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ABSTRACT

Microglia, the primary regulators of inflammatory responses in the brain, suffer deterioration during aging
culminating in their inability to generate adequate adaptive responses to maintain physiological homeostasis in
brain tissue. Microglia affect the function of other glial cells and neurons, including those involved in the hy-
pothalamic control of body homeostasis. Microglial dysfunction with aging in cognitive areas such as the hip-
pocampus is known to associate with cognitive decline; more recently, microglial alterations in the hypotha-
lamus during midlife was suggested to participate in changes in the endocrine and metabolic control exerted by
this brain region. Consequently, the feed-back loops between endocrine glands and the hypothalamus are al-
tered. This generates a vicious circle in which the plasma levels of key neuroprotective hormones, such as
gonadal hormones, insulin-like growth factor-1, growth hormone and leptin and their hypothalamic signaling
are decreased, which further enhances microglial alterations and deterioration of hypothalamic function.
Hypothalamic dysfunction is a risk factor for neurodegenerative diseases and these diseases in turn promote
additional alterations in hypothalamic microglial cells, which are unable to cope with the neurodegenerative
process, resulting in permanent damage of the neuronal-glial circuits controlling endocrine homeostasis, food

intake and body metabolism. Thus, a “vicious cycle” may such be initiated.

1. Introduction

Health, wellbeing and homeostasis of the human body are highly
dependent on the correct functioning of the hypothalamus. This key
brain center exerts its homeostatic control through two parallel and
complementary mechanisms: 1) The release of hypothalamic neuro-
peptides that control the release of hormones that modify the activity of
peripheral endocrine glands. 2) The governance of hypothalamic and
extra-hypothalamic neuronal circuits involved in endocrine functions,
food intake and energy balance through the release of neuro-
transmitters and the modulation of neurotransmission. The activity of
hypothalamic neuronal circuits controlling body homeostasis is under
fine temporal tuning by peripheral hormones and vagal inputs that send
feed-back regulatory signals to the hypothalamus, assuring that hy-
pothalamic activity is adequately adjusted to body needs. The neuronal
circuits that regulate body homeostasis have been actively studied for
many years and our understanding of this central control has progres-
sively increased. It is assumed that defective functioning of these cir-
cuits underlies the decline in neuroendocrine systems associated with
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aging and neurodegenerative conditions (Zhang et al., 2013). A major
question remains as to why these circuits become dysfunctional under
these circumstances. The answer may reside in a cellular component
that is emerging as a key player in the hypothalamic neuroendocrine
regulation: glial cells (Chowen et al., 2016; Douglass et al., 2017b;
Ojeda et al., 2008; Oliet et al., 2004).

In the mammalian brain, glial cells are classified as microglia and
macroglia (Fig. 1). Microglia, the macrophages of the brain, actively
and continuously sense for alterations in the homeostatic conditions of
brain tissue. They have phagocytic activity and are the primary reg-
ulators of local inflammatory responses in the neural parenchyma
(neuroinflammation) in response to disturbances in the cellular en-
vironment (Michell-Robinson et al., 2015). Macroglia are composed of
a variety of cell types, including astrocytes, oligodendrocytes and NG2
cells, a more recently recognized type of glial cell characterized by the
expression of NG2 proteoglycan (Hill and Nishiyama, 2014), as well as
specialized macroglia located in the cerebellum (Bergmann glia) and
the hypothalamus (tanycytes). This broad variety of glial cell types in
the mammalian brain is not found in invertebrates or lower vertebrates.
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Fig. 1. Role of hypothalamic glial cells in neuroendocrine control. Tanycytes, microglia, astrocytes and NG2 cells participate in the sensing of endocrine and
metabolic signals and regulate the function and activity of the hypothalamic neuroendocrine neuronal circuits.

Indeed, it appears that glial cells have experienced more morphological
and functional changes throughout phylogenetic evolution than neu-
rons. This must attest to their increasing importance throughout evo-
lution and in higher species.

Glial cells were originally considered to be mere elements of support
for neurons; however, we now know that they perform a wide spectrum
of actions that are essential in the regulation of brain function.
Astrocytes are sensitive to changes in neuronal activity through their
expression of receptors for neurotransmitters and neuromodulators and
they actively participate in the processing of information in the brain.
Indeed, they regulate neuronal communication by releasing glio-
transmitters, such as ATP, glutamate, GABA and D-serine. They also
form cellular syncytia connected by gap junctions that function to in-
tercommunicate the synaptic activity of distant neurons. Thus, in con-
junction with pre- and postsynaptic neuronal terminals, astrocyte pro-
cesses are now recognized as the third component of synapses (Papouin
et al., 2017; Perea et al., 2009).

Astrocytes also play a key role in brain function by providing fuel to
sustain neuronal function, adapting the energy supply to neuronal ac-
tivity (Belanger et al., 2011). Astrocytes and other macroglial cells,
such as tanycytes, transport glucose from the circulation, participate in
glucose-sensing mechanisms (Elizondo-Vega et al., 2015; Frayling et al.,
2011), accumulate energy deposits in the form of glycogen (Dringen
and Hamprecht, 1992) and sense neuronal activity in order to provide
lactate to neurons according to their metabolic needs (Belanger et al.,
2011). Astrocytes, together with tanycytes, endothelial cells and peri-
cytes, are an essential component of the blood-brain barrier and reg-
ulate the flux of molecules between the body and the brain (Cabezas
et al., 2014). Moreover, astrocyte end-feet surrounding brain capillaries
are fundamental in synchronizing neuronal metabolism with cerebral
blood flow (Petzold et al., 2008; Takano et al., 2006). In the hypotha-
lamus, morphological changes in astrocytes and tanycytes are

associated with modifications in the synaptic plasticity of neuronal
circuits involved in regulating the release of hormones, such as gona-
dotropin-releasing hormone (GnRH) and oxytocin (Chowen et al., 2016;
Oliet et al., 2008; Sharif et al., 2013). Astrocytes and tanycytes also
release factors that regulate the activity of hypothalamic neurons, in-
cluding transforming growth factor (TGF) a, TGF31, TGFB2, fibroblast
growth factor (FGF), insulin-like growth factor-1 (IGF-1), vascular en-
dothelial growth factor A (VEGF-A), prostaglandins and progesterone
(Langlet et al., 2013; Prevot et al., 2003; Sinchak et al., 2003).
Hypothalamic glial cells are also involved in the control of food
intake and energy expenditure. Energy metabolism is primarily regu-
lated by two groups of neurons in the human hypothalamic in-
fundibular nucleus (arcuate nucleus in rodents): 1) Pro-opiomelano-
cortin (POMC) neurons that release a-melanocyte stimulating hormone
(a-MSH) to promote energy expenditure and inhibit feeding and 2)
Neuropeptide Y (NPY) neurons that release Agouti-related peptide
(AgRP) and NPY to stimulate feeding and decrease energy expenditure
(Koch and Horvath, 2014; Luquet et al., 2005). Both POMC and NPY
neurons are under the control of systemic feed-back signals including
the anorexigenic hormone leptin, produced mainly by adipocytes, and
the orexigenic hormone ghrelin produced in the stomach, with these
neurons projecting to and regulating other neuronal populations in-
volved in metabolic control. Astrocytes, microglia, NG2-glia and tany-
cytes participate in the hypothalamic sensing of metabolic hormones,
such as insulin and leptin (Djogo et al., 2016; Fuente-Martin et al.,
2012; Garcia-Caceres et al., 2016; Kim et al., 2014; Wang et al., 2015)
and other metabolic signals, such as glucose and fatty acids (Belanger
et al., 2011; Elizondo-Vega et al., 2015; Le Foll et al., 2014) (Fig. 1). For
instance, hypothalamic astrocytes express receptors for and respond to
metabolic hormones, including insulin, leptin, ghrelin, estradiol and
glucocorticoids (Chowen et al., 2016; Diano et al., 1998a; Douglass
et al., 2017b; Fuente-Martin et al., 2016; Garcia-Caceres et al., 2016;
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Hsuchou et al., 2009). Expression of leptin receptors in astrocytes and
NG2 cells is necessary for the correct actions of leptin on metabolic
circuits in the hypothalamus (Djogo et al., 2016; Kim et al., 2014; Wang
et al., 2015). The genetically induced lack of leptin receptors in glial
fibrillary acidic protein (GFAP) positive astrocytes modifies the mor-
phological interaction of the cellular processes of these glial cells with
the surface of POMC and AgRP neuronal somas. This is associated with
alteration of the number of synaptic inputs to these neurons, as well as
the balance between stimulatory and inhibitory inputs, and thus mod-
ifications in their activity (Kim et al., 2014). Leptin also controls the
transport of glucose and glutamate by astrocytes, affecting their reg-
ulation of neuronal metabolism (Fuente-Martin et al., 2012). Moreover,
astrocytes are fundamental in mediating the effects of insulin on neu-
ronal metabolism throughout the brain and in the hypothalamus this
affects systemic energy homeostasis (Fernandez et al., 2017; Garcia-
Caceres et al., 2016).

Tanycytes, which sense, transport and respond to metabolic signals
such as glucose, leptin, IGF-1 and estradiol, also metabolize thyroxine
(T4) to triiodothyronine (T3) and are therefore important mediators of
the actions of thyroid hormone in the hypothalamus (Balland et al.,
2014; Diano et al., 1998b; Elizondo-Vega et al., 2015; Frayling et al.,
2011; Langlet et al., 2013). Glia, and in particular tanycytes, are a
source of neuroprogenitor cells (Chaker et al., 2016; Lee et al., 2012),
allowing the renovation of hypothalamic neuroendocrine and meta-
bolic circuits and their continual adjustment to the nutritional/hor-
monal environment (Lee et al., 2012; McNay et al., 2012).

The surge of publications in the past decade analyzing glial cells in
metabolic homeostatic control is due, at least in part, to the demon-
stration that in high fat diet (HFD)-induced obese rodents inflammatory
processes in the hypothalamus are directly involved in central insulin
resistance and disruption of systemic glucose homeostasis (De Souza
et al., 2005) and that hypothalamic inflammation has also been ob-
served in humans with obesity (Thaler et al., 2012). Microglia have
been closely linked to the obesity-induced inflammation in the hy-
pothalamus, with these glial cells shown to respond to both hormonal
and nutrient signals to initiate inflammatory signaling (Gao et al., 2014;
Milanski et al., 2009; Valdearcos et al., 2014). Depletion of microglia in
the medial basal hypothalamus or inhibition of inflammatory signaling
cascades specifically in microglia improves the metabolic profile in
obese subjects with insulin resistance (Andre et al., 2017; Valdearcos
et al., 2017, 2014), with a similar observation being reported in as-
trocytes (Buckman et al., 2015; Douglass et al., 2017a). However, the
process of astrogliosis is biphasic (Thaler et al., 2012), with a rapid
initial phase interpreted as protective and involved in the physiological
adaptation to increased energy intake (Buckman et al., 2015), while
delayed prolonged astrogliosis participates in the detrimental response
to obesity/poor nutrition, including secondary complications and per-
petuation of increased weight gain (Douglass et al., 2017a).

As will be seen in the following sections, we propose that under-
standing the role of glial cells in neuroendocrine and metabolic control
is key for delineating how hypothalamic dysfunction participates in
aging and neurodegeneration, as well as how poor nutrition and obesity
influence these processes and the mechanisms involved. Indeed, both
aging and neurodegeneration are characterized by alterations in glial
cell function and this occurs in parallel with enhanced neuroin-
flammation in the hypothalamus.

2. Age-associated hypothalamic dysfunction during midlife is
linked to microglial alterations

2.1. Aging of endocrine systems

Throughout life there is continuous crosstalk between the endocrine
glands and the hypothalamus to control and adjust physiological pro-
cesses to maintain homeostasis. This occurs through specific feed-back
loops that must be under constant adjustment in order to adapt to
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changes in the environment. There are certain physiological periods
and events in the life of an individual when these adjustments are quite
complex, such as during early development, puberty, reproductive cy-
cles, pregnancy, parturition, the early postpartum period and lactation
(Garcia-Segura, 2009). The feed-back loops between the hypothalamus
and endocrine glands also undergo striking reorganization during aging
and under pathological conditions (Garcia-Segura, 2009). The aging
process is gradual, but with clear alterations in endocrine gland and
hypothalamic function becoming apparent around midlife and this is
associated with a decline in the levels of many circulating hormones
(Lamberts et al., 1997). Since the hypothalamus controls the activity of
the endocrine glands and the hormones produced by these glands feed-
back to regulate hypothalamic function, it has been difficult to de-
termine whether the midlife-appearance of endocrine dysfunction in-
itiates in the hypothalamus or if it is triggered by alterations in per-
ipheral hormone levels. One likely scenario is that during aging there is
continuous and progressive remodeling of the feed-back loops in order
to maintain the coordinated actions of the hypothalamus and endocrine
glands, but this eventually culminates in a catastrophic point at which
these regulatory feed-back loops cannot be sufficiently adjusted to
maintain systemic homeostasis. They thus become permanently im-
paired, accelerating and perpetuating the decline in hypothalamic
function.

2.2. Microglia senescence

Brain aging is associated with microglial senescence, which results
in increased gliosis and neuroinflammation (Cornejo and von
Bernhardi, 2016; Matt and Johnson, 2016). It should be made clear that
senescent microglia do not have the same phenotype as microglia that
have been activated in response to acute brain injury or infection.
Young reactive microglia exert neuroprotective actions to promote
tissue repair and the recovery of tissue homeostasis. In contrast, se-
nescent microglia are dysfunctional cells that are unable to properly
react to brain alterations (Fig. 2). Senescent microglia exhibit increased
basal phagocytic activity, but their induced phagocytic activity is im-
paired. Their dendritic arborization is decreased, as is their motility and
capacity to shift from a proinflammatory to an anti-inflammatory
phenotype (Cornejo and von Bernhardi, 2016; Matt and Johnson,
2016). These changes in aged microglia have an important impact on
brain function. The decreased dendritic arborization and motility of
aged microglia reduces their surveying capacity and their ability to
react to harmful stimuli, which in turn hinders their effectiveness in
adequately maintaining homeostasis in brain tissue. Furthermore, mi-
croglial phagocytic activity is essential for synaptic plasticity and adult
neurogenesis to occur correctly (Schafer et al., 2012; Sierra et al., 2010)
and, as senescent microglia are incapable of adequately adapting pha-
gocytosis to homeostatic needs, these functions are compromised in the
aging brain. Senescent microglia are also unable to adjust their transi-
tion between pro-inflammatory and anti-inflammatory activity to meet
homeostatic needs resulting in the inadequate release of proin-
flammatory cytokines, such as interleukin (IL) -1f, IL-6 and tumor
necrosis factor (TNF)-a. This promotes chronic neuroinflammation and
alters the function of other brain cell types, including astrocytes and
neurons (Cornejo and von Bernhardi, 2016; Matt and Johnson, 2016;
Zhang et al., 2013). Alteration of these cell types in the hypothalamus
would directly affect neuroendocrine and endocrine function, including
metabolic control.

2.3. Hypothalamic inflammation and aging

It has been suggested that, at least in mice, aging of the hypotha-
lamus is the cause of systemic aging (Zhang et al., 2013). Although the
existence of senescent microglia has not been demonstrated in the hy-
pothalamus, microglial cells in this brain region progressively acquire a
dysfunctional proinflammatory phenotype during the aging process
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Fig. 2. Characteristics of senescent microglia. Representation of the differences between quiescent, activated and senescent microglia. In contrast to young
activated microglia, senescent microglia are unable to mount an adequate homeostatic inflammatory response.

that is characterized by elevated nuclear factor k — light chain - en-
hancer of activated B cells (NFkB) signaling (Zhang et al., 2013). The
inappropriate activation of NFkB in hypothalamic microglia and the
resulting increased expression and release of pro-inflammatory cyto-
kines, such as TNF-a, activates NFxB in neurons (Zhang et al., 2013).
This proinflammatory condition is associated with increased expression
of TGFP in astrocytes, which results in further hypothalamic NFxB ac-
tivation (Yan et al., 2014). Therefore, in the aged hypothalamus, as-
trocytes acquire a reactive phenotype that involves changes in cell
morphology and the release of glial factors that alter neuron-glia
crosstalk (Kaur et al., 2008; Yan et al., 2014). Since astrocytes regulate
the actions of peripheral hormones on hypothalamic neurons, the al-
teration in their function, as a consequence of the local uncontrolled
neuroinflammatory environment, will in turn affect the hypothalamic
regulation of body homeostasis. Indeed, not only are the circuits con-
trolling systemic metabolism altered, resulting in an increased pro-
pensity to gain weight and develop diseases such as diabetes mellitus
type 2, but inflammatory processes in the hypothalamus of aged mice
result in the down-regulation of GnRH expression, which contributes to
systemic aging (Zhang et al., 2013). These findings in mice suggest that
age-associated microglial alterations in the hypothalamus, and the
consequent over-activity of NFkB signaling in microglia and astrocytes,
is involved in systemic aging.

Deregulation of the hypothalamic neuroinflammatory response
during aging results in modifications in the control of neuroendocrine

axes that in turn amplify the process of hypothalamic aging (Garcia-San
Frutos et al., 2012; Yan et al., 2014; Zhang et al., 2013) (Fig. 3). For
instance, the down-regulation of GnRH secretion by hypothalamic in-
flammation (Morelli et al., 2014; Zhang et al., 2013) affects the hy-
pothalamic control of gonadal hormone synthesis. In mammals, go-
nadal hormones are essential signals for the modification and
reorganization of neurons, glial cells and their interactions that occur in
the hypothalamus and other brain regions during critical periods of life
such as prenatal development, puberty, reproductive cycles, pregnancy,
motherhood, menopause and aging (Garcia-Segura, 2009). Plasma le-
vels of gonadal hormones, as well as their precursor dehydroepian-
drosterone (DHEA), decrease in both men and women during midlife
(Lamberts et al., 1997). These hormones exert neuroprotective actions
and reduce the activation of astrocytes and microglia, thus decreasing
gliosis and neuroinflammation (Acaz-Fonseca et al., 2016). Hence, it is
plausible that the decline in gonadal hormone levels during midlife in
men and women is one of the main phenomena promoting hypotha-
lamic aging. The age-associated decrease in gonadal hormones is ac-
companied by reduced levels of growth hormone (GH), which in turn
results in decreased serum levels of IGF-1 (Lamberts et al., 1997), a
component of the GH axis, whose expression and signaling in different
tissues, including the brain, is regulated by estradiol (Cardona-Gomez
et al.,, 2002; Munive et al., 2016; Perianes-Cachero et al., 2015;
Sohrabji, 2015). IGF-1 is a neuroprotective factor that promotes neuron
survival and adult neurogenesis, including hypothalamic neurogenesis
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Fig. 3. Vicious circle of aging-associated hypothalamic neuroinflammation and loss of metabolic control. Microglia at midlife causes hypothalamic in-
flammation and the impaired function of hypothalamic neuroglial regulation of metabolic control. This causes metabolic alterations that are exacerbated by poor
dietary habits, which promote hypothalamic microglia activation and further hypothalamic inflammation, enhancing the loss of neuroendocrine and metabolic

control.

(Chaker et al., 2016; Perez-Martin et al., 2010), and reduces gliosis and
neuroinflammation, down-regulating NFxB activity (Bellini et al.,
2011). Although the brain also produces IGF-1, circulating IGF-1 has
been shown to directly affect brain function (Carro et al., 2005; Trejo
et al., 2007); thus, the midlife decline in circulating levels of this hor-
mone could further enhance hypothalamic aging. In addition, the IGF-1
receptor interacts with estrogen receptor alpha in the hypothalamus to
activate neuroprotective and anti-inflammatory signaling mechanisms
(Mendez et al., 2003) and the age associated decline in the levels of
gonadal hormones and IGF-1 could impair this interaction. This is not
only pertinent regarding the decrease in circulating estradiol levels in
midlife women, as in fact, peripheral testosterone is converted to es-
tradiol within the human male and female brain. Therefore, the age-
associated decline in plasma testosterone levels in men and the age-
associated decrease in plasma levels of estradiol in women, together
with the decrease in plasma IGF-1 levels in both sexes (Lamberts et al.,
1997), reduces the coordinated neuroprotective and anti-inflammatory
signaling of estrogen receptor alpha and the IGF-1 receptor in the brain,
resulting in enhanced hypothalamic gliosis and neuroinflammation.

Thus, the parallel decline in the activity of the GH and gonadal hor-
mone axes may be one of the main events initiating generalized hy-
pothalamic dysfunction with aging. The physiological differences be-
tween the sexes, especially regarding the reproductive axis and steroid
hormone production, varyingly affect this aging process and the asso-
ciated peripheral outcomes. Indeed, females tend to be less susceptible
to metabolic alterations, at least before menopause (Palmer and Clegg,
2015).

3. Microglia are involved in the alteration of neuroendocrine
control at midlife, which further exacerbates hypothalamic
dysfunction

3.1. Aging, dietary habits and hypothalamic inflammation

The age-associated increase in hypothalamic inflammation causes
impaired hypothalamic sensing of metabolic hormones and the in-
adequate regulation of energy expenditure, which in turn promotes
increased adiposity in men and women during midlife. These metabolic
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alterations caused by hypothalamic aging can be exacerbated by life-
style factors, such as diets rich in fat and sugar and sedentary behavior,
which enhance hypothalamic inflammation (Milanski et al., 2009;
Thaler et al., 2012) and impair hypothalamic control of metabolic
function; this can result in obesity and metabolic syndrome (Fig. 4). In
addition, obesity associated hypothalamic inflammation impairs GnRH
secretion (Morelli et al., 2014), which as previously stated contributes
to systemic aging (Zhang et al., 2013).

Peripheral metabolic alterations associated with obesity and poor
dietary habits, such as high levels of dietary saturated fatty acids, ac-
tivate NFkB signaling in mediobasal hypothalamic microglia, pro-
moting autophagy, endoplasmic reticulum stress and oxidative stress,
resulting in hypothalamic insulin, ghrelin and leptin resistance and
further promoting hypothalamic neuroinflammation and dysfunction
(Kleinridders et al., 2009; Milanski et al., 2009; Valdearcos et al., 2014;
Zhang et al., 2008). High fat diet intake stimulates neurogenesis in the
hypothalamus, with this increase in cell turnover thought to be bene-
ficial by promoting metabolic adaption to dietary changes (Lee et al.,
2012; McNay et al., 2012). However, hypothalamic neurogenesis and
the generation of neurons involved in metabolic control decrease with
age (Chaker et al., 2016; McNay et al., 2012), which reduces this
adaptive capacity and results in increased weight gain in response to
dietary challenges. This decrease in proliferative capacity may be at
least partially due to the age associated increase in local inflammatory
processes initiated by microglia and the impaired neurogenesis-asso-
ciated phagocytic function of microglia, in conjunction with the decline
in hypothalamic neurogenesis promoting hormones such as IGF-1 and
estrogens (Chaker et al., 2016; Lamberts et al., 1997; Sierra et al.,
2010).

3.2. Microglia, diet and hypothalamic inflammation

The deletion or silencing of microglia in the mediobasal hypotha-
lamus of rodents prevents saturated fatty acid-induced hypothalamic
neuroinflammation and high fat diet - induced weight gain (Andre
et al., 2017; Valdearcos et al., 2017, 2014). Thus, we could propose the
following scenario: saturated fatty acids from the acute ingestion of a
high fat diet induce the transient release of proinflammatory molecules
by microglia, initially as an adaptive response to maintain metabolic
control (Thaler et al., 2012). However, if the high fat diet is prolonged,
the adaptive response of microglia is impaired, resulting in chronic
neuroinflammation and hormonal changes that perpetuate weight gain
and neuroinflammation (Gao et al., 2014; Thaler et al., 2012). Similar
to microglia during aging, diet-induced reactive microglia would acti-
vate astrocytes, altering their morphology and their contacts with
neurons and brain capillaries (Horvath et al., 2010). This alteration of
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Microglial
& dysfunction

Neurodegenerative diseases affect the hy-
pothalamus and further enhance endocrine and
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astrocytes, and possibly tanycytes, would affect the transport of leptin
and other metabolic signals through the blood-brain barrier (Balland
et al., 2014; Fuente-Martin et al., 2016, 2012), promoting decreased
hypothalamic leptin sensing and impaired insulin signaling. Central
insulin and leptin resistance impair the correct functioning of hy-
pothalamic circuits controlling food intake and metabolism (Halaas
et al.,, 1997; Sears and Perry, 2015), further promoting obesity and
resulting in a vicious circle. Thus, obesity and aging trigger similar
pathophysiological mechanisms associated with increased hypotha-
lamic microglia dysfunction and deregulated neuroinflammatory con-
trol.

3.3. Aging, microglia and metabolism

Age-associated impairment of the hypothalamic control of systemic
metabolism can result in obesity during midlife, but prolonged hy-
pothalamic microglial dysfunction, which is enhanced by obesity, is
associated with anorexia at older ages (Fig. 3). During midlife, in-
creased body weight is, at least in part, the consequence of obesity-
associated leptin and insulin resistance (Kleinridders et al., 2009;
Purkayastha et al., 2011; Spielman et al., 2014) and the impaired
functioning of NPY neurons caused by inflammation and deregulated
microglial activation (Dalvi et al., 2017). Permanent microglial acti-
vation could in addition contribute to both the age-associated death of
hypothalamic neurons (Leite et al., 2016) and the age-associated de-
crease in hypothalamic neurogenesis, which is then unable to replace
the damaged neurons. This would cause enhanced and progressive
functional impairment of hypothalamic circuits in elderly people, in-
cluding those circuits involved in metabolic control. Moreover, at older
ages the effect of ghrelin resistance in AgRP/NPY neurons predominates
(Briggs et al., 2014; Miyazaki et al., 2014), and together with the sti-
mulation of POMC neurons by hypothalamic cytokines (Jang et al.,
2010; Shi et al., 2013) increased energy expenditure and decreased
appetite would be favored. Aging is associated with a decline in plasma
ghrelin levels and a decrease in the acylated (active)/desacylated
ghrelin ratio in humans, which is thought to be involved in the de-
creased appetite observed in the elderly (Nass et al., 2014; Rigamonti
et al., 2002). The decrease in hypothalamic ghrelin signaling further
contributes to increased microglia activation (Fujitsuka et al., 2016),
enhancing hypothalamic neuroinflammation and the deterioration of
hypothalamic metabolic control. Therefore, in addition to the altera-
tions in ghrelin signaling in hypothalamic AgRP/NPY neurons with
aging, microglial activation and cytokine production in the hypotha-
lamus can contribute to weight loss in the elderly or cachexia in disease
by stimulating POMC neurons (Jang et al., 2010; Shi et al., 2013).

Ghrelin also regulates systemic metabolism by acting on
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extrahypothalamic regions, such as the ventral tegmental area and ac-
tions of ghrelin on the dopaminergic neurons of this brain region are
involved in the regulation of reward and motivation (Stievenard et al.,
2017). Thus, altered ghrelin signaling in the aged brain could also alter
motivation for food, contributing to weight loss and physical frailty in
elderly individuals and in patients with neurodegenerative diseases.

Aging in humans is characterized by elevated plasma levels of in-
terleukin (IL)-1B, IL-6, TNFa and leukemia inhibitory factor (LIF)
(Gameiro et al., 2010; Maggio et al., 2005). These cytokines reach the
brain where they stimulate the inflammatory response of hypothalamic
microglia. Under neuroinflammatory conditions, glial cells in the hy-
pothalamic arcuate nucleus of rodents modify their physical interaction
with the surface of POMC neurons, changing the ratio of excitatory and
inhibitory synaptic inputs on these neurons and increasing their activity
(Horvath et al., 2010). In addition, the activation of NFkB promotes
POMC transcription (Jang et al., 2010; Shi et al., 2013). The increased
activity of POMC neurons then results in anorexia, which can be re-
versed with antagonists of NFkB (Jin et al., 2016). Moreover, studies of
genetically modified rodents have shown that hypothalamic IL-1f and
LIF stimulate the production of a-MSH through a mechanism involving
NFkB activation in POMC neurons (Grossberg et al., 2010). This sce-
nario would result in suppression of food intake and enhanced energy
expenditure.

Physical frailty is a predictor for the development of aging-asso-
ciated neurodegenerative diseases and aging is a risk factor for the
development of Alzheimer’s, Parkinson’s and Huntington’s diseases
(Buchman et al., 2005; James et al., 2014; Liot et al., 2017). As men-
tioned before, during aging microglia become less neuroprotective, less
effective in maintaining neuronal homeostasis and less capable of
counteracting neurodegenerative alterations than young microglia
(Cornejo and von Bernhardi, 2016; Cho et al., 2015; Matt and Johnson,
2016). As ghrelin, leptin, insulin, gonadal hormones and IGF-1 are
neuroprotective factors and exert anti-inflammatory actions, the aging-
associated decrease in their plasma levels and the increased leptin, in-
sulin and IGF-1 resistance could contribute to the onset and propaga-
tion of the pathological alterations in the brain of patients with neu-
rodegeneration. Obesity during midlife has also been linked to the
development of age-associated neurodegenerative diseases (Procaccini
et al., 2016; Spielman et al., 2014). This is probably due, at least in part,
to the obesity-induced resistance to neuroprotective hormones, such as
insulin, IGF-1 and leptin, and the obesity-associated activation of hy-
pothalamic inflammatory mechanisms (Spielman et al., 2014). There-
fore, hypothalamic microglial dysfunction in midlife and the con-
sequent alteration in neuroendocrine control may represent a risk factor
for the development of aging-associated neurodegeneration, with poor
dietary intake and obesity possibly accelerating this process.

4. Neurodegenerative diseases accelerate hypothalamic
dysfunction and loss of neuroendocrine control

4.1. Neurodegenerative diseases and hypothalamic alteration

It has been proposed that the aging-associated loss of neuroprotec-
tive properties of microglia precedes and participates in the onset of
neurodegenerative alterations (Streit et al., 2009). Dysfunctional mi-
croglia in the aged brain would also contribute to the amplification of
the pathological alterations that occur during the course of the disease.
In turn, neurodegenerative alterations further impair microglia function
(Davies et al., 2016). Aging-associated neurodegenerative diseases are
usually diagnosed due to their motor and/or cognitive symptoms;
however, these neurodegenerative diseases also affect systemic home-
ostasis. Although most studies on the pathological alterations in the
brain of Alzheimer’s patients have focused on cognitive brain regions
such as the cerebral cortex and the hippocampus, the hypothalamus is
also affected by this disease. Loss of specific hypothalamic neuronal
populations and modifications in their dendritic arbors, dendritic spines
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and axons have been described in patients with Alzheimer’s disease and
in animal models of this disease (Baloyannis et al., 2015). (-amyloid
plaques and neurofibrillary tangles are also detected in the hypotha-
lamus of Alzheimer’s disease patients (Airaksinen et al., 1991) and
neuroimaging techniques have revealed hypothalamic atrophy and re-
duced hypothalamic glucose metabolism in this neurodegenerative
disease (Ishii and Iadecola, 2015).

Decreased hypothalamic volume is also detected in Parkinson’s
disease patients (Breen et al., 2016), together with loss of hypothalamic
oxytocin, dopaminergic and orexin neurons (Fronczek et al., 2007;
Politis et al., 2008b; Purba et al., 1994; Thannickal et al., 2007). Nu-
clear inclusion bodies with mutated huntingtin, hypothalamic atrophy
and loss of specific neuropeptidergic neuronal populations, such as
oxytocin, vasopressin, orexin and NPY neurons, are detected in the
hypothalamus of Huntington’s disease patients (Aziz et al., 2008a;
Gabery et al., 2010; Kremer et al., 1990; Petersen et al., 2005; Soneson
et al., 2010; van Wamelen et al., 2013).

Pathological alterations of the hypothalamus in neurodegenerative
diseases are associated with modifications in the hypothalamic control
of neuroendocrine function. Indeed, modifications in plasma levels of
different hormones are detected in patients with neurodegenerative
diseases. For instance, male patients with Parkinson’s disease have in-
creased prolactin levels and decreased gonadal hormone levels com-
pared to aged-matched control subjects (Nitkowska et al., 2015); LH
levels are increased and free testosterone levels are decreased in male
patients with Alzheimer’s disease (Butchart et al., 2013), while in male
patients with Huntington’s disease lower testosterone and LH levels
compared to aged-matched controls have been reported (Markianos
et al.,, 2005). Furthermore, GH, ghrelin and prolactin levels are in-
creased and IGF-1 and leptin levels are decreased in Huntington’s dis-
ease patients of both sexes (Mochel et al., 2007; Popovic et al., 2004;
Wang et al., 2014). High basal cortisol levels and insensitivity to glu-
cocorticoid feedback are also observed in Alzheimer’s patients, in-
dicating impairment of hypothalamic —pituitary-adrenal axis function
(Hatzinger et al., 1995; Huang et al., 2009). Hypothalamic modifica-
tions in Alzheimer’s disease have also been associated with the in-
creased bone loss observed in these patients (Loskutova et al., 2019).
These endocrine alterations are indicative of a disruption in the cross-
talk between the hypothalamus and the endocrine glands.

Another common characteristic of patients with advanced
Alzheimer’s, Parkinson’s or Huntington’s disease is a dramatic loss of
body weight (Aziz et al., 2008b, c). This is most likely the consequence
of the pathological changes in the hypothalamus of these patients. In
particular, hypothalamic microglia dysfunction in these pathologies
(Bisht et al., 2016; Bryan et al., 2008; Politis et al., 2008a) may con-
tribute to accelerate the aging-associated loss of hypothalamic meta-
bolic control by modifying the ability of astrocytes and tanycytes to
sense and transport metabolic hormones and by altering the function of
the blood brain barrier, which is affected in neurodegenerative diseases
(Chakraborty et al., 2017). In addition, the impaired neuroprotective
function of microglia in neurodegenerative diseases in the aged brain
(Cornejo and von Bernhardi, 2016) could contribute to the loss of hy-
pothalamic neurons involved in metabolic control, such as orexin and
NPY neurons (Fronczek et al., 2007; Gabery et al., 2010; Petersen et al.,
2005; Thannickal et al., 2007; van Wamelen et al., 2013).

4.2. Neuroprotective hormones, aging and neurodegenerative diseases

Changes in cognitive function during aging have been associated
with modifications in circulating levels of neuroprotective hormones,
although some conclusions are controversial. Paulsen and colleagues
analyzed approximately 2000 aging subjects with no cognitive im-
pairment at baseline to determine their 5-year risk of impaired cogni-
tive function or dementia (Paulsen et al., 2019). They report that in
men risk of developing cognitive impairment was decreased with in-
creased IGF-1 levels, while in both men and women low levels of BDNF
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were associated with increased risk of cognitive function impairment at
5 years.

Circulating IGF-1 levels in patients with Alzheimer’s disease have
been reported to be increased, decreased or unchanged with meta-
analysis of 9 different studies indicating that no direct relationship
between IGF-1 levels and Alzheimer’s disease can be drawn (Ostrowski
et al., 2016). However, as many factors must be taken into considera-
tion, such as age, nutritional status, etc, the control population used for
comparison is clearly important. Moreover, most studies have analyzed
total circulating IGF-1 levels, while free or bioactive IGF-1 levels may
be a more appropriate measurement to determine relationships with
disease processes. Indeed, free IGF-1 is reported to be reduced in serum
of subjects with Alzheimer's disease (Alvarez et al., 2007), with this
decrease shown to be positively correlated with a significant increase in
circulating TNF-a levels (Alvarez et al., 2007).

Free testosterone levels have been associated with amyloid-B levels,
as well as neurodegeneration in the hippocampus, in subjects with
impaired cognition, with levels of this sex steroid being positively
correlated with hippocampal volume in males and inversely related
with amyloid-B levels in females (Lee et al., 2017). As mentioned
above, free testosterone levels are decreased in male patients with
Alzheimer’s disease (Butchart et al., 2013), as well as with Huntington’s
disease (Markianos et al., 2005).

In women, the incidence of Alzheimer’s disease is reported to in-
crease during the postmenopausal period due to the decline in neuro-
protective estrogen’s (Depypere et al., 2016). However, estrogen
treatment of postmenopausal women to decreased dementia/Alzhei-
mer’s remains controversial (Depypere et al., 2016). Estrogen treatment
of recently postmenopausal women is reported to decrease amyloid-f3
deposition (Kantarci et al., 2016). In a nationwide case control study,
postmenopausal hormone replacement was not found to be a determi-
nant of risk for Alzheimer’s disease (Imtiaz et al., 2017). In addition, in
a recent study analyzing over 84,000 women diagnosed with Alzhei-
mer’s disease the long-term use of systemic steroid replacement was
associated with an increased risk for this disease (Savolainen-Peltonen
et al., 2019). Thus, although the lack of estrogens appears to be clearly
associated with cognitive deterioration, there is no evident effect of
hormonal replacement on development of Alzheimer’s disease. Hor-
monal therapy is generally instituted once the endocrine effects of aging
are apparent. As the aging process is gradual, it is possibly too late to
interrupt the vicious cycle of deterioration of the endocrine axes, mi-
croglial dysfunction and neurodegeneration.

4.3. Alzheimer’s disease, microglia and metabolic hormones

Changes in the hypothalamic signaling of neuroprotective hor-
mones, which also regulate the inflammatory responses of microglia
and astrocytes, will further accelerate hypothalamic dysfunction in
neurodegenerative diseases. For instance, plasma leptin levels, adjusted
for body weight, are reduced in Alzheimer’s disease patients and in
patients with age-associated dementia (Johnston et al., 2014; Witte
et al.,, 2016). In addition, leptin transport through the blood brain
barrier is impaired in animal models of Alzheimer’s disease (Dietrich
et al., 2008). Leptin exerts neuroprotective actions, stimulating the
phosphoinositide 3-kinase (PI3K)/Akt/mammalian target of rapamycin
(mTOR) and the Janus kinase (JAK)/signal transducer and activator of
transcription (STAT) signaling pathways, decreasing neuroinflamma-
tion, B-amyloid levels and Tau hyperphosphorylation and preventing
neuronal loss (Marwarha et al., 2014). Therefore, decreased leptin
signaling may contribute to hippocampal and hypothalamic neurode-
generation in Alzheimer’s disease.

Other relevant metabolic hormones in Alzheimer’s disease are in-
sulin and IGF-1. There is evidence that insulin resistance and the de-
regulation of glucose metabolism may contribute to enhance
Alzheimer’s pathology in humans (Arrieta-Cruz and Gutierrez-Juarez,
2016). Insulin signaling is decreased in the hypothalamus of mouse
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models of Alzheimer’s disease (Ruiz et al., 2016). IGF-1 transport to the
brain is also decreased in Alzheimer’s disease patients and in animal
models of this disease (Trueba-Saiz et al., 2013). Impaired insulin and
IGF-1 signaling in Alzheimer’s disease may contribute to hypothalamic
dysfunction, since both hormones activate the PI3K/Akt neuroprotec-
tive signaling pathway, which inhibits glycogen synthase kinase f
(GSK3p) and reduces Tau phosphorylation and Alzheimer’s pathology.
In turn, Alzheimer’s pathology in the hypothalamus increases NFkB
activation (Clarke et al., 2015), which would contribute to POMC
neuronal dysfunction, further promoting suppression of food intake and
enhanced energy expenditure. Therefore, neurodegenerative diseases
accelerate aging-associated hypothalamic dysfunction, resulting in an
accelerated loss of neuroendocrine control.

4.4. Parkinson’s disease, microglia and metabolism

The role of glial cells in Parkinson’s disease has received increasing
attention in the past decade and has been recently reviewed (Tremblay
et al., 2019). One of the primary features of this neurodegenerative
disease is the accumulation of proteins resulting in cell stress and
eventually neuronal loss. When damaged cells are not removed the
system becomes further stress, augmenting and spreading tissue da-
mage. Although glial cells respond to local insults by producing cyto-
kines and other factors, they are also fundamental for phagocytosis and
synaptic pruning. Thus, impairment of the ability of glial cells, and
particularly of microglia, to adequately remove damaged cells and
debris increases neuronal stress and neuronal death.

The impairment of microglial function with aging and their reduced
ability to clear away damaged cells could contribute to augment the
susceptibility for neuronal loss in Parkinson’s disease. Mediterranean
diet, and particularly the increased intake of antioxidant phenols, is
suggested to protect against the development of neurodegenerative
diseases (Hornedo-Ortega et al., 2018). These dietary antioxidant ef-
fects could be executed directly at the level of the central nervous
system, but also through improvement in systemic metabolism, as has
been shown to occur with adherence to a Mediterranean diet (Estruch
et al., 2018). Thus, once again, a general improvement in dietary habits
and metabolic function can improve microglial function, decrease
neuroinflammation and have beneficial effects against neurodegenera-
tive diseases (Estruch et al., 2018; Hornedo-Ortega et al., 2018;
Johnson et al., 2019).

5. Conclusions and perspectives for the future

In this review we have focused on the role of microglia in the in-
itiation and propagation of hypothalamic dysfunction during aging and
in age-associated neurodegenerative diseases (Fig. 4). A key molecule in
this process is NFkB. The uncontrolled activation of NFkB signaling by
microglia, and the resulting alterations in other glial cell types and
neurons, impairs hypothalamic regulation of hormonal secretion, as
well as the hypothalamic ability to sense and respond to the hormonal
feed-back received from the endocrine glands. This creates a vicious
circle in which the aging-associated decrease in anti-inflammatory and
neuroprotective hormone levels and their hypothalamic signaling fur-
ther impairs microglia and hypothalamic function, generating a cascade
of events resulting in the inability of this brain center to properly
control body homeostasis. This vicious circle is exacerbated under the
course of neurodegenerative diseases, which affect hypothalamic
function. Further studies are necessary to determine the consequences
of impaired hypothalamic neuroendocrine control on the course of
neurodegenerative diseases and its impact on cognitive and motor
function, as well as possible mitigation of the aging and neurodegen-
erative processes by improved dietary habits. Moreover, neuroendo-
crine systems, particularly those involved in reproduction, differ be-
tween males and females, resulting in an aging process that is sex
specific. This fact most likely underlies sex differences in the propensity
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towards some neurodegenerative diseases during aging, as well as the
susceptibility to metabolic disorders and the perpetuation of the vicious
cycle of aging and indicates that studies aimed at developing effective
treatments for these conditions must take sex differences into account.
Although we have focused on age-associated neurodegenerative dis-
eases in this review, it will be important to investigate the role of hy-
pothalamic dysfunction in other neurodegenerative diseases that are
accompanied by a marked loss of neuroendocrine and metabolic con-
trol, such as amyotrophic lateral sclerosis. Finally, future studies should
also explore potential therapeutic interventions aimed to improve the
function of microglia and to control NFkB signaling in order to prevent
or counteract the decline in neuroendocrine control with aging and
disease.

Declaration of Competing Interest
The authors declare no competing financial interests.
Acknowledgements

The authors acknowledge funding from the Agencia Estatal de
Investigacién (AEI), Spain (BFU2017-82565-C2-1-R and BFU2017-
82754-R), CIBER de Investigacién Biomédica en Red Fisiopatologia de
la Obesidad y la Nutricién (CIBEROBN), Instituto de Salud Carlos III,
Madrid, Spain and CIBER de Investigacién Biomédica en Red de
Fragilidad y Envejecimiento Saludable (CIBERFES), Instituto de Salud
Carlos III, Madrid, Spain.

Appendix A. The Peer Review Overview

The Peer Review Overview associated with this article can be found
in the online version, at doi:https://doi.org/10.1016/j.pneurobio.2019.
101720.

References

Acaz-Fonseca, E., Avila-Rodriguez, M., Garcia-Segura, L.M., Barreto, G.E., 2016.
Regulation of astroglia by gonadal steroid hormones under physiological and pa-
thological conditions. Prog. Neurobiol. 144, 5-26.

Airaksinen, M.S., Paetau, A., Paljarvi, L., Reinikainen, K., Riekkinen, P., Suomalainen, R.,
Panula, P., 1991. Histamine neurons in human hypothalamus: anatomy in normal
and Alzheimer diseased brains. Neuroscience 44, 465-481.

Alvarez, A., Cacabelos, R., Sanpedro, C., Garcia-Fantini, M., Aleixandre, M., 2007. Serum
TNF-alpha levels are increased and correlate negatively with free IGF-I in Alzheimer
disease. Neurobiol. Aging 28, 533-536.

Andre, C., Guzman-Quevedo, O., Rey, C., Remus-Borel, J., Clark, S., Castellanos-
Jankiewicz, A., Ladeveze, E., Leste-Lasserre, T., Nadjar, A., Abrous, D.N., Laye, S.,
Cota, D., 2017. Inhibiting microglia expansion prevents diet-induced hypothalamic
and peripheral inflammation. Diabetes 66, 908-919.

Arrieta-Cruz, 1., Gutierrez-Juarez, R., 2016. The role of insulin resistance and glucose
metabolism dysregulation in the development of Alzheimer s disease. Rev. Invest.
Clin. 68, 53-58.

Aziz, A., Fronczek, R., Maat-Schieman, M., Unmehopa, U., Roelandse, F., Overeem, S.,
van Duinen, S., Lammers, G.J., Swaab, D., Roos, R., 2008a. Hypocretin and melanin-
concentrating hormone in patients with Huntington disease. Brain Pathol. 18,
474-483.

Aziz, N.A., van der Burg, J.M., Landwehrmeyer, G.B., Brundin, P., Stijnen, T., Group, E.S.,
Roos, R.A., 2008b. Weight loss in Huntington disease increases with higher CAG
repeat number. Neurology 71, 1506-1513.

Aziz, N.A., van der Marck, M.A., Pijl, H., Olde Rikkert, M.G., Bloem, B.R., Roos, R.A.,
2008c. Weight loss in neurodegenerative disorders. J. Neurol. 255, 1872-1880.

Baloyannis, S.J., Mavroudis, 1., Mitilineos, D., Baloyannis, L.S., Costa, V.G., 2015. The
hypothalamus in Alzheimer’s disease: a Golgi and electron microscope study. Am. J.
Alzheimers Dis. Other Demen. 30, 478-487.

Balland, E., Dam, J., Langlet, F., Caron, E., Steculorum, S., Messina, A., Rasika, S., Falluel-
Morel, A., Anouar, Y., Dehouck, B., Trinquet, E., Jockers, R., Bouret, S.G., Prevot, V.,
2014. Hypothalamic tanycytes are an ERK-gated conduit for leptin into the brain. Cell
Metab. 19, 293-301.

Belanger, M., Allaman, 1., Magistretti, P.J., 2011. Brain energy metabolism: focus on
astrocyte-neuron metabolic cooperation. Cell Metab. 14, 724-738.

Bellini, M.J., Herenu, C.B., Goya, R.G., Garcia-Segura, L.M., 2011. Insulin-like growth
factor-I gene delivery to astrocytes reduces their inflammatory response to lipopo-
lysaccharide. J. Neuroinflammation 8, 21.

Bisht, K., Sharma, K.P., Lecours, C., Sanchez, M.G., El Hajj, H., Milior, G., Olmos-Alonso,
A., Gomez-Nicola, D., Luheshi, G., Vallieres, L., Branchi, I., Maggi, L., Limatola, C.,
Butovsky, O., Tremblay, M.E., 2016. Dark microglia: a new phenotype predominantly
associated with pathological states. Glia 64, 826-839.

Progress in Neurobiology 184 (2020) 101720

Breen, D.P., Nombela, C., Vuono, R., Jones, P.S., Fisher, K., Burn, D.J., Brooks, D.J.,
Reddy, A.B., Rowe, J.B., Barker, R.A., 2016. Hypothalamic volume loss is associated
with reduced melatonin output in Parkinson’s disease. Mov. Disord. 31, 1062-1066.

Briggs, D.I., Lockie, S.H., Benzler, J., Wu, Q., Stark, R., Reichenbach, A., Hoy, A.J., Lemus,
M.B., Coleman, H.A., Parkington, H.C., Tups, A., Andrews, Z.B., 2014. Evidence that
diet-induced hyperleptinemia, but not hypothalamic gliosis, causes ghrelin resistance
in NPY/AgRP neurons of male mice. Endocrinology 155, 2411-2422.

Bryan, K.J., Zhu, X., Harris, P.L., Perry, G., Castellani, R.J., Smith, M.A., Casadesus, G.,
2008. Expression of CD74 is increased in neurofibrillary tangles in Alzheimer’s dis-
ease. Mol. Neurodegener. 3, 13.

Buckman, L.B., Thompson, M.M., Lippert, R.N., Blackwell, T.S., Yull, F.E., Ellacott, K.L.,
2015. Evidence for a novel functional role of astrocytes in the acute homeostatic
response to high-fat diet intake in mice. Mol. Metab. 4, 58-63.

Buchman, A.S., Wilson, R.S., Bienias, J.L., Shah, R.C., Evans, D.A., Bennett, D.A., 2005.
Change in body mass index and risk of incident Alzheimer disease. Neurology 65,
892-897.

Butchart, J., Birch, B., Bassily, R., Wolfe, L., Holmes, C., 2013. Male sex hormones and
systemic inflammation in Alzheimer disease. Alzheimer Dis. Assoc. Disord. 27,
153-156.

Cabezas, R., Avila, M., Gonzalez, J., El-Bacha, R.S., Baez, E., Garcia-Segura, L.M., Jurado
Coronel, J.C., Capani, F., Cardona-Gomez, G.P., Barreto, G.E., 2014. Astrocytic
modulation of blood brain barrier: perspectives on Parkinson’s disease. Front. Cell.
Neurosci. 8, 211.

Cardona-Gomez, G.P., Mendez, P., Garcia-Segura, L.M., 2002. Synergistic interaction of
estradiol and insulin-like growth factor-I in the activation of PI3K/Akt signaling in
the adult rat hypothalamus. Brain Res. Mol. Brain Res. 107, 80-88.

Carro, E., Spuch, C., Trejo, J.L., Antequera, D., Torres-Aleman, I., 2005. Choroid plexus
megalin is involved in neuroprotection by serum insulin-like growth factor I. J.
Neurosci. 25, 10884-10893.

Clarke, J.R., Lyra, E.S.N.M., Figueiredo, C.P., Frozza, R.L., Ledo, J.H., Beckman, D.,
Katashima, C.K., Razolli, D., Carvalho, B.M., Frazao, R., Silveira, M.A., Ribeiro, F.C.,
Bomfim, T.R., Neves, F.S., Klein, W.L., Medeiros, R., LaFerla, F.M., Carvalheira, J.B.,
Saad, M.J., Munoz, D.P., Velloso, L.A., Ferreira, S.T., De Felice, F.G., 2015.
Alzheimer-associated Abeta oligomers impact the central nervous system to induce
peripheral metabolic deregulation. EMBO Mol. Med. 7, 190-210.

Cornejo, F., von Bernhardi, R., 2016. Age-dependent changes in the activation and reg-
ulation of microglia. Adv. Exp. Med. Biol. 949, 205-226.

Chaker, Z., George, C., Petrovska, M., Caron, J.B., Lacube, P., Caille, I., Holzenberger, M.,
2016. Hypothalamic neurogenesis persists in the aging brain and is controlled by
energy-sensing IGF-I pathway. Neurobiol. Aging 41, 64-72.

Chakraborty, A., de Wit, N.M., van der Flier, W.M., de Vries, H.E., 2017. The blood brain
barrier in Alzheimer’s disease. Vascul. Pharmacol. 89, 12-18.

Cho, S.H., Chen, J.A., Sayed, F., Ward, M.E., Gao, F., Nguyen, T.A., Krabbe, G., Sohn, P.D.,
Lo, I., Minami, S., Devidze, N., Zhou, Y., Coppola, G., Gan, L., 2015. SIRT1 deficiency
in microglia contributes to cognitive decline in aging and neurodegeneration via
epigenetic regulation of IL-1beta. J. Neurosci. 35, 807-818.

Chowen, J.A., Argente-Arizon, P., Freire-Regatillo, A., Frago, L.M., Horvath, T.L.,
Argente, J., 2016. The role of astrocytes in the hypothalamic response and adaptation
to metabolic signals. Prog. Neurobiol. 144, 68-87.

Dalvi, P.S., Chalmers, J.A., Luo, V., Han, D.Y., Wellhauser, L., Liu, Y., Tran, D.Q., Castel,
J., Luquet, S., Wheeler, M.B., Belsham, D.D., 2017. High fat induces acute and
chronic inflammation in the hypothalamus: effect of high-fat diet, palmitate and TNF-
alpha on appetite-regulating NPY neurons. Int. J. Obes. (Lond.) 41, 149-158.

Davies, D.S., Ma, J., Jegathees, T., Goldsbury, C., 2016. Microglia show altered mor-
phology and reduced arborization in human brain during aging and Alzheimer’s
disease. Brain Pathol. 27, 795-808.

De Souza, C.T., Araujo, E.P., Bordin, S., Ashimine, R., Zollner, R.L., Boschero, A.C., Saad,
M.J., Velloso, L.A., 2005. Consumption of a fat-rich diet activates a proinflammatory
response and induces insulin resistance in the hypothalamus. Endocrinology 146,
4192-4199.

Depypere, H., Vierin, A., Weyers, S., Sieben, A., 2016. Alzheimer’s disease, apolipoprotein
E and hormone replacement therapy. Maturitas 94, 98-105.

Diano, S., Kalra, S.P., Horvath, T.L., 1998a. Leptin receptor immunoreactivity is asso-
ciated with the Golgi apparatus of hypothalamic neurons and glial cells. J.
Neuroendocrinol. 10, 647-650.

Diano, S., Naftolin, F., Goglia, F., Csernus, V., Horvath, T.L., 1998b. Monosynaptic
pathway between the arcuate nucleus expressing glial type II iodothyronine 5-
deiodinase mRNA and the median eminence-projective TRH cells of the rat para-
ventricular nucleus. J. Neuroendocrinol. 10, 731-742.

Dietrich, M.O., Spuch, C., Antequera, D., Rodal, I., de Yebenes, J.G., Molina, J.A.,
Bermejo, F., Carro, E., 2008. Megalin mediates the transport of leptin across the
blood-CSF barrier. Neurobiol. Aging 29, 902-912.

Djogo, T., Robins, S.C., Schneider, S., Kryzskaya, D., Liu, X., Mingay, A., Gillon, C.J., Kim,
J.H., Storch, K.F., Boehm, U., Bourque, C.W., Stroh, T., Dimou, L., Kokoeva, M.V.,
2016. Adult NG2-glia are required for median eminence-mediated leptin sensing and
body weight control. Cell Metab. 23, 797-810.

Douglass, J.D., Dorfman, M.D., Fasnacht, R., Shaffer, L.D., Thaler, J.P., 2017a. Astrocyte
IKKbeta/NF-kappaB signaling is required for diet-induced obesity and hypothalamic
inflammation. Mol. Metab. 6, 366-373.

Douglass, J.D., Dorfman, M.D., Thaler, J.P., 2017b. Glia: silent partners in energy
homeostasis and obesity pathogenesis. Diabetologia 60, 226-236.

Dringen, R., Hamprecht, B., 1992. Glucose, insulin, and insulin-like growth factor I reg-
ulate the glycogen content of astroglia-rich primary cultures. J. Neurochem. 58,
511-517.

Elizondo-Vega, R., Cortes-Campos, C., Barahona, M.J., Oyarce, K.A., Carril, C.A., Garcia-
Robles, M.A., 2015. The role of tanycytes in hypothalamic glucosensing. J. Cell. Mol.
Med. 19, 1471-1482.

Estruch, R., Ros, E., Salas-Salvado, J., Covas, M.I., Corella, D., Aros, F., Gomez-Gracia, E.,
Ruiz-Gutierrez, V., Fiol, M., Lapetra, J., Lamuela-Raventos, R.M., Serra-Majem, L.,
Pinto, X., Basora, J., Munoz, M.A., Sorli, J.V., Martinez, J.A., Fito, M., Gea, A.,


https://doi.org/10.1016/j.pneurobio.2019.101720
https://doi.org/10.1016/j.pneurobio.2019.101720
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0005
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0005
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0005
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0010
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0010
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0010
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0015
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0015
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0015
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0020
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0020
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0020
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0020
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0025
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0025
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0025
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0030
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0030
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0030
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0030
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0035
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0035
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0035
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0040
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0040
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0045
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0045
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0045
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0050
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0050
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0050
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0050
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0055
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0055
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0060
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0060
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0060
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0065
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0065
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0065
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0065
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0070
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0070
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0070
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0075
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0075
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0075
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0075
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0080
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0080
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0080
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0085
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0085
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0085
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0090
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0090
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0090
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0095
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0095
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0095
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0100
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0100
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0100
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0100
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0105
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0105
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0105
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0110
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0110
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0110
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0115
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0115
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0115
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0115
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0115
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0115
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0120
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0120
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0125
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0125
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0125
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0130
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0130
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0135
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0135
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0135
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0135
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0140
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0140
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0140
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0145
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0145
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0145
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0145
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0150
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0150
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0150
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0155
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0155
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0155
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0155
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0160
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0160
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0165
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0165
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0165
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0170
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0170
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0170
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0170
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0175
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0175
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0175
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0180
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0180
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0180
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0180
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0185
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0185
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0185
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0190
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0190
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0195
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0195
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0195
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0200
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0200
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0200
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0205
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0205
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0205

J.A. Chowen and L.M. Garcia-Segura

Hernan, M.A., Martinez-Gonzalez, M.A., Investigators, P.S., 2018. Primary preven-
tion of cardiovascular disease with a mediterranean diet supplemented with extra-
virgin olive oil or nuts. N. Engl. J. Med. 378, e34.

Fernandez, A.M., Hernandez-Garzon, E., Perez-Domper, P., Perez-Alvarez, A., Mederos,
S., Matsui, T., Santi, A., Trueba-Saiz, A., Garcia-Guerra, L., Pose-Utrilla, J., Fielitz, J.,
Olson, E.N., Fernandez de la Rosa, R., Garcia Garcia, L., Pozo, M.A., Iglesias, T.,
Araque, A., Soya, H., Perea, G., Martin, E.D., Torres Aleman, I., 2017. Insulin reg-
ulates astrocytic glucose handling through cooperation with IGF-I. Diabetes 66,
64-74.

Frayling, C., Britton, R., Dale, N., 2011. ATP-mediated glucosensing by hypothalamic
tanycytes. J. Physiol. 589, 2275-2286.

Fronczek, R., Overeem, S., Lee, S.Y., Hegeman, I.M., van Pelt, J., van Duinen, S.G.,
Lammers, G.J., Swaab, D.F., 2007. Hypocretin (orexin) loss in Parkinson’s disease.
Brain 130, 1577-1585.

Fuente-Martin, E., Garcia-Caceres, C., Argente-Arizon, P., Diaz, F., Granado, M., Freire-
Regatillo, A., Castro-Gonzalez, D., Ceballos, M.L., Frago, L.M., Dickson, S.L., Argente,
J., Chowen, J.A., 2016. Ghrelin regulates glucose and glutamate transporters in hy-
pothalamic astrocytes. Sci. Rep. 6, 23673.

Fuente-Martin, E., Garcia-Caceres, C., Granado, M., de Ceballos, M.L., Sanchez-Garrido,
M.A., Sarman, B., Liu, Z.W., Dietrich, M.O., Tena-Sempere, M., Argente-Arizon, P.,
Diaz, F., Argente, J., Horvath, T.L., Chowen, J.A., 2012. Leptin regulates glutamate
and glucose transporters in hypothalamic astrocytes. J. Clin. Invest. 122, 3900-3913.

Fujitsuka, N., Asakawa, A., Morinaga, A., Amitani, M.S., Amitani, H., Katsuura, G.,
Sawada, Y., Sudo, Y., Uezono, Y., Mochiki, E., Sakata, I., Sakai, T., Hanazaki, K.,
Yada, T., Yakabi, K., Sakuma, E., Ueki, T., Niijima, A., Nakagawa, K., Okubo, N.,
Takeda, H., Asaka, M., Inui, A., 2016. Increased ghrelin signaling prolongs survival in
mouse models of human aging through activation of sirtuinl. Mol. Psychiatry 21,
1613-1623.

Gabery, S., Murphy, K., Schultz, K., Loy, C.T., McCusker, E., Kirik, D., Halliday, G.,
Petersen, A., 2010. Changes in key hypothalamic neuropeptide populations in
Huntington disease revealed by neuropathological analyses. Acta Neuropathol. 120,
777-788.

Gameiro, C.M., Romao, F., Castelo-Branco, C., 2010. Menopause and aging: changes in
the immune system—A review. Maturitas 67, 316-320.

Gao, Y., Ottaway, N., Schriever, S.C., Legutko, B., Garcia-Caceres, C., de la Fuente, E.,
Mergen, C., Bour, S., Thaler, J.P., Seeley, R.J., Filosa, J., Stern, J.E., Perez-Tilve, D.,
Schwartz, M.W., Tschop, M.H., Yi, C.X., 2014. Hormones and diet, but not body
weight, control hypothalamic microglial activity. Glia 62, 17-25.

Garcia-Caceres, C., Quarta, C., Varela, L., Gao, Y., Gruber, T., Legutko, B., Jastroch, M.,
Johansson, P., Ninkovic, J., Yi, C.X., Le Thuc, O., Szigeti-Buck, K., Cai, W., Meyer,
C.W., Pfluger, P.T., Fernandez, A.M., Luquet, S., Woods, S.C., Torres-Aleman, I.,
Kahn, C.R., Gotz, M., Horvath, T.L., Tschop, M.H., 2016. Astrocytic insulin signaling
couples brain glucose uptake with nutrient availability. Cell 166, 867-880.

Garcia-San Frutos, M., Fernandez-Agullo, T., Carrascosa, J.M., Horrillo, D., Barrus, M.T.,
Oliveros, E., Sierra, J., Ros, M., 2012. Involvement of protein tyrosine phosphatases
and inflammation in hypothalamic insulin resistance associated with ageing: effect of
caloric restriction. Mech. Ageing Dev. 133, 489-497.

Garcia-Segura, L., 2009. Hormones and Brain Plasticity. Oxford University Press, New
York.

Grossberg, A.J., Scarlett, J.M., Zhu, X., Bowe, D.D., Batra, A.K., Braun, T.P., Marks, D.L.,
2010. Arcuate nucleus proopiomelanocortin neurons mediate the acute anorectic
actions of leukemia inhibitory factor via gp130. Endocrinology 151, 606-616.

Halaas, J.L., Boozer, C., Blair-West, J., Fidahusein, N., Denton, D.A., Friedman, J.M.,
1997. Physiological response to long-term peripheral and central leptin infusion in
lean and obese mice. Proc. Natl. Acad. Sci. U. S. A. 94, 8878-8883.

Hatzinger, M., Z’Brun, A., Hemmeter, U., Seifritz, E., Baumann, F., Holsboer-Trachsler, E.,
Heuser, 1.J., 1995. Hypothalamic-pituitary-adrenal system function in patients with
Alzheimer’s disease. Neurobiol. Aging 16, 205-209.

Hill, R.A., Nishiyama, A., 2014. NG2 cells (polydendrocytes): listeners to the neural
network with diverse properties. Glia 62, 1195-1210.

Hornedo-Ortega, R., Cerezo, A.B., de Pablos, R.M., Krisa, S., Richard, T., Garcia-Parrilla,
M.C., Troncoso, A.M., 2018. Phenolic compounds characteristic of the mediterranean
diet in mitigating microglia-mediated neuroinflammation. Front. Cell. Neurosci. 12,
373.

Horvath, T.L., Sarman, B., Garcia-Caceres, C., Enriori, P.J., Sotonyi, P., Shanabrough, M.,
Borok, E., Argente, J., Chowen, J.A., Perez-Tilve, D., Pfluger, P.T., Bronneke, H.S.,
Levin, B.E., Diano, S., Cowley, M.A., Tschop, M.H., 2010. Synaptic input organization
of the melanocortin system predicts diet-induced hypothalamic reactive gliosis and
obesity. Proc. Natl. Acad. Sci. U. S. A. 107, 14875-14880.

Hsuchou, H., He, Y., Kastin, A.J., Tu, H., Markadakis, E.N., Rogers, R.C., Fossier, P.B.,
Pan, W., 2009. Obesity induces functional astrocytic leptin receptors in hypotha-
lamus. Brain 132, 889-902.

Huang, C.W., Lui, C.C., Chang, W.N., Lu, C.H., Wang, Y.L., Chang, C.C., 2009. Elevated
basal cortisol level predicts lower hippocampal volume and cognitive decline in
Alzheimer’s disease. J. Clin. Neurosci. 16, 1283-1286.

Imtiaz, B., Taipale, H., Tanskanen, A., Tithonen, M., Kivipelto, M., Heikkinen, A.M.,
Tiihonen, J., Soininen, H., Hartikainen, S., Tolppanen, A.M., 2017. Risk of
Alzheimer’s disease among users of postmenopausal hormone therapy: a nationwide
case-control study. Maturitas 98, 7-13.

Ishii, M., Iadecola, C., 2015. Metabolic and non-cognitive manifestations of Alzheimer’s
disease: the hypothalamus as both culprit and target of pathology. Cell Metab. 22,
761-776.

James, D., Kang, S., Park, S., 2014. Injection of beta-amyloid into the hippocampus in-
duces metabolic disturbances and involuntary weight loss which may be early in-
dicators of Alzheimer’s disease. Aging Clin. Exp. Res. 26, 93-98.

Jang, P.G., Namkoong, C., Kang, G.M., Hur, M.W., Kim, S.W., Kim, G.H., Kang, Y., Jeon,
M.J., Kim, E.H., Lee, M.S., Karin, M., Baik, J.H., Park, J.Y., Lee, K.U., Kim, Y.B., Kim,
M.S., 2010. NF-kappaB activation in hypothalamic pro-opiomelanocortin neurons is
essential in illness- and leptin-induced anorexia. J. Biol. Chem. 285, 9706-9715.

Jin, S., Kim, J.G., Park, J.W., Koch, M., Horvath, T.L., Lee, B.J., 2016. Hypothalamic TLR2

10

Progress in Neurobiology 184 (2020) 101720

triggers sickness behavior via a microglia-neuronal axis. Sci. Rep. 6, 29424,

Johnson, S.L., Kirk, R.D., DaSilva, N.A., Ma, H., Seeram, N.P., Bertin, M.J., 2019.
Polyphenol microbial metabolites exhibit gut and blood(-)brain barrier permeability
and protect murine microglia against LPS-induced inflammation. Metabolites 9.

Johnston, J.M., Hu, W.T., Fardo, D.W., Greco, S.J., Perry, G., Montine, T.J., Trojanowski,
J.Q., Shaw, L.M., Ashford, J.W., Tezapsidis, N., Alzheimer’s Disease Neuroimaging, I,
2014. Low plasma leptin in cognitively impaired ADNI subjects: gender differences
and diagnostic and therapeutic potential. Curr. Alzheimer Res. 11, 165-174.

Kantarci, K., Lowe, V.J., Lesnick, T.G., Tosakulwong, N., Bailey, K.R., Fields, J.A., Shuster,
L.T., Zuk, S.M., Senjem, M.L., Mielke, M.M., Gleason, C., Jack, C.R., Rocca, W.A.,
Miller, V.M., 2016. Early postmenopausal transdermal 17beta-estradiol therapy and
amyloid-beta deposition. J. Alzheimers Dis. 53, 547-556.

Kaur, M., Sharma, S., Kaur, G., 2008. Age-related impairments in neuronal plasticity
markers and astrocytic GFAP and their reversal by late-onset short term dietary re-
striction. Biogerontology 9, 441-454.

Kim, J.G., Suyama, S., Koch, M., Jin, S., Argente-Arizon, P., Argente, J., 2014. Leptin
signaling in astrocytes regulates hypothalamic neuronal circuits and feeding. Nat.
Neurosci. 17, 908-910.

Kleinridders, A., Schenten, D., Konner, A.C., Belgardt, B.F., Mauer, J., Okamura, T.,
Waunderlich, F.T., Medzhitov, R., Bruning, J.C., 2009. MyD88 signaling in the CNS is
required for development of fatty acid-induced leptin resistance and diet-induced
obesity. Cell Metab. 10, 249-259.

Koch, M., Horvath, T.L., 2014. Molecular and cellular regulation of hypothalamic mela-
nocortin neurons controlling food intake and energy metabolism. Mol. Psychiatry 19,
752-761.

Kremer, H.P., Roos, R.A., Dingjan, G., Marani, E., Bots, G.T., 1990. Atrophy of the hy-
pothalamic lateral tuberal nucleus in Huntington’s disease. J. Neuropathol. Exp.
Neurol. 49, 371-382.

Lamberts, S.W., van den Beld, A.W., van der Lely, A.J., 1997. The endocrinology of aging.
Science 278, 419-424.

Langlet, F., Levin, B.E., Luquet, S., Mazzone, M., Messina, A., Dunn-Meynell, A.A.,
Balland, E., Lacombe, A., Mazur, D., Carmeliet, P., Bouret, S.G., Prevot, V., Dehouck,
B., 2013. Tanycytic VEGF-A boosts blood-hypothalamus barrier plasticity and access
of metabolic signals to the arcuate nucleus in response to fasting. Cell Metab. 17,
607-617.

Le Foll, C., Dunn-Meynell, A.A., Miziorko, H.M., Levin, B.E., 2014. Regulation of hy-
pothalamic neuronal sensing and food intake by ketone bodies and fatty acids.
Diabetes 63, 1259-1269.

Lee, D.A., Bedont, J.L., Pak, T., Wang, H., Song, J., Miranda-Angulo, A., Takiar, V.,
Charubhumi, V., Balordi, F., Takebayashi, H., Aja, S., Ford, E., Fishell, G., Blackshaw,
S., 2012. Tanycytes of the hypothalamic median eminence form a diet-responsive
neurogenic niche. Nat. Neurosci. 15, 700-702.

Lee, J.H., Byun, M.S., Yi, D., Choe, Y.M., Choi, H.J., Baek, H., Sohn, B.K., Lee, J.Y., Kim,
H.J., Kim, J.W., Lee, Y., Kim, Y.K., Sohn, C.H., Woo, J.I,, Lee, D.Y., Group, K.R., 2017.
Sex-specific association of sex hormones and gonadotropins, with brain amyloid and
hippocampal neurodegeneration. Neurobiol. Aging 58, 34-40.

Leite, M.R., Cechella, J.L., Pinton, S., Nogueira, C.W., Zeni, G., 2016. A diphenyl dis-
elenide-supplemented diet and swimming exercise promote neuroprotection, reduced
cell apoptosis and glial cell activation in the hypothalamus of old rats. Exp. Gerontol.
82, 1-7.

Liot, G., Valette, J., Pepin, J., Flament, J., Brouillet, E., 2017. Energy defects in
Huntington’s disease: why "in vivo" evidence matters. Biochem. Biophys. Res.
Commun. 483, 1084-1095.

Loskutova, N., Watts, A.S., Burns, J.M., 2019. The cause-effect relationship between bone
loss and Alzheimer’s disease using statistical modeling. Med. Hypotheses 122, 92-97.

Luquet, S., Perez, F.A., Hnasko, T.S., Palmiter, R.D., 2005. NPY/AgRP neurons are es-
sential for feeding in adult mice but can be ablated in neonates. Science 310,
683-685.

Maggio, M., Basaria, S., Ceda, G.P., Ble, A., Ling, S.M., Bandinelli, S., Valenti, G., Ferrucci,
L., 2005. The relationship between testosterone and molecular markers of in-
flammation in older men. J. Endocrinol. Invest. 28, 116-119.

Markianos, M., Panas, M., Kalfakis, N., Vassilopoulos, D., 2005. Plasma testosterone in
male patients with Huntington’s disease: relations to severity of illness and dementia.
Ann. Neurol. 57, 520-525.

Marwarha, G., Raza, S., Meiers, C., Ghribi, O., 2014. Leptin attenuates BACE1 expression
and amyloid-beta genesis via the activation of SIRT1 signaling pathway. Biochim.
Biophys. Acta 1842, 1587-1595.

Matt, S.M., Johnson, R.W., 2016. Neuro-immune dysfunction during brain aging: new
insights in microglial cell regulation. Curr. Opin. Pharmacol. 26, 96-101.

McNay, D.E., Briancon, N., Kokoeva, M.V., Maratos-Flier, E., Flier, J.S., 2012. Remodeling
of the arcuate nucleus energy-balance circuit is inhibited in obese mice. J. Clin.
Invest. 122, 142-152.

Mendez, P., Azcoitia, 1., Garcia-Segura, L.M., 2003. Estrogen receptor alpha forms es-
trogen-dependent multimolecular complexes with insulin-like growth factor receptor
and phosphatidylinositol 3-kinase in the adult rat brain. Brain Res. Mol. Brain Res.
112, 170-176.

Michell-Robinson, M.A., Touil, H., Healy, L.M., Owen, D.R., Durafourt, B.A., Bar-Or, A.,
Antel, J.P., Moore, C.S., 2015. Roles of microglia in brain development, tissue
maintenance and repair. Brain 138, 1138-1159.

Milanski, M., Degasperi, G., Coope, A., Morari, J., Denis, R., Cintra, D.E., Tsukumo, D.M.,
Anhe, G., Amaral, M.E., Takahashi, H.K., Curi, R., Oliveira, H.C., Carvalheira, J.B.,
Bordin, S., Saad, M.J., Velloso, L.A., 2009. Saturated fatty acids produce an in-
flammatory response predominantly through the activation of TLR4 signaling in
hypothalamus: implications for the pathogenesis of obesity. J. Neurosci. 29, 359-370.

Miyazaki, Y., Kaneko, K., Iguchi, S., Mizushige, T., Kanamoto, R., Yoshikawa, M.,
Shimizu, T., Ohinata, K., 2014. Orally administered delta opioid agonist peptide
rubiscolin-6 stimulates food intake in aged mice with ghrelin resistance. Mol. Nutr.
Food Res. 58, 2046-2052.

Mochel, F., Charles, P., Seguin, F., Barritault, J., Coussieu, C., Perin, L., Le Bouc, Y.,
Gervais, C., Carcelain, G., Vassault, A., Feingold, J., Rabier, D., Durr, A., 2007. Early


http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0205
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0205
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0205
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0210
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0210
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0210
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0210
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0210
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0210
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0215
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0215
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0220
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0220
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0220
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0225
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0225
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0225
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0225
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0230
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0230
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0230
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0230
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0235
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0235
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0235
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0235
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0235
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0235
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0240
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0240
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0240
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0240
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0245
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0245
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0250
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0250
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0250
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0250
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0255
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0255
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0255
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0255
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0255
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0260
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0260
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0260
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0260
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0265
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0265
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0270
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0270
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0270
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0275
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0275
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0275
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0280
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0280
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0280
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0285
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0285
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0290
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0290
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0290
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0290
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0295
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0295
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0295
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0295
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0295
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0300
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0300
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0300
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0305
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0305
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0305
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0310
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0310
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0310
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0310
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0315
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0315
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0315
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0320
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0320
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0320
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0325
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0325
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0325
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0325
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0330
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0330
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0335
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0335
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0335
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0340
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0340
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0340
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0340
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0345
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0345
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0345
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0345
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0350
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0350
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0350
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0355
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0355
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0355
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0360
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0360
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0360
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0360
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0365
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0365
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0365
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0370
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0370
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0370
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0375
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0375
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0380
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0380
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0380
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0380
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0380
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0385
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0385
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0385
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0390
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0390
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0390
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0390
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0395
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0395
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0395
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0395
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0400
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0400
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0400
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0400
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0405
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0405
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0405
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0410
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0410
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0415
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0415
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0415
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0420
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0420
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0420
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0425
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0425
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0425
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0430
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0430
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0430
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0435
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0435
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0440
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0440
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0440
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0445
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0445
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0445
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0445
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0450
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0450
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0450
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0455
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0455
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0455
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0455
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0455
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0460
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0460
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0460
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0460
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0465
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0465

J.A. Chowen and L.M. Garcia-Segura

energy deficit in Huntington disease: identification of a plasma biomarker traceable
during disease progression. PLoS One 2, e647.

Morelli, A., Sarchielli, E., Comeglio, P., Filippi, S., Vignozzi, L., Marini, M., Rastrelli, G.,
Maneschi, E., Cellai, 1., Persani, L., Adorini, L., Vannelli, G.B., Maggi, M., 2014.
Metabolic syndrome induces inflammation and impairs gonadotropin-releasing hor-
mone neurons in the preoptic area of the hypothalamus in rabbits. Mol. Cell.
Endocrinol. 382, 107-119.

Munive, V., Santi, A., Torres-Aleman, 1., 2016. A concerted action of estradiol and insulin
like growth factor I underlies sex differences in mood regulation by exercise. Sci. Rep.
6, 25969.

Nass, R., Farhy, L.S., Liu, J., Pezzoli, S.S., Johnson, M.L., Gaylinn, B.D., Thorner, M.O.,
2014. Age-dependent decline in acyl-ghrelin concentrations and reduced association
of acyl-ghrelin and growth hormone in healthy older adults. J. Clin. Endocrinol.
Metab. 99, 602-608.

Nitkowska, M., Tomasiuk, R., Czyzyk, M., Friedman, A., 2015. Prolactin and sex hor-
mones levels in males with Parkinson’s disease. Acta Neurol. Scand. 131, 411-416.

Ojeda, S.R., Lomniczi, A., Sandau, U.S., 2008. Glial-gonadotrophin hormone (GnRH)
neurone interactions in the median eminence and the control of GnRH secretion. J.
Neuroendocrinol. 20, 732-742.

Oliet, S.H., Panatier, A., Piet, R., Mothet, J.P., Poulain, D.A., Theodosis, D.T., 2008.
Neuron-glia interactions in the rat supraoptic nucleus. Prog. Brain Res. 170, 109-117.

Oliet, S.H., Piet, R., Poulain, D.A., Theodosis, D.T., 2004. Glial modulation of synaptic
transmission: Insights from the supraoptic nucleus of the hypothalamus. Glia 47,
258-267.

Ostrowski, P.P., Barszczyk, A., Forstenpointner, J., Zheng, W., Feng, Z.P., 2016. Meta-
analysis of serum insulin-like growth factor 1 in Alzheimer’s disease. PLoS One 11,
e0155733.

Palmer, B.F., Clegg, D.J., 2015. The sexual dimorphism of obesity. Mol. Cell. Endocrinol.
402, 113-119.

Papouin, T., Dunphy, J., Tolman, M., Foley, J.C., Haydon, P.G., 2017. Astrocytic control
of synaptic function. Philos. Trans. R. Soc. Lond. B Biol. Sci. 372, 20160154.

Paulsen, A.J., Schubert, C.R., Pinto, A., Carlsson, C.M., Chappell, R.J., Fischer, M.E.,
Klein, B.E.K,, Klein, R., Tsai, M.Y., Cruickshanks, K.J., 2019. Neuroprotective bio-
markers and cognitive function in a long-term prospective population-based study of
aging US adults. Alzheimer Dis. Assoc. Disord. https://doi.org/10.1097 /WAD.
0000000000000341. in press.

Perea, G., Navarrete, M., Araque, A., 2009. Tripartite synapses: astrocytes process and
control synaptic information. Trends Neurosci. 32, 421-431.

Perez-Martin, M., Cifuentes, M., Grondona, J.M., Lopez-Avalos, M.D., Gomez-Pinedo, U.,
Garcia-Verdugo, J.M., Fernandez-Llebrez, P., 2010. IGF-I stimulates neurogenesis in
the hypothalamus of adult rats. Eur. J. Neurosci. 31, 1533-1548.

Perianes-Cachero, A., Canelles, S., Aguado-Llera, D., Frago, L.M., Toledo-Lobo, M.V.,
Carrera, I., Cacabelos, R., Chowen, J.A., Argente, J., Arilla-Ferreiro, E., Barrios, V.,
2015. Reduction in Abeta-induced cell death in the hippocampus of 17beta-estradiol-
treated female rats is associated with an increase in IGF-I signaling and somatosta-
tinergic tone. J. Neurochem. 135, 1257-1271.

Petersen, A., Gil, J., Maat-Schieman, M.L., Bjorkqvist, M., Tanila, H., Araujo, I.M., Smith,
R., Popovic, N., Wierup, N., Norlen, P., Li, J.Y., Roos, R.A., Sundler, F., Mulder, H.,
Brundin, P., 2005. Orexin loss in Huntington’s disease. Hum. Mol. Genet. 14, 39-47.

Petzold, G.C., Albeanu, D.F., Sato, T.F., Murthy, V.N., 2008. Coupling of neural activity to
blood flow in olfactory glomeruli is mediated by astrocytic pathways. Neuron 58,
897-910.

Politis, M., Pavese, N., Tai, Y.F., Tabrizi, S.J., Barker, R.A., Piccini, P., 2008a.
Hypothalamic involvement in Huntington’s disease: an in vivo PET study. Brain 131,
2860-2869.

Politis, M., Piccini, P., Pavese, N., Koh, S.B., Brooks, D.J., 2008b. Evidence of dopamine
dysfunction in the hypothalamus of patients with Parkinson’s disease: an in vivo 11C-
raclopride PET study. Exp. Neurol. 214, 112-116.

Popovic, V., Svetel, M., Djurovic, M., Petrovic, S., Doknic, M., Pekic, S., Miljic, D., Milic,
N., Glodic, J., Dieguez, C., Casanueva, F.F., Kostic, V., 2004. Circulating and cere-
brospinal fluid ghrelin and leptin: potential role in altered body weight in
Huntington’s disease. Eur. J. Endocrinol. 151, 451-455.

Prevot, V., Cornea, A., Mungenast, A., Smiley, G., Ojeda, S.R., 2003. Activation of erbB-1
signaling in tanycytes of the median eminence stimulates transforming growth factor
betal release via prostaglandin E2 production and induces cell plasticity. J. Neurosci.
23, 10622-10632.

Procaccini, C., Santopaolo, M., Faicchia, D., Colamatteo, A., Formisano, L., de Candia, P.,
Galgani, M., De Rosa, V., Matarese, G., 2016. Role of metabolism in neurodegen-
erative disorders. Metabolism 65, 1376-1390.

Purba, J.S., Hofman, M.A., Swaab, D.F., 1994. Decreased number of oxytocin-im-
munoreactive neurons in the paraventricular nucleus of the hypothalamus in
Parkinson’s disease. Neurology 44, 84-89.

Purkayastha, S., Zhang, H., Zhang, G., Ahmed, Z., Wang, Y., Cai, D., 2011. Neural dys-
regulation of peripheral insulin action and blood pressure by brain endoplasmic re-
ticulum stress. Proc. Natl. Acad. Sci. U. S. A. 108, 2939-2944.

Rigamonti, A.E., Pincelli, A.I, Corra, B., Viarengo, R., Bonomo, S.M., Galimberti, D.,
Scacchi, M., Scarpini, E., Cavagnini, F., Muller, E.E., 2002. Plasma ghrelin con-
centrations in elderly subjects: comparison with anorexic and obese patients. J.
Endocrinol. 175, R1-5.

Ruiz, H.H., Chi, T., Shin, A.C,, Lindtner, C., Hsieh, W., Ehrlich, M., Gandy, S., Buettner, C.,
2016. Increased susceptibility to metabolic dysregulation in a mouse model of
Alzheimer’s disease is associated with impaired hypothalamic insulin signaling and
elevated BCAA levels. Alzheimers Dement. 12, 851-861.

11

Progress in Neurobiology 184 (2020) 101720

Savolainen-Peltonen, H., Rahkola-Soisalo, P., Hoti, F., Vattulainen, P., Gissler, M.,
Ylikorkala, O., Mikkola, T.S., 2019. Use of postmenopausal hormone therapy and risk
of Alzheimer’s disease in Finland: nationwide case-control study. BMJ 364, 1665.

Schafer, D.P., Lehrman, E.K., Kautzman, A.G., Koyama, R., Mardinly, A.R., Yamasaki, R.,
Ransohoff, R.M., Greenberg, M.E., Barres, B.A., Stevens, B., 2012. Microglia sculpt
postnatal neural circuits in an activity and complement-dependent manner. Neuron
74, 691-705.

Sears, B., Perry, M., 2015. The role of fatty acids in insulin resistance. Lipids Health Dis.
14, 121.

Sharif, A., Baroncini, M., Prevot, V., 2013. Role of glia in the regulation of gonadotropin-
releasing hormone neuronal activity and secretion. Neuroendocrinology 98, 1-15.

Shi, X., Wang, X., Li, Q., Su, M., Chew, E., Wong, E.T., Lacza, Z., Radda, G.K., Tergaonkar,
V., Han, W., 2013. Nuclear factor kappaB (NF-kappaB) suppresses food intake and
energy expenditure in mice by directly activating the Pomc promoter. Diabetologia
56, 925-936.

Sierra, A., Encinas, J.M., Deudero, J.J., Chancey, J.H., Enikolopov, G., Overstreet-
Wadiche, L.S., Tsirka, S.E., Maletic-Savatic, M., 2010. Microglia shape adult hippo-
campal neurogenesis through apoptosis-coupled phagocytosis. Cell Stem Cell 7,
483-495.

Sinchak, K., Mills, R.H., Tao, L., LaPolt, P., Lu, J.K., Micevych, P., 2003. Estrogen induces
de novo progesterone synthesis in astrocytes. Dev. Neurosci. 25, 343-348.

Sohrabji, F., 2015. Estrogen-IGF-1 interactions in neuroprotection: ischemic stroke as a
case study. Front. Neuroendocrinol. 36, 1-14.

Soneson, C., Fontes, M., Zhou, Y., Denisov, V., Paulsen, J.S., Kirik, D., Petersen, A.,
Huntington Study Group, P.-H.D.i, 2010. Early changes in the hypothalamic region in
prodromal Huntington disease revealed by MRI analysis. Neurobiol. Dis. 40,
531-543.

Spielman, L.J., Little, J.P., Klegeris, A., 2014. Inflammation and insulin/IGF-1 resistance
as the possible link between obesity and neurodegeneration. J. Neuroimmunol. 273,
8-21.

Stievenard, A., Mequinion, M., Andrews, Z.B., Destee, A., Chartier-Harlin, M.C., Viltart,
0., Vanbesien-Mailliot, C.C., 2017. Is there a role for ghrelin in central dopaminergic
systems? Focus on nigrostriatal and mesocorticolimbic pathways. Neurosci.
Biobehav. Rev. 73, 255-275.

Streit, W.J., Braak, H., Xue, Q.S., Bechmann, 1., 2009. Dystrophic (senescent) rather than
activated microglial cells are associated with tau pathology and likely precede neu-
rodegeneration in Alzheimer’s disease. Acta Neuropathol. 118, 475-485.

Takano, T., Tian, G.F., Peng, W., Lou, N., Libionka, W., Han, X., Nedergaard, M., 2006.
Astrocyte-mediated control of cerebral blood flow. Nat. Neurosci. 9, 260-267.

Thaler, J.P., Yi, C.X., Schur, E.A., Guyenet, S.J., Hwang, B.H., Dietrich, M.O., Zhao, X.,
Sarruf, D.A., Izgur, V., Maravilla, K.R., Nguyen, H.T., Fischer, J.D., Matsen, M.E.,
Wisse, B.E., Morton, G.J., Horvath, T.L., Baskin, D.G., Tschop, M.H., Schwartz, M.W.,
2012. Obesity is associated with hypothalamic injury in rodents and humans. J. Clin.
Invest. 122, 153-162.

Thannickal, T.C., Lai, Y.Y., Siegel, J.M., 2007. Hypocretin (orexin) cell loss in Parkinson’s
disease. Brain 130, 1586-1595.

Trejo, J.L., Piriz, J., Llorens-Martin, M.V., Fernandez, A.M., Bolos, M., LeRoith, D., Nunez,
A., Torres-Aleman, 1., 2007. Central actions of liver-derived insulin-like growth factor
I underlying its pro-cognitive effects. Mol. Psychiatry 12, 1118-1128.

Tremblay, M.E., Cookson, M.R., Civiero, L., 2019. Glial phagocytic clearance in
Parkinson’s disease. Mol. Neurodegener. 14, 16.

Trueba-Saiz, A., Cavada, C., Fernandez, A.M., Leon, T., Gonzalez, D.A., Fortea
Ormaechea, J., Lleo, A., Del Ser, T., Nunez, A., Torres-Aleman, I., 2013. Loss of serum
IGF-I input to the brain as an early biomarker of disease onset in Alzheimer mice.
Transl. Psychiatry 3, e330.

Valdearcos, M., Douglass, J.D., Robblee, M.M., Dorfman, M.D., Stifler, D.R., Bennett,
M.L., Gerritse, L., Fasnacht, R., Barres, B.A., Thaler, J.P., Koliwad, S.K., 2017.
Microglial inflammatory signaling orchestrates the hypothalamic immune response
to dietary excess and mediates obesity susceptibility. Cell Metab. 26 (185-197), e183.

Valdearcos, M., Robblee, M.M., Benjamin, D.I., Nomura, D.K., Xu, A.W., Koliwad, S.K.,
2014. Microglia dictate the impact of saturated fat consumption on hypothalamic
inflammation and neuronal function. Cell Rep. 9, 2124-2138.

van Wamelen, D.J., Aziz, N.A., Anink, J.J., Roos, R.A., Swaab, D.F., 2013. Neuropeptide
alterations in the infundibular nucleus of Huntington’s disease patients. J.
Neuroendocrinol. 25, 198-205.

Wang, R., Ross, C.A., Cai, H., Cong, W.N., Daimon, C.M., Carlson, O.D., Egan, J.M.,
Siddiqui, S., Maudsley, S., Martin, B., 2014. Metabolic and hormonal signatures in
pre-manifest and manifest Huntington’s disease patients. Front. Physiol. 5, 231.

Wang, Y., Hsuchou, H., He, Y., Kastin, A.J., Pan, W., 2015. Role of astrocytes in leptin
signaling. J. Mol. Neurosci. 56, 829-839.

Witte, A.V., Kobe, T., Graunke, A., Schuchardt, J.P., Hahn, A., Tesky, V.A., Pantel, J.,
Floel, A., 2016. Impact of leptin on memory function and hippocampal structure in
mild cognitive impairment. Hum. Brain Mapp. 37, 4539-4549.

Yan, J., Zhang, H., Yin, Y., Li, J., Tang, Y., Purkayastha, S., Li, L., Cai, D., 2014. Obesity-
and aging-induced excess of central transforming growth factor-beta potentiates
diabetic development via an RNA stress response. Nat. Med. 20, 1001-1008.

Zhang, G., Li, J., Purkayastha, S., Tang, Y., Zhang, H., Yin, Y., Li, B., Liu, G., Cai, D., 2013.
Hypothalamic programming of systemic ageing involving IKK-beta, NF-kappaB and
GnRH. Nature 497, 211-216.

Zhang, X., Zhang, G., Zhang, H., Karin, M., Bai, H., Cai, D., 2008. Hypothalamic IKKbeta/
NF-kappaB and ER stress link overnutrition to energy imbalance and obesity. Cell
135, 61-73.


http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0465
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0465
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0470
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0470
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0470
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0470
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0470
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0475
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0475
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0475
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0480
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0480
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0480
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0480
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0485
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0485
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0490
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0490
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0490
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0495
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0495
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0500
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0500
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0500
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0505
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0505
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0505
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0510
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0510
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0515
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0515
https://doi.org/10.1097/WAD.0000000000000341
https://doi.org/10.1097/WAD.0000000000000341
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0525
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0525
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0530
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0530
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0530
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0535
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0535
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0535
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0535
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0535
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0540
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0540
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0540
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0545
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0545
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0545
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0550
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0550
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0550
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0555
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0555
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0555
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0560
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0560
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0560
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0560
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0565
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0565
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0565
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0565
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0570
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0570
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0570
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0575
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0575
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0575
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0580
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0580
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0580
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0585
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0585
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0585
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0585
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0590
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0590
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0590
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0590
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0595
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0595
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0595
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0600
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0600
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0600
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0600
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0605
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0605
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0610
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0610
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0615
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0615
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0615
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0615
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0620
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0620
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0620
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0620
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0625
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0625
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0630
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0630
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0635
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0635
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0635
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0635
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0640
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0640
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0640
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0645
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0645
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0645
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0645
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0650
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0650
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0650
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0655
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0655
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0660
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0660
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0660
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0660
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0660
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0665
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0665
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0670
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0670
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0670
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0675
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0675
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0680
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0680
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0680
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0680
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0685
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0685
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0685
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0685
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0690
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0690
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0690
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0695
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0695
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0695
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0700
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0700
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0700
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0705
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0705
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0710
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0710
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0710
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0715
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0715
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0715
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0720
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0720
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0720
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0725
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0725
http://refhub.elsevier.com/S0301-0082(19)30338-7/sbref0725

	Microglia, neurodegeneration and loss of neuroendocrine control
	Introduction
	Age-associated hypothalamic dysfunction during midlife is linked to microglial alterations
	Aging of endocrine systems
	Microglia senescence
	Hypothalamic inflammation and aging

	Microglia are involved in the alteration of neuroendocrine control at midlife, which further exacerbates hypothalamic dysfunction
	Aging, dietary habits and hypothalamic inflammation
	Microglia, diet and hypothalamic inflammation
	Aging, microglia and metabolism

	Neurodegenerative diseases accelerate hypothalamic dysfunction and loss of neuroendocrine control
	Neurodegenerative diseases and hypothalamic alteration
	Neuroprotective hormones, aging and neurodegenerative diseases
	Alzheimer´s disease, microglia and metabolic hormones
	Parkinson’s disease, microglia and metabolism

	Conclusions and perspectives for the future
	mk:H1_16
	Acknowledgements
	The Peer Review Overview
	References




