 
(2006)

GHR-/- mice Proliferation and 
differentiation of 
preadipocytes

Subcutaneous adipocytes proliferate, 
differentiate, and respond to hormones in a 
similar manner to controls, but perigonadal 
adipocytes do not

Kelder et al. 
(2007)

GHR-/- mice CideA expression ↓ cell death-inducing DFF45-like effector-A 
(CideA) levels in subcutaneous AT but not 
retroperitoneal or epididymal

Lubbers et al. 
(2013)

bGH, GHA, GHR-/-, 
AoiGHD, and 
Ames mice

Adiponectin expression Circulating adiponectin levels correlated strongly 
with subcutaneous fat mass
Higher adiponectin levels in subcutaneous AT of 
GHR-/- mice

Stout et al. 
(2015)

GHR-/- mice Depot whole-genome 
microarrays

Differences in gene expression related to 
metabolic function and inflammation among 
epididymal, subcutaneous, retroperitoneal AT 
were detected

Sackmann- 
Sala et al. 
(2013)

GHR-/- mice Proteomic analysis of 
depot differences

Lower levels of Glut4 protein in subcutaneous AT 
of GHR-/- mice, no difference in epididymal AT
Retroperitoneal depot particularly affected by 
GHR deletion and age

Hjortebjerg 
(2017)

bGH, GHR-/- mice Expression of insulin, 
GH and IGF-1 
receptors, and IGF-1

↑ IGF-1 RNA levels in subcutaneous, epididymal, 
and retroperitoneal depots in bGH mice, but ↓ in 
all depots in GHR-/- mice
↓ insulin receptor expression in retroperitoneal 
and mesenteric depots in bGH mice, but ↑ in 
subcutaneous, retroperitoneal, and mesenteric 
depots in GHR-/- mice

Olarescu et al. 
(2015a)

GHR-/-, bGH mice AT-derived 
mesenchymal stem cell

Increased differentiation in cells isolated from 
subcutaneous AT vs epididymal
Increased differentiation in cells isolated from 
subcutaneous GHR-/- than from bGH mice

B. Henry et al.



335

(Richelsen et al. 1994; Snyder et al. 1995, 1990; 
Bredella et  al. 2012), many studies report 
improvement or no impact (Johannsson et  al. 
1997; Franco et  al. 2005). For example, two 
studies that included obese individuals with dia-
betes show GH treatment not only reduced vis-
ceral AT mass and levels of LDL cholesterol but 
also improved insulin sensitivity (Nam et  al. 
2001; Ahn et  al. 2006). Studies using diet-
induced obese, diabetic mice would also suggest 
that high levels of GH are beneficial, improving 
body composition and glucose metabolism (List 
et al. 2009).

Another consideration is that changes in AT 
mass may not be the best clinical readout for 
GH’s impact on obesity. As discussed previously 
in this chapter, GH causes a striking reduction in 
fat mass, but the quality of AT is suspect as 
increased cellular senescence, decreased adipo-
genesis, and altered immune cell infiltration 
occur in AT in mice exposed to excess 
GH.  Overall, while GH has great potential for 
treating obesity, its cost, the concerns related to 
reported and suspected side effects, and the lack 
of larger and longer controlled trials make it 
unlikely that GH will be of therapeutic value for 
obesity in the near future.

Questions

 1. What is the relationship between GH and 
IGF-1, and how do these hormones alter adi-
pose tissue mass?

 2. How does GH alter glucose metabolism? How 
would an increase or absence of GH signaling 
influence insulin sensitivity?

 3. At least in mice, which depot appears to be 
most impacted by alterations in GH action?

 4. How might excess GH in both mouse and man 
resemble a lipodystrophic state?

 5. What are the pros and cons of using GH as a 
treatment modality for obesity?

References

Abrahamsen, B., Nielsen, T. L., Hangaard, J., Gregersen, 
G., Vahl, N., Korsholm, L., Hansen, T. B., Andersen, 
M., & Hagen, C. (2004). Dose-, IGF-I- and sex- 
dependent changes in lipid profile and body compo-
sition during GH replacement therapy in adult onset 
GH deficiency. European Journal of Endocrinology, 
150(5), 671–679.

Abreu, A., Tovar, A. P., Castellanos, R., Valenzuela, A., 
Giraldo, C. M., Pinedo, A. C., Guerrero, D. P., Barrera, 
C. A., Franco, H. I., Ribeiro-Oliveira, A., Jr., Vilar, L., 

Table 12.4 Select clinical studies in which GH was used to treat obesity

Citation Duration Study design GH dose
Starting BMI
kg/m2

∆ total 
body fat

∆Visceral 
AT

Clemmons et al. 
(1987)

3 weeks Open crossover 
+ CR

0.1 mg/kg IBW 42.5% > IBW ↔ ND

Snyder et al. (1988) 10 weeks Open + CR 0.1 mg/kg IBW 30–
67% > IBW

↔ ND

Snyder et al. (1990) 5 weeks Open crossover 
+ CR

0.2 mg/kg IBW 30–
65% > IBW

↔ ND

Skaggs and Crist 
(1991)

4 weeks RPCT 0.08 mg/kg IBW 30–50 ↓ ND

Richelsen et al. 
(1994)

5 weeks RPCT crossover 0.03 mg/kg IBW 34.5 ↓ ↓

Johannsson et al. 
(1997)

9 months RPCT 9.5 μg/kg ≈30 ↓ ↓

Tagliaferri et al. 
(1998)

4 weeks RPCT + CR 0.3 mg/kg IBW 35.9 ↔ ND

Kim et al. (1999) 12 weeks RPCT + CR 8.6 μg/kg ≈29 ↓ ↓
Franco et al. (2005) 12 months DB, RPCT 8 μg/kg 30 ↓ ↓
Bredella et al. 
(2012)

6 months RPCT Final dose 
1.4 ± 0.1 mg

34.9 ↓ ↓

Symbols and abbreviations: ↑, increased; ↓, decreased; ↔, no difference; ND, not determined; DB, double blind; RPCT, 
randomized placebo-controlled trial; IBW, ideal body weight; CR, caloric restriction.

12 Obesity and the Growth Hormone Axis



336

Jallad, R. S., Duarte, F. G., Gadelha, M., Boguszewski, 
C. L., Abucham, J., Naves, L. A., Musolino, N. R., de 
Faria, M. E., Rossato, C., & Bronstein, M. D. (2016). 
Challenges in the diagnosis and management of acro-
megaly: A focus on comorbidities. Pituitary, 19(4), 
448–457. https://doi.org/10.1007/s11102-016-0725-2.

Agladioglu, S. Y., Cetinkaya, S., Savas Erdeve, S., Onder, 
A., Kendirci, H. N., Bas, V. N., & Aycan, Z. (2013). 
Diabetes mellitus with Laron syndrome: case report. 
Journal of Pediatric Endocrinology & Metabolism: 
JPEM, 26(9–10), 955–958. https://doi.org/10.1515/
jpem-2012-0411.

Ahn, C.  W., Kim, C.  S., Nam, J.  H., Kim, H.  J., Nam, 
J.  S., Park, J.  S., Kang, E.  S., Cha, B.  S., Lim, 
S. K., Kim, K. R., Lee, H. C., & Huh, K. B. (2006). 
Effects of growth hormone on insulin resistance 
and  atherosclerotic risk factors in obese type 2 dia-
betic patients with poor glycaemic control. Clinical 
Endocrinology, 64(4), 444–449.

Alatzoglou, K. S., Webb, E. A., Le Tissier, P., & Dattani, 
M.  T. (2014). Isolated growth hormone deficiency 
(GHD) in childhood and adolescence: Recent 
advances. Endocrine Reviews, 35(3), 376–432. https://
doi.org/10.1210/er.2013-1067.

Alderman, J. M., Flurkey, K., Brooks, N. L., Naik, S. B., 
Gutierrez, J. M., Srinivas, U., Ziara, K. B., Jing, L., 
Boysen, G., Bronson, R., Klebanov, S., Chen, X., 
Swenberg, J. A., Stridsberg, M., Parker, C. E., Harrison, 
D. E., & Combs, T. P. (2009). Neuroendocrine inhibi-
tion of glucose production and resistance to cancer 
in dwarf mice. Experimental Gerontology, 44(1–2), 
26–33.

Andersen B, Pearse RV 2nd, Jenne K, Sornson M, Lin SC, 
Bartke A, Rosenfeld MG (1995) The Ames dwarf gene 
is required for Pit-1 gene activation. Developmental 
Biology 172 (2):495–503.

Arai, Y., Takayama, M., Abe, Y., & Hirose, N. (2011). 
Adipokines and aging. Journal of Atherosclerosis 
and Thrombosis, 18(7), 545–550. doi:JST.JSTAGE/
jat/7039 [pii].

Asayama, K., Amemiya, S., Kusano, S., & Kato, K. 
(1984). Growth-hormone-induced changes in posthep-
arin plasma lipoprotein lipase and hepatic triglyceride 
lipase activities. Metabolism, 33(2), 129–131.

Bartke, A. (2003). Can growth hormone (GH) accel-
erate aging? Evidence from GH-transgenic mice. 
Neuroendocrinology, 78(4), 210–216.

Bartke, A. (2008). Impact of reduced insulin-like growth 
factor-1/insulin signaling on aging in mammals: Novel 
findings. Aging Cell, 7(3), 285–290.

Bartke, A., & Westbrook, R. (2012). Metabolic character-
istics of long-lived mice. Frontiers in Genetics, 3, 288. 
https://doi.org/10.3389/fgene.2012.00288.

Bastie, C. C., Nahle, Z., McLoughlin, T., Esser, K., Zhang, 
W., Unterman, T., & Abumrad, N. A. (2005). FoxO1 
stimulates fatty acid uptake and oxidation in muscle 
cells through CD36-dependent and -independent 
mechanisms. The Journal of Biological Chemistry, 
280(14), 14222–14229. https://doi.org/10.1074/jbc.
M413625200.

Beck, J. C., McGarry, E. E., Dyrenfurth, I., & Venning, 
E. H. (1957). Metabolic effects of human and monkey 
growth hormone in man. Science, 125, 884.

Benencia, F., Harshman, S., Duran-Ortiz, S., Lubbers, 
E.  R., List, E.  O., Householder, L., Alnaeeli, M., 
Liang, X., Welch, L., Kopchick, J.  J., & Berryman, 
D.  E. (2014). Male bovine GH transgenic mice 
have decreased adiposity with an adipose depot- 
specific increase in immune cell populations. 
Endocrinology:en20141794. https://doi.org/10.1210/
en.2014-1794.

Bengtsson, B. A., Brummer, R. J., Eden, S., & Bosaeus, 
I. (1989). Body composition in acromegaly. Clinical 
Endocrinology, 30(2), 121–130.

Bengtsson B.  A., Edén S., Lönn L., Kvist H., Stokland 
A., Lindstedt G., Bosaeus I., Tölli J., Sjöström L., 
& Isaksson O.G. (1993). Treatment of adults with 
growth hormone (GH) deficiency with recombinant 
human GH. The Journal of Clinical Endocrinology & 
Metabolism, 76(2), 309–317.

Berryman, D., Householder, L., Lesende, V., List, E., 
& Kopchick, J.  J. (2015). Living large: What mouse 
models reveal about growth hormone. In N. A. Berger 
(Ed.), Murine models, energy, balance, and Cancer 
(pp. 65–95). New York: Springer.

Berryman, D. E., Glad, C. A., List, E. O., & Johannsson, 
G. (2013). The GH/IGF-1 axis in obesity: 
Pathophysiology and therapeutic considerations. 
Nature Reviews. Endocrinology, 9(6), 346–356. https://
doi.org/10.1038/nrendo.2013.64. nrendo.2013.64 
[pii].

Berryman, D. E., List, E. O., Coschigano, K. T., Behar, 
K., Kim, J. K., & Kopchick, J. J. (2004). Comparing 
adiposity profiles in three mouse models with altered 
GH signaling. Growth Hormone & IGF Research, 
14(4), 309–318.

Berryman, D.  E., List, E.  O., Kohn, D.  T., Coschigano, 
K.  T., Seeley, R.  J., & Kopchick, J.  J. (2006). 
Effect of growth hormone on susceptibility to diet- 
induced obesity. Endocrinology, 147(6), 2801–2808. 
doi:en.2006-0086 [pii]. https://doi.org/10.1210/
en.2006-0086.

Berryman, D. E., List, E. O., Palmer, A. J., Chung, M. Y., 
Wright-Piekarski, J., Lubbers, E., O’Connor, P., 
Okada, S., & Kopchick, J.  J. (2010). Two-year body 
composition analyses of long-lived GHR null mice. 
The Journals of Gerontology. Series A, Biological 
Sciences and Medical Sciences, 65(1), 31–40.

Berryman, D. E., List, E. O., Sackmann-Sala, L., Lubbers, 
E., Munn, R., & Kopchick, J. J. (2011). Growth hor-
mone and adipose tissue: Beyond the adipocyte. 
Growth Hormone & IGF Research, 21(3), 113–123. 
https://doi.org/10.1016/j.ghir.2011.03.002. S1096-
6374(11)00018-9 [pii].

Berryman, D. E., Lubbers, E. R., Magon, V., List, E. O., 
& Kopchick, J. J. (2014). A dwarf mouse model with 
decreased GH/IGF-1 activity that does not experience 
life-span extension: Potential impact of increased adi-
posity, leptin, and insulin with advancing age. The 
Journals of Gerontology. Series A, Biological Sciences 

B. Henry et al.

https://doi.org/10.1007/s11102-016-0725-2
https://doi.org/10.1515/jpem-2012-0411
https://doi.org/10.1515/jpem-2012-0411
https://doi.org/10.1210/er.2013-1067
https://doi.org/10.1210/er.2013-1067
https://doi.org/10.3389/fgene.2012.00288
https://doi.org/10.1074/jbc.M413625200
https://doi.org/10.1074/jbc.M413625200
https://doi.org/10.1210/en.2014-1794
https://doi.org/10.1210/en.2014-1794
https://doi.org/10.1038/nrendo.2013.64
https://doi.org/10.1038/nrendo.2013.64
https://doi.org/10.1210/en.2006-0086
https://doi.org/10.1210/en.2006-0086
https://doi.org/10.1016/j.ghir.2011.03.002


337

and Medical Sciences, 69(2), 131–141. https://doi.
org/10.1093/gerona/glt069. glt069 [pii].

Bonkowski, M.  S., Rocha, J.  S., Masternak, M.  M., Al 
Regaiey, K. A., & Bartke, A. (2006). Targeted disrup-
tion of growth hormone receptor interferes with the 
beneficial actions of calorie restriction. Proceedings of 
the National Academy of Sciences of the United States 
of America, 103(20), 7901–7905.

Boot, A.  M., Engels, M.  A., Boerma, G.  J., Krenning, 
E.  P., & De Muinck Keizer-Schrama, S.  M. (1997). 
Changes in bone mineral density, body composition, 
and lipid metabolism during growth hormone (GH) 
treatment in children with GH deficiency. The Journal 
of Clinical Endocrinology and Metabolism, 82(8), 
2423–2428. https://doi.org/10.1210/jcem.82.8.4149.

Boucher, J., Softic, S., El Ouaamari, A., Krumpoch, M. T., 
Kleinridders, A., Kulkarni, R.  N., O’Neill, B.  T., & 
Kahn, C. R. (2016). Differential roles of insulin and 
IGF-1 receptors in adipose tissue development and 
function. Diabetes, 65(8), 2201–2213. https://doi.
org/10.2337/db16-0212.

Bredella, M.  A., Lin, E., Brick, D.  J., Gerweck, A.  V., 
Harrington, L.  M., Torriani, M., Thomas, B.  J., 
Schoenfeld, D. A., Breggia, A., Rosen, C. J., Hemphill, 
L. C., Wu, Z., Rifai, N., Utz, A. L., & Miller, K. K. 
(2012). Effects of GH in women with abdominal adi-
posity: A 6-month randomized, double-blind, placebo- 
controlled trial. European Journal of Endocrinology, 
166(4), 601–611. https://doi.org/10.1530/EJE-11-
1068. EJE-11-1068 [pii].

Brooks, A.  J., Dai, W., O’Mara, M.  L., Abankwa, D., 
Chhabra, Y., Pelekanos, R.  A., Gardon, O., Tunny, 
K. A., Blucher, K. M., Morton, C. J., Parker, M. W., 
Sierecki, E., Gambin, Y., Gomez, G. A., Alexandrov, 
K., Wilson, I.  A., Doxastakis, M., Mark, A.  E., & 
Waters, M. J. (2014). Mechanism of activation of pro-
tein kinase JAK2 by the growth hormone receptor. 
Science, 344(6185), 1249783. https://doi.org/10.1126/
science.1249783. 1249783 [pii]. science.1249783 [pii].

Brooks, N. L., Trent C. M., Raetzsch C. F., Flurkey K., 
Boysen G., et  al. (2007). Low utilization of circu-
lating glucose after food withdrawal in Snell dwarf 
mice. The Journal of Biological Chemistry, 282(48), 
35069–35077.

Brooks, A.  J., & Waters, M.  J. (2010). The growth hor-
mone receptor: Mechanism of activation and clinical 
implications. Nature Reviews Endocrinology, 6(9), 
515–525. https://doi.org/10.1038/nrendo.2010.123.

Brown-Borg, H.  M., Rakoczy, S.  G., Sharma, S., & 
Bartke, A. (2009). Long-living growth hormone recep-
tor knockout mice: Potential mechanisms of altered 
stress resistance. Experimental Gerontology, 44(1–2), 
10–19.

Brown, R.  J., Adams, J.  J., Pelekanos, R.  A., Wan, Y., 
McKinstry, W.  J., Palethorpe, K., Seeber, R.  M., 
Monks, T. A., Eidne, K. A., Parker, M. W., & Waters, 
M.  J. (2005). Model for growth hormone receptor 
activation based on subunit rotation within a receptor 
dimer. Nature Structural & Molecular Biology, 12(9), 
814–821.

Chellakooty, M., Vangsgaard, K., Larsen, T., Scheike, T., 
Falck-Larsen, J., Legarth, J., Andersson, A. M., Main, 
K. M., Skakkebaek, N. E., & Juul, A. (2004). A lon-
gitudinal study of intrauterine growth and the placen-
tal growth hormone (GH)-insulin-like growth factor I 
axis in maternal circulation: Association between pla-
cental GH and fetal growth. The Journal of Clinical 
Endocrinology and Metabolism, 89(1), 384–391. 
https://doi.org/10.1210/jc.2003-030282.

Chen, W. Y., Wight, D. C., Mehta, B. V., Wagner, T. E., & 
Kopchick, J. J. (1991). Glycine 119 of bovine growth 
hormone is critical for growth-promoting activity. 
Molecular Endocrinology, 5(12), 1845–1852.

Chihara, K., Fujieda, K., Shimatsu, A., Miki, T., & 
Tachibana, K. (2010). Dose-dependent changes in 
body composition during growth hormone (GH) treat-
ment in Japanese patients with adult GH deficiency: 
A randomized, placebo-controlled trial. Growth 
Hormone & IGF Research, 20(3), 205–211.

Christ, E.  R., Cummings, M.  H., Albany, E., Umpleby, 
A.  M., Lumb, P.  J., Wierzbicki, A.  S., Naoumova, 
R. P., Boroujerdi, M. A., Sonksen, P. H., & Russell- 
Jones, D. L. (1999). Effects of growth hormone (GH) 
replacement therapy on very low density lipoprotein 
apolipoprotein B100 kinetics in patients with adult 
GH deficiency: A stable isotope study. The Journal of 
Clinical Endocrinology and Metabolism, 84(1), 307–
316. https://doi.org/10.1210/jcem.84.1.5365.

Ciresi, A., Amato, M.  C., Pizzolanti, G., & Giordano, 
C. (2015). Serum visfatin levels in acromegaly: 
Correlation with disease activity and metabolic altera-
tions. Growth Hormone & IGF Research : Official 
Journal of the Growth Hormone Research Society and 
the International IGF Research Society, 25(5), 240–
246. https://doi.org/10.1016/j.ghir.2015.07.002.

Ciresi, A., Pizzolanti, G., Leotta, M., Guarnotta, V., Teresi, 
G., & Giordano, C. (2016). Resistin, visfatin, leptin 
and omentin are differently related to hormonal and 
metabolic parameters in growth hormone-deficient 
children. Journal of Endocrinological Investigation. 
https://doi.org/10.1007/s40618-016-0475-z.

Clemmons, D.  R., Snyder, D.  K., Williams, R., & 
Underwood, L.  E. (1987). Growth hormone admin-
istration conserves lean body mass during dietary 
restriction in obese subjects. The Journal of Clinical 
Endocrinology and Metabolism, 64(5), 878–883.

Colao, A., Ferone, D., Marzullo, P., & Lombardi, G. 
(2004). Systemic complications of acromegaly: 
Epidemiology, pathogenesis, and management. 
Endocrine Reviews, 25(1), 102–152.

Combs, T. P., Berg, A. H., Rajala, M. W., Klebanov, S., 
Iyengar, P., Jimenez-Chillaron, J.  C., Patti, M.  E., 
Klein, S. L., Weinstein, R. S., & Scherer, P. E. (2003). 
Sexual differentiation, pregnancy, calorie restriction, 
and aging affect the adipocyte-specific secretory pro-
tein adiponectin. Diabetes, 52(2), 268–276.

Cordoba-Chacon, J., Majumdar, N., List, E.  O., Diaz- 
Ruiz, A., Frank, S.  J., Manzano, A., Bartrons, R., 
Puchowicz, M., Kopchick, J.  J., & Kineman, R.  D. 
(2015). Growth hormone inhibits hepatic De novo 

12 Obesity and the Growth Hormone Axis

https://doi.org/10.1093/gerona/glt069
https://doi.org/10.1093/gerona/glt069
https://doi.org/10.1210/jcem.82.8.4149
https://doi.org/10.2337/db16-0212
https://doi.org/10.2337/db16-0212
https://doi.org/10.1530/EJE-11-1068
https://doi.org/10.1530/EJE-11-1068
https://doi.org/10.1126/science.1249783
https://doi.org/10.1126/science.1249783
https://doi.org/10.1038/nrendo.2010.123
https://doi.org/10.1210/jc.2003-030282
https://doi.org/10.1210/jcem.84.1.5365
https://doi.org/10.1016/j.ghir.2015.07.002
https://doi.org/10.1007/s40618-016-0475-z


338

Lipogenesis in adult mice. Diabetes, 64(9), 3093–
3103. https://doi.org/10.2337/db15-0370.

Coschigano, K.  T., Holland, A.  N., Riders, M.  E., List, 
E.  O., Flyvbjerg, A., & Kopchick, J.  J. (2003). 
Deletion, but not antagonism, of the mouse growth 
hormone receptor results in severely decreased body 
weights, insulin and IGF-1 levels and increased lifes-
pan. Endocrinology, 144(9), 3799–3810.

Cui, Y., Hosui, A., Sun, R., Shen, K., Gavrilova, O., 
Chen, W., Cam, M. C., Gao, B., Robinson, G. W., & 
Hennighausen, L. (2007). Loss of signal transducer 
and activator of transcription 5 leads to hepatosteato-
sis and impaired liver regeneration. Hepatology, 46(2), 
504–513. https://doi.org/10.1002/hep.21713.

De Boer, H., Blok, G.  J., Voerman, H.  J., De Vries, 
P. M., & van der Veen, E. A. (1992). Body composi-
tion in adult growth hormone-deficient men, assessed 
by anthropometry and bioimpedance analysis. The 
Journal of Clinical Endocrinology and Metabolism, 
75(3), 833–837.

del Rincon, J.  P., Iida, K., Gaylinn, B.  D., McCurdy, 
C.  E., Leitner, J.  W., Barbour, L.  A., Kopchick, 
J. J., Friedman, J. E., Draznin, B., & Thorner, M. O. 
(2007). Growth hormone regulation of p85alpha 
expression and phosphoinositide 3-kinase activity 
in adipose tissue: Mechanism for growth hormone- 
mediated insulin resistance. Diabetes, 56(6), 1638–
1646. doi:db06-0299 [pii]. https://doi.org/10.2337/
db06-0299.

Diniz, R.  D., Souza, R.  M., Salvatori, R., Franca, A., 
Gomes-Santos, E., Ferrao TO, Oliveira, C.  R., 
Santana, J. A., Pereira, F. A., Barbosa, R. A., Souza, 
A.  H., Pereira, R.  M., Oliveira-Santos, A.  A., Silva, 
A. M., Santana-Junior, F. J., Valenca, E. H., Campos, 
V.  C., & Aguiar-Oliveira, M.  H. (2014). Liver sta-
tus in congenital, untreated, isolated GH deficiency. 
Endocrine Connections, 3(3), 132–137. https://doi.
org/10.1530/EC-14-0078.

dos Santos, M.  C., Nascimento, G.  C., Nascimento, 
A. G., Carvalho, V. C., Lopes, M. H., Montenegro, R., 
Montenegro, R., Jr., Vilar, L., Albano, M.  F., Alves, 
A. R., Parente, C. V., & dos Santos Faria, M. (2013). 
Thyroid cancer in patients with acromegaly: A case- 
control study. Pituitary, 16(1), 109–114. https://doi.
org/10.1007/s11102-012-0383-y.

Egecioglu, E., Bjursell, M., Ljungberg, A., Dickson, 
S.  L., Kopchick, J.  J., Bergstrom, G., Svensson, L., 
Oscarsson, J., Tornell, J., & Bohlooly, Y. M. (2006). 
Growth hormone receptor deficiency results in 
blunted ghrelin feeding response, obesity, and hypo-
lipidemia in mice. American Journal of Physiology. 
Endocrinology and Metabolism, 290(2), E317–E325.

Ehrenborg, E., & Krook, A. (2009). Regulation of skel-
etal muscle physiology and metabolism by peroxi-
some proliferator-activated receptor delta. Pharmacol 
Rev, 61(3), 373–393. https://doi.org/10.1124/
pr.109.001560.

Fan, Y., Fang, X., Tajima, A., Geng, X., Ranganathan, 
S., Dong, H., Trucco, M., & Sperling, M. A. (2014). 

Evolution of hepatic steatosis to fibrosis and adenoma 
formation in liver-specific growth hormone receptor 
knockout mice. Front Endocrinol (Lausanne), 5, 218. 
https://doi.org/10.3389/fendo.2014.00218.

Fan, Y., Menon, R. K., Cohen, P., Hwang, D., Clemens, 
T., DiGirolamo, D.  J., Kopchick, J.  J., Le Roith, D., 
Trucco, M., & Sperling, M. A. (2009a). Liver-specific 
deletion of the growth hormone receptor reveals essen-
tial role of growth hormone signaling in hepatic lipid 
metabolism. The Journal of Biological Chemistry, 
284(30), 19937–19944. https://doi.org/10.1074/jbc.
M109.014308.

Fathallah, N., Slim, R., Larif, S., Hmouda, H., & Ben 
Salem, C. (2015). Drug-induced Hyperglycaemia and 
diabetes. Drug Safety, 38(12), 1153–1168. https://doi.
org/10.1007/s40264-015-0339-z.

Fineberg, S. E., & Merimee, T. J. (1974). Acute metabolic 
effects of human growth hormone. Diabetes, 23(6), 
499–504.

Flint, D.  J., Binart, N., Boumard, S., Kopchick, J.  J., & 
Kelly, P. (2006). Developmental aspects of adipose 
tissue in GH receptor and prolactin receptor gene dis-
rupted mice: Site-specific effects upon proliferation, 
differentiation and hormone sensitivity. The Journal of 
Endocrinology, 191(1), 101–111.

Florini, J.  R., Ewton, D.  Z., & Coolican, S.  A. (1996). 
Growth hormone and the insulin-like growth factor 
system in myogenesis. Endocrine Reviews, 17(5), 
481–517.

Flurkey, K., Papaconstantinou, J., Miller, R.  A., & 
Harrison, D. E. (2001). Lifespan extension and delayed 
immune and collagen aging in mutant mice with 
defects in growth hormone production. Proceedings of 
the National Academy of Sciences of the United States 
of America, 98(12), 6736–6741.

Franco, C., Brandberg, J., Lonn, L., Andersson, B., 
Bengtsson, B. A., & Johannsson, G. (2005). Growth 
hormone treatment reduces abdominal visceral fat 
in postmenopausal women with abdominal obesity: 
A 12-month placebo-controlled trial. The Journal 
of Clinical Endocrinology and Metabolism, 90(3), 
1466–1474.

Freda, P.  U., Shen, W., Heymsfield, S.  B., Reyes-Vidal, 
C.  M., Geer, E.  B., Bruce, J.  N., & Gallagher, D. 
(2008). Lower Visceral and Subcutaneous but Higher 
Intermuscular Adipose Tissue Depots in Patients with 
Growth Hormone and Insulin-Like Growth Factor I 
Excess Due to Acromegaly. The Journal of Clinical 
Endocrinology and Metabolism, 93(6), 2334–2343. 
http://doi.org/10.1210/jc.2007-2780.

Ghanaat, F., & Tayek, J. A. (2005). Growth hormone admin-
istration increases glucose production by preventing 
the expected decrease in glycogenolysis seen with fast-
ing in healthy volunteers. Metabolism, 54(5), 604–609. 
https://doi.org/10.1016/j.metabol.2004.12.003.

Gibney, J., Wolthers, T., Burt, M.  G., Leung, K.  C., 
Umpleby, A. M., & Ho, K. K. (2007). Protein metab-
olism in acromegaly: Differential effects of short- 
and long-term treatment. The Journal of Clinical 

B. Henry et al.

https://doi.org/10.2337/db15-0370
https://doi.org/10.1002/hep.21713
https://doi.org/10.2337/db06-0299
https://doi.org/10.2337/db06-0299
https://doi.org/10.1530/EC-14-0078
https://doi.org/10.1530/EC-14-0078
https://doi.org/10.1007/s11102-012-0383-y
https://doi.org/10.1007/s11102-012-0383-y
https://doi.org/10.1124/pr.109.001560
https://doi.org/10.1124/pr.109.001560
https://doi.org/10.3389/fendo.2014.00218
https://doi.org/10.1074/jbc.M109.014308
https://doi.org/10.1074/jbc.M109.014308
https://doi.org/10.1007/s40264-015-0339-z
https://doi.org/10.1007/s40264-015-0339-z
http://doi.org/10.1210/jc.2007-2780
https://doi.org/10.1016/j.metabol.2004.12.003


339

Endocrinology and Metabolism, 92(4), 1479–1484. 
https://doi.org/10.1210/jc.2006-0664.

Grimberg, A., DiVall, S.  A., Polychronakos, C., Allen, 
D.  B., Cohen, L.  E., Quintos, J.  B., Rossi, W.  C., 
Feudtner, C., & Murad, M.  H. (2016). Guidelines 
for growth hormone and insulin-like growth factor-I 
treatment in children and adolescents: Growth hor-
mone deficiency, idiopathic short stature, and primary 
insulin-like growth factor-I deficiency. Hormone 
Research in Pædiatrics, 86(6), 361–397. https://doi.
org/10.1159/000452150.

Guevara-Aguirre, J., Balasubramanian, P., Guevara- 
Aguirre, M., Wei, M., Madia, F., Cheng, C.  W., 
Hwang, D., Martin-Montalvo, A., Saavedra, J., Ingles, 
S., de Cabo, R., Cohen, P., & Longo, V.  D. (2011). 
Growth hormone receptor deficiency is associated 
with a major reduction in pro-aging signaling, can-
cer, and diabetes in humans. Science Translational 
Medicine, 3(70), 70ra13.

Guevara-Aguirre, J., Rosenbloom, A. L., Balasubramanian, 
P., Teran, E., Guevara-Aguirre, M., Guevara, C., Procel, 
P., Alfaras, I., De Cabo, R., Di Biase, S., Narvaez, 
L., Saavedra, J., & Longo, V.  D. (2015). GH recep-
tor deficiency in Ecuadorian adults is associated with 
obesity and enhanced insulin sensitivity. The Journal 
of Clinical Endocrinology and Metabolism, 100(7), 
2589–2596. https://doi.org/10.1210/jc.2015-1678.

Heiman, M. L., Tinsley, F. C., Mattison, J. A., Hauck, S., 
& Bartke, A. (2003). Body composition of prolactin-, 
growth hormone, and thyrotropin-deficient Ames 
dwarf mice. Endocrine, 20(1–2), 149–154.

Herrington, J., Smit, L. S., Schwartz, J., & Carter-Su, C. 
(2000). The role of STAT proteins in growth hormone 
signaling. Oncogene, 19(21), 2585–2597. https://doi.
org/10.1038/sj.onc.1203526.

Hill, C. M., Fang, Y., Miquet, J. G., Sun, L. Y., Masternak, 
M.  M., & Bartke, A. (2016). Long-lived hypopitu-
itary Ames dwarf mice are resistant to the detrimen-
tal effects of high-fat diet on metabolic function and 
energy expenditure. Aging Cell, 15(3), 509–521. 
https://doi.org/10.1111/acel.12467.

Hjortebjerg, R., Berryman, D., Comisford, R., Frank, S., 
List, E., Bjerre, M., Frystyk, J., & Kopchick, J. (2017). 
Insulin, IGF-1, and GH receptors are altered in an adi-
pose tissue depot-specific manner in male mice with 
modified GH action. Endocrinology, 158, 1406.

Hoybye, C., Chandramouli, V., Efendic, S., Hulting, A. L., 
Landau, B. R., Schumann, W. C., & Wajngot, A. (2008). 
Contribution of gluconeogenesis and glycogenolysis to 
hepatic glucose production in acromegaly before and 
after pituitary microsurgery. Hormone and Metabolic 
Research = Hormon- und Stoffwechselforschung = 
Hormones et Metabolisme, 40(7), 498–501. https://
doi.org/10.1055/s-2008-1065322.

Ikeno, Y., Hubbard, G.  B., Lee, S., Cortez, L.  A., Lew, 
C.  M., Webb, C.  R., Berryman, D.  E., List, E.  O., 
Kopchick, J. J., & Bartke, A. (2009). Reduced incidence 
and delayed occurrence of fatal neoplastic diseases in 
growth hormone receptor/binding protein knockout 

mice. The Journals of Gerontology. Series A, Biological 
Sciences and Medical Sciences, 64(5), 522–529.

Ikkos, D., Luft, R., & Gemzell, C. A. (1959). The effect of 
human growth hormone in man. Acta Endocrinologica, 
32, 341–361.

Jenkins, P. J. (2006). Cancers associated with acromegaly. 
Neuroendocrinology, 83(3–4), 218–223. https://doi.
org/10.1159/000095531.

Johannsson, G., Marin, P., Lonn, L., Ottosson, M., Stenlof, 
K., Bjorntorp, P., Sjostrom, L., & Bengtsson, B.  A. 
(1997). Growth hormone treatment of abdominally 
obese men reduces abdominal fat mass, improves glu-
cose and lipoprotein metabolism, and reduces diastolic 
blood pressure. The Journal of Clinical Endocrinology 
and Metabolism, 82(3), 727–734.

Jorgensen, J. O., Moller, N., Lauritzen, T., Alberti, K. G., 
Orskov, H., & Christiansen, J. S. (1990). Evening ver-
sus morning injections of growth hormone (GH) in 
GH-deficient patients: Effects on 24-hour patterns of 
circulating hormones and metabolites. The Journal of 
Clinical Endocrinology and Metabolism, 70(1), 207–
214. https://doi.org/10.1210/jcem-70-1-207.

Junnila, R.  K., Duran-Ortiz, S., Suer, O., Sustarsic, 
E.  G., Berryman, D.  E., List, E.  O., & Kopchick, 
J.  J. (2016). Disruption of the GH receptor gene in 
adult mice increases maximal lifespan in females. 
Endocrinology, 157(12), 4502–4513. https://doi.
org/10.1210/en.2016-1649.

Junnila, R. K., List, E. O., Berryman, D. E., Murrey, J. W., 
& Kopchick, J. J. (2013). The GH/IGF-1 axis in ageing 
and longevity. Nature Reviews. Endocrinology, 9(6), 
366–376. https://doi.org/10.1038/nrendo.2013.67. 
nrendo.2013.67 [pii].

Karastergiou, K., Bredella, M.  A., Lee, M.  J., Smith, 
S.  R., Fried, S.  K., & Miller, K.  K. (2016). Growth 
hormone receptor expression in human gluteal versus 
abdominal subcutaneous adipose tissue: Association 
with body shape. Obesity, 24(5), 1090–1096. https://
doi.org/10.1002/oby.21460.

Katznelson, L., Atkinson, J. L., Cook, D. M., Ezzat, S. Z., 
Hamrahian, A. H., & Miller, K. K. (2011). American 
Association of Clinical Endocrinologists Medical 
Guidelines for clinical practice for the diagnosis and 
treatment of acromegaly--2011 update: Executive 
summary. Endocrine Practice, 17(4), 636–646.

Katznelson, L., Laws, E.  R., Jr., Melmed, S., Molitch, 
M. E., Murad, M. H., Utz, A., & Wass, J. A. (2014). 
Acromegaly: An endocrine society clinical practice 
guideline. The Journal of Clinical Endocrinology 
and Metabolism, 99(11), 3933–3951. https://doi.
org/10.1210/jc.2014-2700.

Kelder, B., Berryman, D. E., Clark, R., Li, A., List, E. O., 
& Kopchick, J. J. (2007). CIDE-A gene expression is 
decreased in white adipose tissue of growth hormone 
receptor/binding protein gene disrupted mice and with 
high-fat feeding of normal mice. Growth Hormone & 
IGF Research, 17(4), 346–351.

Khalfallah, Y., Sassolas, G., Borson-Chazot, F., Vega, N., 
& Vidal, H. (2001). Expression of insulin target genes 

12 Obesity and the Growth Hormone Axis

https://doi.org/10.1210/jc.2006-0664
https://doi.org/10.1159/000452150
https://doi.org/10.1159/000452150
https://doi.org/10.1210/jc.2015-1678
https://doi.org/10.1038/sj.onc.1203526
https://doi.org/10.1038/sj.onc.1203526
https://doi.org/10.1111/acel.12467
https://doi.org/10.1055/s-2008-1065322
https://doi.org/10.1055/s-2008-1065322
https://doi.org/10.1159/000095531
https://doi.org/10.1159/000095531
https://doi.org/10.1210/jcem-70-1-207
https://doi.org/10.1210/en.2016-1649
https://doi.org/10.1210/en.2016-1649
https://doi.org/10.1038/nrendo.2013.67
https://doi.org/10.1002/oby.21460
https://doi.org/10.1002/oby.21460
https://doi.org/10.1210/jc.2014-2700
https://doi.org/10.1210/jc.2014-2700


340

in skeletal muscle and adipose tissue in adult patients 
with growth hormone deficiency: Effect of one year 
recombinant human growth hormone therapy. The 
Journal of Endocrinology, 171(2), 285–292.

Kim, D. S., Itoh, E., Iida, K., & Thorner, M. O. (2009). 
Growth hormone increases mRNA levels of PPARdelta 
and Foxo1 in skeletal muscle of growth hormone defi-
cient lit/lit mice. Endocrine Journal, 56(1), 141–147.

Kim, K.  R., Nam, S.  Y., Song, Y.  D., Lim, S.  K., Lee, 
H.  C., & Huh, K.  B. (1999). Low-dose growth hor-
mone treatment with diet restriction accelerates body 
fat loss, exerts anabolic effect and improves growth 
hormone secretory dysfunction in obese adults. 
Hormone Research, 51(2), 78–84.

Kopchick, J. J., & Andry, J. M. (2000). Growth hormone 
(GH), GH receptor, and signal transduction. Molecular 
Genetics and Metabolism, 71(1–2), 293–314.

Kopchick, J. J., & Laron, Z. (1999). Is the Laron mouse 
an accurate model of Laron syndrome? Molecular 
Genetics and Metabolism, 68, 232–236.

Kopchick, J.  J., & Laron, Z. (Eds.). (2011). Laron syn-
drome - from man to mouse. Berlin: Springer.

Kopchick, J. J., List, E. O., Kelder, B., Gosney, E. S., & 
Berryman, D.  E. (2014). Evaluation of growth hor-
mone (GH) action in mice: Discovery of GH recep-
tor antagonists and clinical indications. Molecular 
and Cellular Endocrinology, 386(1–2), 34–45. 
https://doi.org/10.1016/j.mce.2013.09.004. S0303-
7207(13)00366-3 [pii].

Kredel, L. I., & Siegmund, B. (2014). Adipose-tissue and 
intestinal inflammation  - visceral obesity and creep-
ing fat. Frontiers in Immunology, 5, 462. https://doi.
org/10.3389/fimmu.2014.00462.

Lam, K. S., Xu, A., Tan, K. C., Wong, L. C., Tiu, S. C., & 
Tam, S. (2004). Serum adiponectin is reduced in acro-
megaly and normalized after correction of growth hor-
mone excess. The Journal of Clinical Endocrinology 
and Metabolism, 89(11), 5448–5453.

Laron, Z. (2015). Lessons from 50 years of study of Laron 
syndrome. Endocrine Practice, 21(12), 1395–1402. 
https://doi.org/10.4158/EP15939.RA.

Laron, Z., Ginsberg, S., Lilos, P., Arbiv, M., & 
Vaisman, N. (2006). Body composition in 
untreated adult patients with Laron syndrome (pri-
mary GH insensitivity). Clinical Endocrinology, 
65(1), 114–117. doi:CEN2558 [pii]. https://doi.
org/10.1111/j.1365-2265.2006.02558.x.

Laron, Z., & Kauli, R. (2016). Fifty seven years of follow-
 up of the Israeli cohort of Laron syndrome patients- 
from discovery to treatment. Growth Hormone 
& IGF Research : Official Journal of the Growth 
Hormone Research Society and the International IGF 
Research Society, 28, 53–56. https://doi.org/10.1016/j.
ghir.2015.08.004.

Laron, Z., Pertzelan, A., & Karp, M. (1968). Pituitary 
dwarfism with high serum levels of growth hormone. 
Israel Journal of Medical Sciences, 4(4), 883–894.

Li, Y., Knapp, J. R., & Kopchick, J. J. (2003). Enlargement 
of interscapular brown adipose tissue in growth hor-
mone antagonist transgenic and in growth hormone 

receptor gene-disrupted dwarf mice. Experimental 
Biology and Medicine (Maywood, N.J.), 228(2), 
207–215.

Lindberg-Larsen, R., Moller, N., Schmitz, O., Nielsen, S., 
Andersen, M., Orskov, H., & Jorgensen, J. O. (2007). 
The impact of pegvisomant treatment on substrate 
metabolism and insulin sensitivity in patients with 
acromegaly. The Journal of Clinical Endocrinology 
and Metabolism, 92(5), 1724–1728.

List, E. O., Berryman, D. E., Funk, K., Gosney, E. S., Jara, 
A., Kelder, B., Wang, X., Kutz, L., Troike, K., Lozier, 
N., Mikula, V., Lubbers, E. R., Zhang, H., Vesel, C., 
Junnila, R. K., Frank, S. J., Masternak, M. M., Bartke, 
A., & Kopchick, J. J. (2013). The role of GH in adi-
pose tissue: Lessons from adipose-specific GH recep-
tor gene-disrupted mice. Molecular Endocrinology, 
27(3), 524–535. https://doi.org/10.1210/me.2012-
1330. me.2012-1330 [pii].

List, E. O., Berryman, D. E., Funk, K., Jara, A., Kelder, 
B., Wang, F., Stout, M.  B., Zhi, X., Sun, L., White, 
T. A., LeBrasseur, N. K., Pirtskhalava, T., Tchkonia, T., 
Jensen, E. A., Zhang, W., Masternak, M. M., Kirkland, 
J. L., Miller, R. A., Bartke, A., & Kopchick, J. J. (2014). 
Liver-specific GH receptor gene-disrupted (LiGHRKO) 
mice have decreased endocrine IGF- I, increased local 
IGF-I, and altered body size, body composition, and 
adipokine profiles. Endocrinology, 155(5), 1793–1805. 
https://doi.org/10.1210/en.2013-2086.

List, E. O., Berryman, D. E., Ikeno, Y., Hubbard, G. B., 
Funk, K., Comisford, R., Young, J. A., Stout, M. B., 
Tchkonia, T., Masternak, M. M., Bartke, A., Kirkland, 
J. L., Miller, R. A., & Kopchick, J. J. (2015). Removal 
of growth hormone receptor (GHR) in muscle of 
male mice replicates some of the health benefits seen 
in global GHR−/− mice. Aging (Albany NY), 7(7), 
500–512.

List, E.  O., Palmer, A.  J., Berryman, D.  E., Bower, B., 
Kelder, B., & Kopchick, J. J. (2009). Growth hormone 
improves body composition, fasting blood glucose, 
glucose tolerance and liver triacylglycerol in a mouse 
model of diet-induced obesity and type 2 diabetes. 
Diabetologia, 52(8), 1647–1655.

Lu, C., Kumar, P.  A., Sun, J., Aggarwal, A., Fan, Y., 
Sperling, M.  A., Lumeng, C.  N., & Menon, R.  K. 
(2013). Targeted deletion of growth hormone (GH) 
receptor in macrophage reveals novel Osteopontin- 
mediated effects of GH on glucose homeostasis 
and insulin sensitivity in diet-induced obesity. The 
Journal of Biological Chemistry, 288(22), 15725–
15735. https://doi.org/10.1074/jbc.M113.460212. 
M113.460212 [pii].

Lubbers, E. R., List, E. O., Jara, A., Sackmann-Sala, L., 
Cordoba-Chacon, J., Gahete, M., Kineman, R.  D., 
Boparai, R., Bartke, A., Kopchick, J., & Berryman, 
D. E. (2012). Adiponectin in mice with altered growth 
hormone action: Links to insulin sensitivity and lon-
gevity? The Journal of Endocrinology. https://doi.
org/10.1530/JOE-12-0505.

Lubbers, E.  R., List, E.  O., Jara, A., Sackman-Sala, L., 
Cordoba-Chacon, J., Gahete, M. D., Kineman, R. D., 

B. Henry et al.

https://doi.org/10.1016/j.mce.2013.09.004
https://doi.org/10.3389/fimmu.2014.00462
https://doi.org/10.3389/fimmu.2014.00462
https://doi.org/10.4158/EP15939.RA
https://doi.org/10.1111/j.1365-2265.2006.02558.x
https://doi.org/10.1111/j.1365-2265.2006.02558.x
https://doi.org/10.1016/j.ghir.2015.08.004
https://doi.org/10.1016/j.ghir.2015.08.004
https://doi.org/10.1210/me.2012-1330
https://doi.org/10.1210/me.2012-1330
https://doi.org/10.1210/en.2013-2086
https://doi.org/10.1074/jbc.M113.460212
https://doi.org/10.1530/JOE-12-0505
https://doi.org/10.1530/JOE-12-0505


341

Boparai, R., Bartke, A., Kopchick, J. J., & Berryman, 
D.  E. (2013). Adiponectin in mice with altered GH 
action: Links to insulin sensitivity and longevity? The 
Journal of Endocrinology, 216(3), 363–374. https://
doi.org/10.1530/JOE-12-0505. JOE-12-0505 [pii].

Luque, R.  M., Lin, Q., Cordoba-Chacon, J., Subbaiah, 
P.  V., Buch, T., Waisman, A., Vankelecom, H., & 
Kineman, R.  D. (2011). Metabolic impact of adult- 
onset, isolated, growth hormone deficiency (AOiGHD) 
due to destruction of pituitary Somatotropes. PLoS 
One, 6(1), e15767.

Masternak, M. M., Al-Regaiey, K. A., Del Rosario Lim, 
M. M., Jimenez-Ortega, V., Panici, J. A., Bonkowski, 
M. S., Kopchick, J. J., Wang, Z., & Bartke, A. (2006). 
Caloric restriction and growth hormone receptor 
knockout: Effects on expression of genes involved in 
insulin action in the heart. Experimental Gerontology, 
41(4), 417–429.

Mavalli, M. D., DiGirolamo, D. J., Fan, Y., Riddle, R. C., 
Campbell, K. S., van Groen, T., Frank, S. J., Sperling, 
M.  A., Esser, K.  A., Bamman, M.  M., & Clemens, 
T.  L. (2010). Distinct growth hormone receptor sig-
naling modes regulate skeletal muscle development 
and insulin sensitivity in mice. The Journal of Clinical 
Investigation, 120(11), 4007–4020.

Meazza, C., Elsedfy, H.  H., Pagani, S., Bozzola, E., El 
Kholy, M., & Bozzola, M. (2014). Metabolic param-
eters and adipokine profile in growth hormone defi-
cient (GHD) children before and after 12-month 
GH treatment. Hormone and Metabolic Research = 
Hormon- und Stoffwechselforschung = Hormones et 
Metabolisme, 46(3), 219–223. https://doi.org/10.105
5/s-0033-1358730.

Mekala, K. C., & Tritos, N. A. (2008). Effects of recom-
binant human growth hormone therapy in obesity 
in adults  - a meta-analysis. The Journal of Clinical 
Endocrinology and Metabolism.

Melmed, S. (2009). Acromegaly pathogenesis and treat-
ment. The Journal of Clinical Investigation, 119(11), 
3189–3202. https://doi.org/10.1172/JCI39375.

Melmed, S. (2011). Pathogenesis of pituitary tumors. 
Nature Reviews Endocrinology, 7(5), 257–266. https://
doi.org/10.1038/nrendo.2011.40.

Melmed, S., Kleinberg, D. L., Bonert, V., & Fleseriu, M. 
(2014). Acromegaly: Assessing the disorder and navi-
gating therapeutic options for treatment. Endocrine 
Practice, 20(Suppl 1), 7–17. quiz 18–20. https://doi.
org/10.4158/EP14430.RA.

Miquet, J. G., Freund, T., Martinez, C. S., Gonzalez, L., Diaz, 
M. E., Micucci, G. P., Zotta, E., Boparai, R. K., Bartke, 
A., Turyn, D., & Sotelo, A.  I. (2013). Hepatocellular 
alterations and dysregulation of oncogenic pathways 
in the liver of transgenic mice overexpressing growth 
hormone. Cell Cycle, 12(7), 1042–1057. https://doi.
org/10.4161/cc.24026. 24026 [pii].

Molitch, M.  E., Clemmons, D.  R., Malozowski, S., 
Merriam, G.  R., & Vance, M.  L. (2011). Evaluation 
and treatment of adult growth hormone deficiency: 
An Endocrine Society clinical practice guideline. The 
Journal of Clinical Endocrinology and Metabolism, 

96(6), 1587–1609. https://doi.org/10.1210/
jc.2011-0179.

Moller, N., & Jorgensen, J. O. (2009). Effects of growth 
hormone on glucose, lipid, and protein metabolism in 
human subjects. Endocrine Reviews, 30(2), 152–177.

Moller, N., Vendelbo, M.  H., Kampmann, U., 
Christensen, B., Madsen, M., Norrelund, H., & 
Jorgensen, J.  O. (2009). Growth hormone and 
protein metabolism. Clinical Nutrition, 28(6), 
597–603. https://doi.org/10.1016/j.clnu.2009.08.0
15S0261-5614(09)00177-0. [pii].

Muller, E.  E. (1990). Clinical implications of growth 
hormone feedback mechanisms. Hormone Research, 
33(Suppl 4), 90–96.

Muller, E.  E., Locatelli, V., & Cocchi, D. (1999). 
Neuroendocrine control of growth hormone secretion. 
Physiological Reviews, 79(2), 511–607.

Mulligan, K., Tai, V.  W., & Schambelan, M. (1998). 
Effects of chronic growth hormone treatment on energy 
intake and resting energy metabolism in patients with 
human immunodeficiency virus-associated wasting--a 
clinical research center study. The Journal of Clinical 
Endocrinology and Metabolism, 83(5), 1542–1547. 
https://doi.org/10.1210/jcem.83.5.4772.

Mullis, P.  E. (2007). Genetics of growth hormone defi-
ciency. Endocrinology and Metabolism Clinics 
of North America, 36(1), 17–36. https://doi.
org/10.1016/j.ecl.2006.11.010.

Murase, T., Yamada, N., Ohsawa, N., Kosaka, K., Morita, 
S., & Yoshida, S. (1980). Decline of postheparin 
plasma lipoprotein lipase in acromegalic patients. 
Metabolism, 29(7), 666–672.

Nam, S.  Y., Kim, K.  R., Cha, B.  S., Song, Y.  D., Lim, 
S.  K., Lee, H.  C., & Huh, K.  B. (2001). Low-dose 
growth hormone treatment combined with diet restric-
tion decreases insulin resistance by reducing visceral 
fat and increasing muscle mass in obese type 2 dia-
betic patients. International Journal of Obesity and 
Related Metabolic Disorders, 25(8), 1101–1107.

Nishizawa, H., Iguchi, G., Murawaki, A., Fukuoka, 
H., Hayashi, Y., Kaji, H., Yamamoto, M., Suda, 
K., Takahashi, M., Seo, Y., Yano, Y., Kitazawa, R., 
Kitazawa, S., Koga, M., Okimura, Y., Chihara, K., & 
Takahashi, Y. (2012). Nonalcoholic fatty liver disease 
in adult hypopituitary patients with GH deficiency 
and the impact of GH replacement therapy. European 
Journal of Endocrinology, 167(1), 67–74. https://doi.
org/10.1530/EJE-12-0252.

Olarescu, N.  C., Berryman, D.  E., Householder, L.  A., 
Lubbers, E.  R., List, E.  O., Benencia, F., Kopchick, 
J.  J., & Bollerslev, J.  (2015a). GH action influences 
adipogenesis of mouse adipose tissue-derived mes-
enchymal stem cells. The Journal of Endocrinology, 
226(1), 13–23. https://doi.org/10.1530/JOE-15-0012.

Olarescu, N.  C., Heck, A., Godang, K., Ueland, T., & 
Bollerslev, J.  (2015b). The metabolic risk in newly 
diagnosed patients with acromegaly is related to fat 
distribution and circulating Adipokines and improves 
after treatment. Neuroendocrinology. https://doi.
org/10.1159/000371818.

12 Obesity and the Growth Hormone Axis

https://doi.org/10.1530/JOE-12-0505
https://doi.org/10.1530/JOE-12-0505
https://doi.org/10.1055/s-0033-1358730
https://doi.org/10.1055/s-0033-1358730
https://doi.org/10.1172/JCI39375
https://doi.org/10.1038/nrendo.2011.40
https://doi.org/10.1038/nrendo.2011.40
https://doi.org/10.4158/EP14430.RA
https://doi.org/10.4158/EP14430.RA
https://doi.org/10.4161/cc.24026
https://doi.org/10.4161/cc.24026
https://doi.org/10.1210/jc.2011-0179
https://doi.org/10.1210/jc.2011-0179
https://doi.org/10.1016/j.clnu.2009.08.015S0261-5614(09)00177-0
https://doi.org/10.1016/j.clnu.2009.08.015S0261-5614(09)00177-0
https://doi.org/10.1210/jcem.83.5.4772
https://doi.org/10.1016/j.ecl.2006.11.010
https://doi.org/10.1016/j.ecl.2006.11.010
https://doi.org/10.1530/EJE-12-0252
https://doi.org/10.1530/EJE-12-0252
https://doi.org/10.1530/JOE-15-0012
https://doi.org/10.1159/000371818
https://doi.org/10.1159/000371818


342

Olsson, B., Bohlooly, Y. M., Fitzgerald, S. M., Frick, F., 
Ljungberg, A., Ahren, B., Tornell, J., Bergstrom, G., & 
Oscarsson, J.  (2005). Bovine growth hormone trans-
genic mice are resistant to diet-induced obesity but 
develop hyperphagia, dyslipidemia, and diabetes on a 
high-fat diet. Endocrinology, 146(2), 920–930.

Oscarsson, J., Ottosson, M., Vikman-Adolfsson, K., Frick, 
F., Enerback, S., Lithell, H., & Eden, S. (1999). GH 
but not IGF-I or insulin increases lipoprotein lipase 
activity in muscle tissues of hypophysectomised rats. 
The Journal of Endocrinology, 160(2), 247–255.

Palmer, A. J., Chung, M. Y., List, E. O., Walker, J., Okada, 
S., Kopchick, J.  J., & Berryman, D. E. (2009). Age- 
related changes in body composition of bovine growth 
hormone transgenic mice. Endocrinology, 150(3), 
1353–1360.

Raben, M.  S., & Hollenberg, C.  H. (1959). Effect of 
growth hormone on plasma fatty acids. The Journal 
of Clinical Investigation, 38(3), 484–488. https://doi.
org/10.1172/JCI103824.

Rabinowitz, D., Klassen, G. A., & Zierler, K. L. (1965). 
Effect of human growth hormone on muscle and adi-
pose tissue metabolism in the forearm of man. The 
Journal of Clinical Investigation, 44, 51–61.

Rabinowitz, D., & Zierler, K. L. (1963). A metabolic reg-
ulating device based on the actions of human growth 
hormone and of insulin, singly and together, on the 
human forearm. Nature, 199, 913–915.

Rasmussen, M. H. (2010). Obesity, growth hormone and 
weight loss. Molecular and Cellular Endocrinology, 
316(2), 147–153. https://doi.org/10.1016/j.mce.2009. 
08.017.

Rasmussen, M. H., Hvidberg, A., Juul, A., Main, K. M., 
Gotfredsen, A., Skakkebaek, N.  E., Hilsted, J., 
& Skakkebae, N.  E. (1995). Massive weight loss 
restores 24-hour growth hormone release profiles 
and serum insulin-like growth factor-I levels in obese 
subjects. The Journal of Clinical Endocrinology 
and Metabolism, 80(4), 1407–1415. https://doi.
org/10.1210/jcem.80.4.7536210.

Reed, M. L., Merriam, G. R., & Kargi, A. Y. (2013). Adult 
growth hormone deficiency  - benefits, side effects, 
and risks of growth hormone replacement. Front 
Endocrinol (Lausanne), 4, 64. https://doi.org/10.3389/
fendo.2013.00064.

Reyes-Vidal, C., Fernandez, J. C., Bruce, J. N., Crisman, 
C., Conwell, I. M., Kostadinov, J., Geer, E. B., Post, 
K.  D., & Freda, P.  U. (2014). Prospective study of 
surgical treatment of acromegaly: Effects on ghrelin, 
weight, adiposity, and markers of CV risk. The Journal 
of Clinical Endocrinology and Metabolism, 99(11), 
4124–4132. https://doi.org/10.1210/jc.2014-2259.

Richelsen, B., Pedersen, S.  B., Borglum, J.  D., Moller- 
Pedersen, T., Jorgensen, J., & Jorgensen, J. O. (1994). 
Growth hormone treatment of obese women for 5 wk: 
Effect on body composition and adipose tissue LPL 
activity. The American Journal of Physiology, 266(2 
Pt 1), E211–E216.

Richelsen, B., Pedersen, S. B., Kristensen, K., Borglum, 
J. D., Norrelund, H., Christiansen, J. S., & Jorgensen, 

J.  O. (2000). Regulation of lipoprotein lipase and 
hormone- sensitive lipase activity and gene expression 
in adipose and muscle tissue by growth hormone treat-
ment during weight loss in obese patients. Metabolism, 
49(7), 906–911.

Robertson, K., Kopchick, J. J., & Liu, J. L. (2006). Growth 
hormone receptor gene deficiency causes delayed 
insulin responsiveness in skeletal muscles without 
affecting compensatory islet cell overgrowth in obese 
mice. American Journal of Physiology. Endocrinology 
and Metabolism, 291(3), E491–E498.

Rodriguez-Arnao, J., Jabbar, A., Fulcher, K., Besser, 
G. M., & Ross, R.  J. (1999). Effects of growth hor-
mone replacement on physical performance and 
body composition in GH deficient adults. Clinical 
Endocrinology, 51(1), 53–60.

Rogozinski, A., Furioso, A., Glikman, P., Junco, M., 
Laudi, R., Reyes, A., & Lowenstein, A. (2012). 
Thyroid nodules in acromegaly. Arquivos Brasileiros 
de Endocrinologia e Metabologia, 56(5), 300–304.

Rokkas, T., Pistiolas, D., Sechopoulos, P., Margantinis, G., 
& Koukoulis, G. (2008). Risk of colorectal neoplasm 
in patients with acromegaly: A meta-analysis. World 
Journal of Gastroenterology, 14(22), 3484–3489.

Romero, C.  J., Ng, Y., Luque, R.  M., Kineman, R.  D., 
Koch, L., Bruning, J.  C., & Radovick, S. (2010). 
Targeted deletion of somatotroph insulin-like growth 
factor-I signaling in a cell-specific knockout mouse 
model. Molecular Endocrinology, 24(5), 1077–1089. 
https://doi.org/10.1210/me.2009-0393.

Sackmann-Sala, L., Berryman, D.  E., Lubbers, E.  R., 
Zhang, H., Vesel, C. B., Troike, K. M., Gosney, E. S., 
List, E.  O., & Kopchick, J.  J. (2013). Age-related 
and depot-specific changes in white adipose tissue of 
growth hormone receptor-null mice. The Journals of 
Gerontology. Series A, Biological Sciences and Medical 
Sciences. https://doi.org/10.1093/gerona/glt110.

Sakharova, A. A., Horowitz, J. F., Surya, S., Goldenberg, 
N., Harber, M. P., Symons, K., & Barkan, A. (2008). 
Role of growth hormone in regulating lipolysis, pro-
teolysis, and hepatic glucose production during fast-
ing. The Journal of Clinical Endocrinology and 
Metabolism, 93(7), 2755–2759. doi:jc.2008-0079. 
[pii]. https://doi.org/10.1210/jc.2008-0079.

Shadid, S., & Jensen, M.  D. (2003). Effects of growth 
hormone administration in human obesity. Obesity 
Research, 11(2), 170–175.

Shevah, O., & Laron, Z. (2007). Patients with congenital 
deficiency of IGF-I seem protected from the develop-
ment of malignancies: A preliminary report. Growth 
Hormone & IGF Research, 17(1), 54–57.

Shin-Hye Kim, Mi-Jung Park, (2017) Effects of growth 
hormone on glucose metabolism and insulin resis-
tance in human. Annals of Pediatric Endocrinology & 
Metabolism 22(3):145–152.

Silha, J. V., Krsek, M., Hana, V., Marek, J., Jezkova, J., 
Weiss, V., & Murphy, L.  J. (2003). Perturbations in 
adiponectin, leptin and resistin levels in acromegaly: 
Lack of correlation with insulin resistance. Clinical 
Endocrinology, 58(6), 736–742.

B. Henry et al.

https://doi.org/10.1172/JCI103824
https://doi.org/10.1172/JCI103824
https://doi.org/10.1016/j.mce.2009.08.017
https://doi.org/10.1016/j.mce.2009.08.017
https://doi.org/10.1210/jcem.80.4.7536210
https://doi.org/10.1210/jcem.80.4.7536210
https://doi.org/10.3389/fendo.2013.00064
https://doi.org/10.3389/fendo.2013.00064
https://doi.org/10.1210/jc.2014-2259
https://doi.org/10.1210/me.2009-0393
https://doi.org/10.1093/gerona/glt110
https://doi.org/10.1210/jc.2008-0079


343

Skaggs, S. R., & Crist, D. M. (1991). Exogenous human 
growth hormone reduces body fat in obese women. 
Hormone Research, 35(1), 19–24.

Smuel, K., Kauli, R., Lilos, P., & Laron, Z. (2015). 
Growth, development, puberty and adult height before 
and during treatment in children with congenital iso-
lated growth hormone deficiency. Growth Hormone 
& IGF Research : Official Journal of the Growth 
Hormone Research Society and the International 
IGF Research Society, 25(4), 182–188. https://doi.
org/10.1016/j.ghir.2015.05.001.

Snyder, D.  K., Clemmons, D.  R., & Underwood, L.  E. 
(1988). Treatment of obese, diet-restricted subjects 
with growth hormone for 11 weeks: Effects on anabo-
lism, lipolysis, and body composition. The Journal 
of Clinical Endocrinology and Metabolism, 67(1), 
54–61.

Snyder, D.  K., Underwood, L.  E., & Clemmons, D.  R. 
(1990). Anabolic effects of growth hormone in obese 
diet-restricted subjects are dose dependent. The 
American Journal of Clinical Nutrition, 52(3), 431–437.

Snyder, D.  K., Underwood, L.  E., & Clemmons, D.  R. 
(1995). Persistent lipolytic effect of exogenous growth 
hormone during caloric restriction. The American 
Journal of Medicine, 98(2), 129–134.

Sornson, M.  W., Wu, W., Dasen, J.  S., Flynn, S.  E., 
Norman, D.  J., O’Connell, S.  M., Gukovsky, I., 
Carriere, C., Ryan, A.  K., Miller, A.  P., Zuo, L., 
Gleiberman, A.  S., Andersen, B., Beamer, W.  G., & 
Rosenfeld, M.  G. (1996). Pituitary lineage determi-
nation by the prophet of Pit-1 homeodomain factor 
defective in Ames dwarfism. Nature, 384(6607), 327–
333. https://doi.org/10.1038/384327a0.

Stenholm, S., Metter, E.  J., Roth, G. S., Ingram, D. K., 
Mattison, J.  A., Taub, D.  D., & Ferrucci, L. (2011). 
Relationship between plasma ghrelin, insulin, leptin, 
interleukin 6, adiponectin, testosterone and longevity 
in the Baltimore longitudinal study of aging. Aging 
Clinical and Experimental Research, 23(2), 153–158.

Steuerman, R., Shevah, O., & Laron, Z. (2011). Congenital 
IGF1 deficiency tends to confer protection against 
post-natal development of malignancies. European 
Journal of Endocrinology, 164(4), 485–489. https://
doi.org/10.1530/EJE-10-0859.

Stout, M. B., Swindell, W. R., Zhi, X., Rohde, K., List, 
E. O., Berryman, D. E., Kopchick, J.  J., Gesing, A., 
Fang, Y., & Masternak, M. M. (2015). Transcriptome 
profiling reveals divergent expression shifts in brown 
and white adipose tissue from long-lived GHRKO 
mice. Oncotarget, 6(29), 26702–26715. https://doi.
org/10.18632/oncotarget.5760.

Stout, M.  B., Tchkonia, T., Pirtskhalava, T., Palmer, 
A. K., List, E. O., Berryman, D. E., Lubbers, E. R., 
Escande, C., Spong, A., Masternak, M.  M., Oberg, 
A.  L., LeBrasseur, N.  K., Miller, R.  A., Kopchick, 
J. J., Bartke, A., & Kirkland, J. L. (2014). Growth hor-
mone action predicts age-related white adipose tissue 
dysfunction and senescent cell burden in mice. Aging 
(Albany NY), 6(7), 575–586.

Sucunza, N., Barahona, M.  J., Resmini, E., Fernandez- 
Real, J.  M., Ricart, W., Farrerons, J., Rodriguez 
Espinosa, J., Marin, A. M., Puig, T., & Webb, S. M. 
(2009). A link between bone mineral density and 
serum adiponectin and visfatin levels in acromeg-
aly. The Journal of Clinical Endocrinology and 
Metabolism, 94(10), 3889–3896.

Tagliaferri, M., Scacchi, M., Pincelli, A.  I., Berselli, 
M.  E., Silvestri, P., Montesano, A., Ortolani, S., 
Dubini, A., & Cavagnini, F. (1998). Metabolic effects 
of biosynthetic growth hormone treatment in severely 
energy-restricted obese women. International Journal 
of Obesity and Related Metabolic Disorders, 22(9), 
836–841.

Troike, K. M., Henry, B. E., Jensen, E. A., Young, J. A., 
List, E. O., Kopchick, J. J., & Berryman, D. E. (2017). 
Impact of Growth Hormone on Regulation of Adipose 
Tissue. Comprehensive Physiology, 7(3), 819–840. 
https://doi.org/10.1002/cphy.c160027.

van Vught, A. J., Nieuwenhuizen, A. G., Brummer, R. J., 
& Westerterp-Plantenga, M. S. (2008). Effects of oral 
ingestion of amino acids and proteins on the somato-
tropic axis. The Journal of Clinical Endocrinology and 
Metabolism, 93(2), 584–590. https://doi.org/10.1210/
jc.2007-1784.

Vikman, K., Carlsson, B., Billig, H., & Eden, S. (1991). 
Expression and regulation of growth hormone (GH) 
receptor messenger ribonucleic acid (mRNA) in rat 
adipose tissue, adipocytes, and adipocyte precur-
sor cells: GH regulation of GH receptor mRNA. 
Endocrinology, 129(3), 1155–1161.

Wang, Z., Al-Regaiey, K.  A., Masternak, M.  M., & 
Bartke, A. (2006). Adipocytokines and lipid levels in 
Ames dwarf and calorie-restricted mice. The Journals 
of Gerontology. Series A, Biological Sciences and 
Medical Sciences, 61(4), 323–331.

Wang, Z., Masternak, M.  M., Al-Regaiey, K.  A., & 
Bartke, A. (2007). Adipocytokines and the regulation 
of lipid metabolism in growth hormone transgenic and 
calorie-restricted mice. Endocrinology, 148(6), 2845–
2853. https://doi.org/10.1210/en.2006-1313.

Wells, J. A. (1996). Binding in the growth hormone recep-
tor complex. Proceedings of the National Academy of 
Sciences, 93(1), 1–6.

Wu, Y., Liu, C., Sun, H., Vijayakumar, A., Giglou, P. R., 
Qiao, R., Oppenheimer, J., Yakar, S., & LeRoith, D. 
(2011). Growth hormone receptor regulates beta cell 
hyperplasia and glucose-stimulated insulin secretion 
in obese mice. The Journal of Clinical Investigation, 
121(6), 2422–2426. https://doi.org/10.1172/JCI45027.

Yakar, S., Setser, J., Zhao, H., Stannard, B., Haluzik, M., 
Glatt, V., Bouxsein, M. L., Kopchick, J. J., & LeRoith, 
D. (2004). Inhibition of growth hormone action 
improves insulin sensitivity in liver IGF-1-deficient 
mice. The Journal of Clinical Investigation, 113(1), 
96–105.

Yang, S., Mulder, H., Holm, C., & Eden, S. (2004). 
Effects of growth hormone on the function of beta- 
adrenoceptor subtypes in rat adipocytes. Obesity 

12 Obesity and the Growth Hormone Axis

https://doi.org/10.1016/j.ghir.2015.05.001
https://doi.org/10.1016/j.ghir.2015.05.001
https://doi.org/10.1038/384327a0
https://doi.org/10.1530/EJE-10-0859
https://doi.org/10.1530/EJE-10-0859
https://doi.org/10.18632/oncotarget.5760
https://doi.org/10.18632/oncotarget.5760
https://doi.org/10.1002/cphy.c160027
https://doi.org/10.1210/jc.2007-1784
https://doi.org/10.1210/jc.2007-1784
https://doi.org/10.1210/en.2006-1313
https://doi.org/10.1172/JCI45027


344

Research, 12(2), 330–339. https://doi.org/10.1038/
oby.2004.41.

Yang, T., Householder, L. A., Lubbers, E. R., List, E. O., 
Troike, K., Vesel, C., Duran-Ortiz, S., Kopchick, J. J., 
& Berryman, D.  E. (2015). Growth hormone recep-
tor antagonist transgenic mice are protected from 
 hyperinsulinemia and glucose intolerance despite obe-
sity when placed on a HF diet. Endocrinology, 156(2), 
555–564. https://doi.org/10.1210/en.2014-1617.

Yip, R. G., & Goodman, H. M. (1999). Growth hormone 
and dexamethasone stimulate lipolysis and activate 
adenylyl cyclase in rat adipocytes by selectively 
shifting Gi alpha2 to lower density membrane frac-
tions. Endocrinology, 140(3), 1219–1227. https://doi.
org/10.1210/endo.140.3.6580.

Zhang, Q., Kohler, M., Yang, S. N., Zhang, F., Larsson, O., 
& Berggren, P. O. (2004). Growth hormone promotes 

ca(2+)-induced Ca2+ release in insulin-secreting 
cells by ryanodine receptor tyrosine phosphorylation. 
Molecular Endocrinology, 18(7), 1658–1669. https://
doi.org/10.1210/me.2004-0044.

Zhou, Y., Xu, B. C., Maheshwari, H. G., He, L., Reed, M., 
Lozykowski, M., Okada, S., Cataldo, L., Coschigamo, 
K., Wagner, T.  E., Baumann, G., & Kopchick, J.  J. 
(1997). A mammalian model for Laron syndrome 
produced by targeted disruption of the mouse growth 
hormone receptor/binding protein gene (the Laron 
mouse). Proceedings of the National Academy of 
Sciences of the United States of America, 94(24), 
13215–13220.

Zou, L., Menon, R.  K., & Sperling, M.  A. (1997). 
Induction of mRNAs for the growth hormone receptor 
gene during mouse 3T3-L1 preadipocyte differentia-
tion. Metabolism, 46(1), 114–118.

B. Henry et al.

https://doi.org/10.1038/oby.2004.41
https://doi.org/10.1038/oby.2004.41
https://doi.org/10.1210/en.2014-1617
https://doi.org/10.1210/endo.140.3.6580
https://doi.org/10.1210/endo.140.3.6580
https://doi.org/10.1210/me.2004-0044
https://doi.org/10.1210/me.2004-0044

	12: Obesity and the Growth Hormone Axis
	12.1	 Introduction to the growth hormone/insulin-like growth factor (GH/IGF-1) Axis
	12.2	 Role of GH in Nutrient Metabolism
	12.3	 Clinical Conditions and Mouse Lines with Alterations in the GH Axis
	12.3.1	 Acromegaly and Gigantism
	12.3.2	 Growth Hormone Deficiency (GHD)
	12.3.3	 Laron Syndrome (LS)
	12.3.4	 Mouse Lines
	12.3.5	 Increased GH Action
	12.3.6	 Decreased GH Action

	12.4	 Adipose Tissue and GH
	12.4.1	 Body Composition
	12.4.2	 Adipokines
	12.4.3	 GH Alters AT in a Depot-Specific Manner
	12.4.4	 GH as a Treatment Modality for Obesity? Pros vs Cons

	References


