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Abstract: Neurons whose activity is regulated by glucose are found in a number of brain
regions. Glucose-excited (GE) neurons increase while glucose-inhibited (GI) neurons
decrease their action potential frequency as interstitial brain glucose levels increase. We
hypothesize that these neurons evolved to sense and respond to severe energy deficit (e.g.,
fasting) that threatens the brains glucose supply. During modern times, they are also
important for the restoration of blood glucose levels following insulin-induced
hypoglycemia. Our data suggest that impaired glucose sensing by hypothalamic glucose
sensing neurons may contribute to the syndrome known as hypoglycemia-associated
autonomic failure in which the mechanisms which restore euglycemia following
hypoglycemia become impaired. On the other hand, increased responses of glucose sensing
neurons to glucose deficit may play a role in the development of Type 2 Diabetes Mellitus
and obesity. This review will discuss the mechanisms by which glucose sensing neurons
sense changes in interstitial glucose and explore the roles of these specialized glucose
sensors in glucose and energy homeostasis.
Keywords: glucose-excited neurons; glucose-inhibited neurons; insulin; leptin; obesity;
diabetes; hypoglycemia; hypoglycemia-associated autonomic failure; fasting

1. Introduction
It is clear that the brain regulates energy homeostasis. The brain responds to circulating signals of
nutrient status and adjusts food intake accordingly [1]. The brain also receives information regarding
peripheral adiposity stores. In response to this feedback, the brain modulates the metabolism and/or
insulin sensitivity of a variety of tissues including liver, skeletal muscle, and adipose tissue via the
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autonomic nervous system [2]. Thus, under normal conditions the brain senses peripheral energy status
and responds by regulating the balance between energy intake, expenditure and storage in order to
maintain body weight within a fairly tight range.
The autonomic regulation of energy homesostasis involves a coordinated effort between a number
of interconnected brain regions including, but not limited to, the hypothalamus, amygdala and
brainstem. In addition to brain regions associated with autonomic regulation, neurocircuitry related to
reward pathways (e.g., nucleus accumbens) is also important for regulating food intake and body
weight [1,3]. Thus, the neural systems involved in maintaining a stable body weight are extremely
complex and much work remains to truly understand how these disparate brain regions interact to
control energy homeostasis. The hypothalamus, in particular, has been the focus of numerous studies
in the past century [4]. Within the hypothalamus, the ventromedial (VMH), dorsomedial (DMH),
lateral (LH) and paraventricular (PVH) regions have all demonstrated importance [5]. The
ventromedial hypothalamus (VMH) which consists of the ventromedial and arcuate nuclei (VMN and
ARC, respectively) is one key region for integrating peripheral signals of nutrient status and adiposity.
The ARC contains the neuropeptide Y (NPY) and pro-opiomelanocortin (POMC) neuronal populations
which have opposing effects on energy homeostasis. NPY increases food intake and activates energy
sparing mechanisms while melanocortins decrease food intake and increase energy expenditure [6].
The VMN also plays a role in regulating energy homeostasis however the exact neuronal populations
involved are as yet unknown [4].
In addition to its response to circulating peptides and hormones which reflect energy status, the
brain also senses and responds to changes in blood glucose levels. In the 1950’s, Jean Mayer’s
glucostatic hypothesis [7] postulated that glucose receptors exist in the hypothalamus and possibly
other central and peripheral regions known to be involved in the regulation of food intake. This
hypothesis further stated that plasma glucose levels are sensed by these glucose receptors in the brain
and that an increase in glucose utilization triggers meal initiation. The concept of hypothalamic
glucose sensors has withstood the test of time. In fact, glucose sensors were first discovered in the
VMH and LH [8,9].The question as to whether these glucose sensors control daily food intake remains
controversial. In 1986 Campfield and Smith showed that a decrease followed by an increase in blood
glucose levels was correlated with meal initiation [10]. Moreover, interstitial glucose levels in the
VMH and LH vary with blood glucose concentration [11]. These data suggest that brain glucose
sensors could regulate daily food intake. However, Levin and colleagues recently showed that there
was no correlation between VMH glucose levels and spontaneous feeding [12]. Thus, it is unlikely that
VMH glucose sensors regulate meal to meal food intake although it does not rule out a role for glucose
sensors in the LH or other brain regions. Interestingly, Levin and colleagues did find that falls in VMH
glucose concentration in response to insulin-induced hypoglycemia were correlated with increased
food intake. This observation is consistent with the important role of the VMH in the counterregulatory
response that restores euglycemia following insulin-induced hypoglycemia [13-15]. Thus, VMH
glucose sensors may play a role in detecting and countering severe glucose deficit. It stands to reason
that the brain would respond to severe glucose deficit since glucose is the primary fuel of the brain.
Glucose sensors are located in many key areas of the brain (e.g., hypothalamus [9,16-19], nucleus
solitarius [NTS] [20], amygdala [21]) which monitor energy status in the body and initiate appropriate
sympathoadrenal and neurohumoral responses to maintain glucose and energy homeostasis. Glucose
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sensors are also located in peripheral tissues including the portal and mesenteric veins [22], carotid
body [23] and intestine [24]. Glucose sensing neurons are defined as those which alter their action
potential frequency in response to changes in interstitial glucose levels [18,25]. The effects of glucose
on an individual hypothalamic neuron can be either postsynaptic (e.g., direct) or via an upstream
presynaptic neuron (e.g., indirect) [18]. There are 2 main categories of neurons whose action potential
frequency is directly (e.g., postsynaptically) regulated by glucose; those which respond to decreases in
interstitial glucose below 2.5 mM [18] and those which respond to increases above 5 mM [26]. Both of
these categories of glucose sensing neurons can be further divided into 2 subtypes. Glucose-excited
(GE) neurons increase while glucose-inhibited (GI) neurons decrease their action potential frequency
in response to increases in interstitial glucose from 0.1 to 2.5 mM glucose [18]. Similarly, high GE
(HGE) and high GI (HGI) neurons increase or decrease their action potential frequency, respectively,
in response to increases in interstitial glucose from 5 to 20 mM [26]. GE neurons require glucose
metabolism for excitation[25,27,28]; however GI neurons comprise distinct populations which either
require glucose metabolism [27,28] or sense the glucose molecule directly [29]. Whether glucose
sensing by HGE or HGI neurons is dependent on metabolism is unknown.
In this review we will focus on the metabolically sensitive VMH GE and GI neurons as prototype
glucose sensors for two reasons. First, VMH GE and GI neurons have been more thoroughly
characterized in comparison to either the HGE/HGI neurons or glucose sensing neurons in other brain
regions. Second, the glucose sensitivity of VMH GE and GI neurons lies within the range of interstitial
glucose concentrations found within the majority of the brain in vivo under physiological and
pathophysiological conditions (i.e., 0.2 to 5 mM) [30-33]. The evidence that interstitial brain glucose
levels are approximately 30% of those found in the blood is as follows. Using a glucose oxidase
electrode implanted in the VMH Silver and Erecinska demonstrated that at 7.6 mM plasma glucose in
a fed anesthetized rat, interstitial VMH glucose was only 2.5 mM. Decreasing plasma glucose
to 2–3 mM or increasing to 15 mM, resulted in brain glucose levels of 0.16 mM and 4.5 mM,
respectively [11,34]. Although these studies were performed in anesthetized animals, they are
consistent with recent studies in conscious animals. Using the zero net flux method for microdialysis,
DeVries et al. show that VMH glucose levels were approx 1.5 mM in fed unanesthetized rats
and 0.7 mM after an overnight fast [35]. Interestingly, using similar techniques, McNay and colleagues
have shown that brain glucose levels vary with rat strain, brain region, and neuronal
activity [36-39]. However, all of these studies consistently indicate that physiological levels of glucose
within the brain vary within a fairly tight range from 0.7 to 2.5 mM. In fact, even though the ARC lies
near the median eminence where the blood brain barrier is “leaky”, Dunn-Meynell et al. found that
ARC interstitial glucose levels are indistinguishable from the rest of the VMH [12]. On the other hand,
interstitial brain glucose levels below 0.7 mM and above 2.5 mM are associated with pathological
hypo- and hyperglycemia, respectively [11]. Both VMH GE and GI neurons are extremely sensitive to
glucose changes under 2 mM, with minimal response above 2 mM suggesting that these glucose
sensing neurons primarily sense glucose deficit [30,31]. It is unclear whether brain glucose levels ever
exceed 5 mM in the presence of an intact blood brain barrier. This raises questions about the
physiological significance of HGE and HGI neurons. However, it should be noted that hyperglycemia
impairs the integrity of the blood brain barrier [40]. Thus, these glucose sensing subtypes could
contribute to hyperglycemia-associated pathology.
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Therefore, the purpose of this review is to put forward the hypothesis that VMH glucose sensing
neurons are part of a safety network which protects the brain against severe energy deficit. This
hypothesis posits that glucose sensing neurons evolved as a defense against famine. In the modern
world, they would also be important for restoring euglycemia following iatrogenic insulin-induced
hypoglycemia. On the other hand, it would not be energetically efficient if small meal to meal changes
in glucose levels altered the systems responsible for protecting the brain against the dangers of
hypoglycemia. Thus, this hypothesis further posits that during normal energy homeostasis it would be
important that these glucose sensing neurons do not respond to small glucose decreases associated with
meal to meal fluctuations in blood glucose and activate the powerful homeostatic systems present in
the VMH. This hypothesis leads to the prediction that obesity and type 2 diabetes mellitus (T2DM) are
associated with a hypersensitivity of glucose sensing neurons to small glucose reductions. If glucose
sensing neurons became overly sensitive to decreased glucose it could lead to an inappropriate signal
in the brain of energy deficit. This would lead to activation of energy sparing mechanisms during
conditions of energy sufficiency (or excess) in order to compensate for the perceived deficit. Such
compensation could contribute to the development or exacerbation of obesity and T2DM. In support of
this hypothesis, Colombani et al. recently showed that injection of a low glucose concentration into the
carotid artery toward the brain caused a greater increase in VMH neuronal activity in obese fa/fa
Zucker rats compared to their lean counterparts. This carotid glucose injection did not change
peripheral glucose levels and thus reflects a central increase in sensitivity to glucose deficit in a rodent
model of T2DM [41].
The following review is designed to evaluate the literature supporting such a role for VMH glucose
sensing neurons. In order to accomplish this goal, it will first describe VMH glucose sensing neurons
and the mechanisms by which they sense glucose. The role of VMH glucose sensing neurons during
energy deficit (i.e., fasting, insulin-induced hypoglycemia) will then be discussed. Next, changes in
VMH glucose sensing neurons during T2DM will be described. Finally, the data will be summarized
and interpreted with regard to the proposed hypotheses.
2. Glucose Sensing Neurons
2.1. GE Neurons
GE neurons have been identified in the ARC and VMN [9,18,25,30,31,42]. Like the pancreatic -cell,
VMH GE neurons utilize the ATP-sensitive potassium (KATP) channel to sense glucose. This was first
demonstrated by Ashford and colleagues using single channel and whole cell patch-clamp
recording techniques [17,25,43]. Many investigators using a variety of experimental approaches
including molecular biology, pharmacology and transgenic animal models have corroborated these
findings [18,28,30,44,45]. The concentration-response relationships for both KATP channel currents and
action potential frequency of VMH GE neurons reveal a very steep and virtually linear relationship for
glucose concentration and neuronal activity between 0.1 and 1.5 mM glucose. The slope of the curve
then decreases sharply and plateaus between 2.5 and 5 mM glucose [30]. These data strongly suggest
that the KATP channel on GE neurons plays a role in physiological brain glucose sensing. Moreover,
they support a role for VMH GE neurons in the detection of energy deficit.
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Pancreatic -cells and GE neurons share several other components of glucose sensing. For example,
the glucose transporter 2 (GLUT2), as well as glucokinase (GK), the rate limiting enzyme for
glycolysis, are expressed in both GE neurons and -cells [27,28,46]. Like the -cell, GK plays a clear
role in glucose sensing in GE neurons [27,28,46]. However, while KATP channels are expressed in all
GE neurons, only approximately half of VMH GE neurons express GK and approximately 30%
express GLUT2 [28]. Approximately half of VMH GE neurons also express the insulin sensitive
glucose transporter, GLUT4 [28]. Claret et al. have shown that transgenic mice lacking the 2 subunit
of AMP-activated protein kinase (AMPK), an important cellular fuel gauge, also lack ARC GE
neurons [47]. However, we found that acute pharmacological activation or inhibition of AMPK had no
effect on glucose sensing in VMH GE neurons [48]. These data suggest that multiple subtypes of GE
neurons may exist which utilize alternate glucose sensing strategies.
The peptide phenotype of ARC and VMN GE neurons remains controversial. As mentioned
previously, the ARC contains several important cell populations which play a role in the regulation of
energy balance. ARC POMC and NPY neurons play a reciprocal role in energy homeostasis.
Activation of POMC neurocircuitry favors decreased food intake and increased energy expenditure. In
contrast, NPY leads to increased food intake and decreased energy expenditure [1]. Several studies
support the hypothesis that GE neurons belong to the ARC POMC population. Electrical activity of
POMC neurons is correlated with changes in energy status [49]. Both Ibrahim et al. and Claret et al.
have demonstrated that POMC neurons were GE neurons using a transgenic mouse in which the
POMC promoter was labelled with green fluorescent protein (GFP) although the glucose
concentrations used by Ibrahim et al. were supra-physiologic [47,50]. On the other hand, several
observations indicate that POMC neurons are not GE neurons. First, GE neurons are not present in the
region of the ARC considered the location of the POMC neurons in either rats or wild-type mice.
Rather, VMH GE neurons are concentrated in the cell-poor region located between the ARC and the
VMN along the ventrolateral border of the VMN (VL-VMN) [30,48]. Second, immunohistochemical
evaluation following electrophysiological recording in brain slices from rats has shown that GE
neurons which respond to changes in interstitial glucose below 2.5 mM are not POMC neurons [30].
Moreover, POMC neurons from a different strain of POMC-GFP mouse than that used above were not
glucose sensing [51]. Finally, glucose injection into the carotid artery did not increase levels of the
marker of neuronal activation, cfos, in POMC neurons [51]. Whether these discrepancies represent
differences between rat and mouse or between strains of transgenic mice remains to be determined
before one can clearly conclude that POMC neurons are GE neurons. However, VMH GE neurons are
involved in the NPY-POMC signalling network since NPY inhibits while melanocortin stimulating
hormone (MSH) stimulates GE neurons [30].
Although the phenotype of GE neurons remains elusive, the observation that these neurons are
concentrated in the VL-VMN supports a role for these neurons in metabolic regulation. In the 1940s it
was found that specific lesions which include the VL-VMN and the capsule surrounding the VMN
cause the most profound obesity [52]. Later studies further support a critical role for this region in the
regulation of energy balance. The neurotoxin gold-thioglucose which causes obesity and T2DM
destroys neurons specifically in the VL-VMN and the “cell-poor” region between the VMN and
ARC [53]. Moreover, many VMH efferent projections to other brain regions involved in metabolic
regulation arise from the VL-VMN. A full discourse on the VL-VMN is beyond the scope of this

Sensors 2010, 10

9007

review. However, an excellent and comprehensive review by Bruce M. King carefully evaluates the
role of the VL-VMN in the regulation of energy balance in composite data dating to 1940 [4]. Because
specific lesions of the VL-VMN cause obesity this area mostly likely supports increased energy
expenditure and decreased energy storage. Unfortunately, due to a lack of anatomical markers and a
full understanding of neuronal circuitry, the VL-VMN has been sorely neglected in recent years.
However, clearly GE neurons are concentrated in a region of the VMH which has a well established
role in the regulation of energy homeostasis.
In addition to being located in a region which is critical for energy homeostasis, VMH GE neurons
are regulated by the peripheral adiposity signals, insulin and leptin. Leptin is a hormone secreted from
white adipose tissue in proportion to the amount of adipose stores. Insulin levels, in addition to being
regulated by blood glucose, also rise with adiposity. Both leptin and insulin play important roles in the
endocrine feedback loop to the hypothalamus which signals the brain that peripheral energy stores are
sufficient. Moreover, POMC neurons are activated and NPY neurons are inhibited by leptin and
insulin. Thus, increased leptin and insulin levels decrease food intake and body weight [2].
Spanswick et al. found that insulin had a profound inhibitory effect on the activity of GE neurons due
to KATP channel activation [42]. In contrast, while insulin still opened the KATP channel in 2.5 mM
glucose, this change in conductance was insufficient to alter action potential frequency [48]. The lack
of effect of insulin on action potential frequency in 2.5 mM glucose does not mean that insulin does
not exert a physiological effect on GE neurons. Rather it suggests that under physiological conditions
insulin regulates the responsiveness of GE neurons to presynaptic input or changes in the interstitial
milieu. Insulin activation of KATP channels would increase whole cell conductance making it less likely
that other inputs (or changes in glucose) would alter GE neuron’s membrane potential. Our recent data
showing that insulin prevents GE neurons from detecting decreased interstitial glucose via the
phosphoinositol-3-kinase (PI3K) signaling pathway support this concept [48]. Furthermore, these data
are consistent with our hypothesis that under conditions of energy sufficiency, when insulin is present,
the ability of GE neurons to sense decreased glucose would be masked. On the other hand, when
insulin levels are low (e.g., after a fast) or when insulin resistance is present, GE neurons may respond
to glucose decreases.
Leptin also regulates the activity of some GE neurons. Similar to their observations with insulin,
Spanswick et al. showed that leptin in 10 mM glucose caused complete inhibition of VMH GE neurons
by opening KATP channels [54]. However, in 2.5 mM glucose VMH GE neurons have a heterogeneous
response to leptin, with some showing no response and others being inhibited [30] or excited [55].
These data suggest that not all GE neurons have leptin receptors. Indeed, while leptin receptors are
abundant in the ARC and dorsomedial VMN, they are sparse in the lateral VMN [56]. Such a
conclusion is again consistent with multiple subtypes of GE neurons. The effect of leptin on the
glucose sensitivity of GE neurons has not yet been evaluated. However, both insulin and leptin open
KATP channels on hypothalamic neurons via the PI3K signaling pathway [57]. Thus, we might predict
that leptin also attenuates the response of certain populations of GE neurons (at least those which
possess leptin receptors) to decreased glucose.
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2.2. GI Neurons
Some of the components of glucose sensing in GI neurons are similar to those found in GE neurons.
For example, Levin and colleagues have demonstrated a clear role for GK in VMH GI
neurons [27,28,46]. Similarly, both GLUT2 and GLUT4 are expressed in a portion of VMH GI
neurons [28]. However, the signal transduction pathway by which changes in intracellular ATP alter
the activity of VMH GI neurons is completely distinct.
We have recently described the signaling pathway by which decreased glucose activates VMH GI
neurons in detail [58]. This signaling pathway is shown in Figure 1A. The first step involves activation
of the 2 subunit of AMPK. AMPK is a heterotrimeric protein which is activated by an increase in the
AMP:ATP ratio, as well as by several upstream kinases including the tumor suppressor, LKB-1, and
Ca2+/calmodulin dependent protein kinase (CaMKK), [59,60]. AMPK activation turns on catabolic
processes which generate ATP while turning off anabolic ATP consuming processes. A role for
AMPK in energy balance is well established (for review see [60]). Hypothalamic AMPK is a target for
a number of hormones and transmitters which regulate energy balance [61-65]. Pharmacological
activation of hypothalamic AMPK increases food intake [66]. Thus, it is not surprising that decreased
glucose activates AMPK in GI neurons.
Figure 1. Regulation of the glucose sensitivity of NPY-GI neurons in fed and fasted conditions.

Decreased interstitial glucose levels are translated into decreased intracellular glucose levels resulting in an
increased AMP/ATP ratio. Increased AMP/ATP activates AMPK which enhances NO-sGC-cGMP signaling.
Increased levels of cGMP are needed for full AMPK activation and closure of the CFTR chloride
conductance in response to decreased glucose. CFTR closure leads to depolarization and increased action
potential frequency. In the fed state, elevated leptin levels cause tonic inhibition of AMPK and attenuation of
the response of GI neurons to decreased glucose. Insulin levels are also elevated in the fed state. Insulin
increases nNOS activation via PI3K which could lead to enhanced responses to decreased glucose. It is also
possible that insulin may inhibit AMPK in GI neurons since this effect of insulin has been demonstrated in
hypothalamic tissue. AMPK inhibition would contribute to a low sensitivity to glucose decreases. However,
the effects of insulin on the glucose sensitivity of GI neurons have not yet been evaluated. In the fasted state,
both leptin and insulin levels are reduced. The reduction in leptin-induced AMPK inhibition leads to an
enhanced response of GI neurons to decreased glucose. Whether insulin contributes to or opposes this change in
glucose sensitivity is not known. Abbreviations: NPY (neuropeptide Y), GI (glucose-inhibited), AMPK (AMPactivated protein kinase), sGC (soluble guanylyl cyclase), cGMP (cyclic GMP), CFTR (cystic fibrosis
transmembrane regulator), PI3K (phosphatidylinositol-3-kinase).
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The next step in glucose sensing by GI neurons involves an interaction between AMPK and the
gaseous messenger, nitric oxide (NO) [58]. VMH AMPK activation phosphorylates neuronal NO
synthase (nNOS) leading to NO production in GI neurons [67]. NO, in turn, further activates AMPK
via the NO receptor soluble guanylyl cyclase (sGC) which increases cyclic GMP (cGMP) levels.
Amplification of AMPK activation by the sGC-cGMP pathway is necessary for depolarization of GI
neurons in response to decreased glucose [58]. Such an interaction has also been described in skeletal
muscle [68] and vascular endothelial cells [69]. In endothelial cells cGMP activates the upstream
AMPK kinase, CaMKK. CaMKK further activates AMPK for a full biological effect [69]. These data
lead to the hypothesis that, as in endothelial cells, the NO signaling pathway in GI neurons activates an
upstream AMPK kinase such as CAMKK. AMPK kinase activation increases the sensitivity of AMPK
for AMP [65]. Thus, the NO signaling pathway may be a critical determinant of the glucose sensitivity
of GI neurons.
As mentioned above role for AMPK in energy balance is well established [64,65,70-72]. Although
less lauded, NO strongly deserves consideration. NO is a unique neurotransmitter due to its ability to
diffuse across cell membranes [73]. Furthermore, nNOS is a potential site whereby many
neurotransmitters and hormones could influence the glucose sensitivity of GI neurons. nNOS activity
is dependent on, and enhanced by intracellular calcium increases which are spatially localized to this
enzyme [74]. Thus, any neurotransmitter which is linked to a calcium permeable ion channel or
increases calcium release from internal stores in such a way to spatially engage nNOS could potentially
enhance the response of GI neurons to decreased glucose. nNOS is also a target of a number of
hormones, including leptin and insulin [67]. Moreover, a number of observations suggest that NO
regulates energy balance. Orexin-, ghrelin- and NPY-induced feeding are NO dependent [75-77]. NOS
activity and expression are elevated in obese ob/ob mice which lack the leptin receptor, and NOS
inhibition decreases food intake and body weight in these animals [78]. This latter observation
supports our hypothesis that under normal energy status, it is important that glucose sensing neurons
do not respond to small changes in interstitial glucose. However, during diabetes these neurons may
become sensitized to glucose decreases. NO-mediated increases in the sensitivity of AMPK for AMP
would enhance the response of GI neurons to glucose decreases. Thus, NOS inhibition would be
expected to normalize food intake and body weight in ob/ob mice. The in vivo data of Colombani et al.
showing increased neuronal activation in response to low glucose in fa/fa Zucker rats, which have a
dysfunctional leptin receptor, are consistent with the hypothesis that GI neurons have an enhanced
response to glucose decreases in T2DM [41].
The last step in the response of VMH GI neurons to decreased glucose involves closure of a
chloride channel [18,51]. We hypothesize that the identity of this chloride channel is the cystic fibrosis
transmembrane regulator (CFTR) [51,58]. AMPK phosphorylates and inhibits the CFTR [79].
Gemfibrozil, which selectively binds the CFTR, blocks the effects of low glucose by opening a
chloride channel [51,58]. Furthermore, decreased glucose, AMPK activation and the cell permeable
cGMP analog, 8-bromo-cGMP all increase VMH CFTR phosphorylation, while nNOS inhibition
blocks CFTR phosphorylation in response to decreased glucose [58]. However, gemfibrozil has been
reported to have opposing effects on the peripheral CFTR [80]. Moreover, while AMPK
phosphorylates and inhibits the CFTR [79], phosphorylation is not always correlated with channel
closure [81]. Thus, further studies are needed to confirm a role for the CFTR as the specific channel
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mediating glucose sensing by VMH GI neurons. Interestingly, there is a high incidence of diabetes
among patients with cystic fibrosis; however it is not clear whether this is due entirely to peripheral
CFTR dysfunction or whether there is a central component [82-85].
Like GE neurons, leptin and insulin regulate VMN GI neurons. Insulin increases NO production by
VMH GI neurons via the PI3K signaling pathway [67]. In contrast, leptin inhibits NO production in
VMN GI neurons in 2.5 mM glucose by inhibiting AMPK [33]. Leptin also attenuates the response of
GI neurons to decreased glucose. The AMPK activator, 5-aminoimidazole-4-carboxamide-1-b-4ribofuranoside (AICAR), blocked leptin’s effect on the glucose sensitivity of GI neurons. Moreover,
leptin prevents the increase in VMH AMPK2 phosphorylation in response to decreased glucose [33].
This is consistent with reports by others showing that leptin inhibits hypothalamic AMPK activity [64].
The effect of insulin on glucose sensitivity of GI neurons has not been evaluated. Since insulin
increases NO production in GI neurons, it is possible that insulin enhances their response to decreased
glucose. On the other hand, insulin hyperpolarizes GI neurons possibly by activating KATP
channels [31,67]. This latter effect may attenuate activation in response to decreased glucose. To
further complicate the matter, insulin has also been shown to inhibit hypothalamic AMPK [64]. Thus,
it is difficult to predict insulin’s effect on glucose sensitivity. However, our observation that leptin
blocks the response to decreased glucose is again consistent with our overall hypothesis that under
conditions of energy sufficiency (e.g., in the presence of leptin) the ability of GI neurons to sense
glucose decreases is blocked.
3. Glucose Sensing Neurons and Energy Deficit
3.1. Fasting
It is well established that the ARC NPY neurons which project to the PVN [86] as well as the spinal
cord [5] stimulate food intake and decrease energy expenditure. Approximately 40% of NPY neurons
are GI neurons [33,51,87]. Moreover, fasting enhances both the response of VMH GI neurons and
NPY release to glucose decreases [33]. Thus, the stimulatory effect of fasting on NPY release is
mediated, in part, by changing the glucose sensitivity of NPY-GI neurons such that they are activated
by smaller glucose decreases. AMPK activation shifts the glucose sensitivity of GI neurons from fasted
animals to that seen in GI neurons from fed animals while AMPK inhibition does the converse [33].
Leptin inhibits hypothalamic AMPK and the response of VMH GI neurons to decreased
glucose [33,64]. Thus, decreased leptin levels during fasting may contribute to the enhanced response
of NPY-GI neurons to decreased glucose by releasing the normal AMPK inhibition [1,64]. Figure 1
illustrates the hormonal regulation of GI neurons in the fed and fasted state. These data suggest that
NPY-GI neurons release more NPY in response to glucose deficit when peripheral energy stores (e.g.,
glycogen) are depleted. Thus, in the fasted state where brain energy levels are diminished and leptin
levels are low, glucose deficit activates NPY-GI neurons to a greater extent. Increased activation of
NPY-GI neurons may lead to increased food intake and decreased energy expenditure in order to
restore energy balance. However, if this system were inappropriately activated during energy
sufficiency, it could also contribute to the development of T2DM and obesity.
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3.2. Hypoglycemia Detection and the Counterregulatory Response (CRR)
Intensive insulin therapy prevents the deleterious effects of hyperglycemia in Type 1 (T1) and
advanced T2DM. The major side effect of intensive insulin therapy is hypoglycemia. Powerful
neuroendocrine and autonomic counterregulatory responses (CRR) that prevent and correct
hypoglycemic conditions protect the brain from hypoglycemia [88,89]. The CRR involves the release
of glucagon, epinephrine and corticosterone. Together these hormones restore euglycemia. However,
these mechanisms can become impaired as a result of recurrent hypoglycemic episodes, leading to a
life-threatening condition known as hypoglycemia-associated autonomic failure (HAAF). During
HAAF, the glycemic threshold for the CRR shifts to lower glucose levels and the mechanisms that
provide warning signals of impending hypoglycemia (increased sweating, confusion, etc.) become
severely impaired. As a result, glucose levels are allowed to drop, without detection, to dangerously
low or lethal levels [88]. There are significantly more episodes of severe hypoglycemia in T1DM.
However, hypoglycemic episodes are on the rise in T2DM and the risk of severe hypoglycemia
increases with duration of the disease [90-92]. Thus, recurrent hypoglycemia is currently a major
limiting factor in the management of T1 and T2DM.
Glucose sensors in the portal vein, the brainstem and the VMH have all been linked to
counterregulatory responses to hypoglycemia and/or glucoprivation [14,93-95]. The relative roles of
these regions in the CRR are still not completely understood. The rate of glucose decline may
determine whether peripheral or central sensors predominate. When glucose levels decrease rapidly,
central sensors appear to play the dominate role whereas the response to a slower decline is mediated
by glucose sensors in the portal and mesenteric veins [93]. In humans with T1DM, glucose declines
occur at variable rates during a 24 hour period. Hypoglycemia develops more slowly overnight or in
response to basal insulin replacement but can be rapid after meals especially with exercise and/or
rapidly acting insulin analogues (R. McCrimmon, University of Dundee, Scotland UK, personal
communication). This suggests that both central and peripheral glucose sensors play a role in the
response to hypoglycemia. Moreover, it is likely that the initiation of the CRR involves integration
between multiple brain and peripheral sensors [96]. The range of glucose concentrations to which
VMH GI and GE neurons respond suggest that they sense glucose deficit [18,30]. Thus, glucose
sensing neurons may play a role in protecting the brain against dangerous glucose decreases.
Observations showing that the ability of VMH GI and GE neurons to sense decreased glucose is
impaired under a number of conditions in which the ability of the brain to mount the CRR is also
impaired support a role for these neurons in hypoglycemia detection and the CRR. First, as mentioned
above, recurrent hypoglycemia impairs the CRR and produces HAAF. The ability of VMH GI and GE
neurons to sense glucose decreases is also attenuated by recurrent hypoglycemic episodes [32,97,98].
Second, VMH Injection of the corticotrophin-releasing factor 2 receptor agonist, urocortin, impairs the
CRR in vivo and urocortin incubation in vitro attenuates the response of VMH GI and GE neurons to
decreased glucose [95]. Third, VMH lactate infusion also impairs the CRR [99]. When glucose is
lowered in the presence of lactate, VMH GI neurons have a blunted response to decreased glucose (GE
neurons have not yet been evaluated) [32]. Finally, VMH NO signaling is necessary for both the full
generation of the CRR and glucose sensing by VMH GI neurons. VMH NOS inhibition in vivo and
nNOS inhibition in vitro impair the CRR and the response of GI neurons to decreased glucose,
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respectively [58,100]. Interestingly, the CRR is impaired and VMH GI neurons are completely absent
in mice lacking nNOS [100]. Similarly, T1DM is associated with an impaired CRR and VMH GI
neurons from T1DM rats neither produce NO nor depolarize in response to decreased
glucose [36,101]. Together, these data provide strong evidence that VMH GI and GE neurons play a
role in hypoglycemia detection. Moreover, these data indicate that alterations in the glucose sensitivity
of VMN glucose sensing neurons may contribute to HAAF.
Figure 2. Hypothetical mechanism underlying effects of recurrent hypoglycemia on the
glucose sensitivity of VMH GI neurons.

Acute hypoglycemia (A) leads to activation of AMPK and the NO-sGC-cGMP signaling pathway. cGMP
further activates AMPK leading to closure of the CFTR, depolarization and increased action potential
frequency. Hypoglycemia also increases ROS levels. The combination of NO and ROS production may cause
S-nitrosylation of nNOS and sGC. S-nitrosylation of these enzymes leads to a decrease in their activity and a
reduction in NO signaling. Therefore, recurrent hypoglycemia (B) would lead to decreased sensitivity of GI
neurons to reduced glucose. Abbreviations: VMH (ventromedial hypothalamus), GI (glucose-inhibited),
AMPK (AMP-activated protein kinase), sGC (soluble guanylyl cyclase), cGMP (cyclic GMP), CFTR (cystic
fibrosis transmembrane regulator), ROS (reactive oxygen species).

The mechanism by which hypoglycemia impairs VMH GI and GE neurons glucose sensitivity is not
known. One possibility is that hypoglycemia increases nutrient flux in neurons and masks glucose
deficit [102-106]. Alternatively, hypoglycemia may impair glucose responsive signaling by glucose
sensing neurons. One mechanism by which this may occur in GI neurons is the production of reactive
oxygen species (ROS). For example, insulin-induced hypoglycemia increases brain ROS levels [107].
When NO is produced in the presence of ROS there is an increase in S-nitrosylation of a number of
proteins including sGC and nNOS [108]. S-nitrosylation of these enymes decreases their
activity [109,110]. As discussed above, impaired NO signaling prevents GI neurons from sensing
glucose deficit. This hypothesis which is illustrated in Figure 2 is consistent with the observation that
RH decreases nNOS activity [98]. Our preliminary data showing that preventing ROS production
during insulin-induced hypoglycemia prevents the subsequent development of HAAF provide further
support for this hypothesis [111]. Clearly much more work needs to be done to understand how
hypoglycemia impairs central glucose sensing. Understanding the mechanisms by which VMN GSNs
detect hypoglycemia and their dysfunction after recurrent hypoglycemia will facilitate development of
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appropriate treatments for diabetes aimed at maintaining tight glycemic control while reducing the
incidence of inadvertent hypoglycemia.
An interesting and unanswered question relates to the specific aspects of the CRR affected by GI
and/or GE neurons. GI neurons are a heterogeneous population in that 40% of ARC NPY neurons are
GI neurons [33,51,87]. However VMN GI neurons are obviously not NPY neurons since this
phenotype does not exist in the VMN [112]. Studies of NPY KO mice showed that feeding in response
to insulin-hypoglycemia was absent however hormonal counterregulation was unaltered [113]. This
suggests that the NPY-GI neurons may belong to the population of NPY neurons which project to the
PVH and play a role in food intake [112]. nNOS-KO mice that lack GI neurons in the mediobasal
hypothalamus (ARC + VMN) showed significantly decreased epinephrine (but not glucagon)
responses to hypoglycemia suggesting that VMN GI neurons are involved in the sympathoadrenal
cCRR [100]. It is possible that the glucagon response was not significantly impaired in these animals
due to the presence of normal GE neurons. We have shown that GE, as well as GI, neurons are
impaired under conditions where both epinephrine and glucagon responses to hypoglycemia are
impaired [32,98]. Taken together, these data suggest that different populations of glucose sensing
neurons may play distinct roles in the CRR. However, it is clearly premature at this point to go beyond
casual speculation.
4. Glucose Sensing Neurons and T2DM
T2DM is associated with central insulin and leptin resistance [114,115]. Insulin and leptin prevent
VMH GE and GI neurons, respectively, from sensing glucose deficit [33,48]. Thus, it is logical to
hypothesize that VMH glucose sensing neurons might be inappropriately responsive to glucose
decreases during T2DM. This is now known to be true for VMH GE neurons [116]. GE neurons from
diabetic Zucker fa/fa rats are insensitive to the effects of insulin on neuronal activity [42]. Similarly,
VMH GE neurons from diabetic db/db mice respond to glucose decreases in the presence of insulin,
while VMH GE neurons from wild-type mice do not. Moreover, the baseline response of VMH GE
neurons from db/db mice to glucose decreases is enhanced compared to VMH GE neurons from
wild-type control mice. Both baseline glucose sensitivity as well as the effect of insulin on VMH GE
neurons from db/db mice is restored by the insulin sensitizer, Compound 2. The effects of Compound 2
are blocked by PI3K inhibition [116]. This latter observation is consistent those indicating that T2DM
is associated with dysfunctional hypothalamic PI3K signaling [2]. Thus these data support our
hypothesis that GE neurons have an enhanced response to decreased glucose in T2DM. The regulation
of the glucose sensitivity of VMH GE neurons by insulin is illustrated in Figure 3.
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Figure 3. Hormonal Regulation of the glucose sensitivity of VMH GE Neurons.

Hormonal regulation of the glucose sensitivity of VMH GE neurons in controls (A) and T2DM (B).
Decreased interstitial glucose levels are translated into decreased intracellular glucose. This decreases the
ATP/ADP ratio, opens the KATP channel and hyperpolarizes the cell leading to a decrease in action potential
frequency. Insulin, via PI3K, attenuated KATP activation in response to decreased glucose. Since PI3K also
mediates leptins effects on GE neurons, it is possible that leptin similarly reduces GE responses to decreased
glucose however this has not been tested. Moreover, leptin is known to have pleiotropic effects on VMH GE
neurons. In T2DM, insulin resistance leads to an increased responsiveness of GE neurons to glucose
decreases which is normalized by enhancing PI3K signaling. Whether leptin resistance during T2DM
contributes to enhanced responses of GE neurons to decreased glucose remains to be tested. Abbreviations:
VMH (ventromedial hypothalamus), GE (glucose-excited), T2DM (type 2 diabetes mellitus), KATP (ATPsensitive potassium channel), PI3K (phosphatidylinositol-3-kinase).

At this time it is not possible to determine with any certainty whether altered glucose sensing in GE
neurons is a contributing factor in the development of T2DM or whether it results from T2DM.
However, there is some evidence supporting a causal role for GE neurons in the development of
T2DM and obesity. Rats that are predisposed to develop diet-induced obesity (DIO) have a
pre-existing impairment in hypothalamic insulin and leptin sensitivity [117,118]. Moreover, reducing
hypothalamic PI3K activity leads to reduced energy expenditure and weight gain [119]. These data
suggest that deficits in hypothalamic insulin signaling, and thus impaired glucose sensing in GE
neurons may precede the development of obesity and diabetes. One caveat that should be mentioned
with regard to our hypothesis is that Levin et al. showed that the increase in fos-like immunoreactivity
in response to glucose is reduced in DIO-prone rats compared to those rats which resist DIO [120].
However, this study specifically investigated increased glucose whereas the present hypothesis is
related to responses to decreased glucose. Moreover, GE neurons themselves show very little response
above 2.5 mM glucose, so it is possible that the glucose-induced neuronal activation in response to
elevated glucose in these rats was due to a different population of glucose sensing neurons.
The role of GI neurons during T2DM is difficult to predict. Colombani et al. recently showed that
low glucose injected toward the brain increased ARC electrical activity to a greater extent in fa/fa
Zucker rats compared to their lean counterparts [41]. This is consistent with enhanced responses of GI
neurons to decreased glucose. Furthermore, leptin clearly attenuates the response of GI neurons to
decreased glucose [33]. Thus, leptin resistance in DIO-prone or Zucker fa/fa rats could cause enhanced
responses of VMH GI neurons to decreased glucose. On the other hand, the CRR and the response of
GI neurons to decreased glucose were attenuated in the neuronal insulin receptor knockout (NIRKO)
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mouse [121]. This discrepancy may reflect the relative contribution of leptin vs. insulin signaling in
these neurons. As mentioned above, leptin inhibits the response of GI neurons to decreased glucose by
inhibiting AMPK [33]. While insulin has also been reported to inhibit hypothalamic AMPK [64], its
PI3K-mediated effects on NO production appear to dominate in GI neurons [67]. Thus, insulin might
be predicted to increase the response to glucose deficit as a result of its stimulatory effect on NO
production in these neurons [67]. Our data showing that GI neurons are more sensitive to glucose
deficit in the fasted state when both leptin and insulin levels are low suggest that leptin’s effect on
AMPK outweighs that of insulin on NO production [33]. However, it remains to be seen whether the
effect of leptin or insulin resistance will play the dominant role in the function of VMH GI neurons in
T2DM. The only thing that is clear is that, like GE neurons, GI neurons are regulated by both leptin
and insulin and therefore one would predict that their function would be altered during the
hypothalamic leptin and insulin resistance which precedes the development of DIO.
5. Summary
In summary, the data provided above support the overall hypothesis that the metabolically sensitive
VMH glucose sensing neurons serve to protect the brain during times of severe glucose deficit. VMH
GI and GE neurons are exquisitely sensitive to changes in glucose below euglycemia with little
response above. VMH NPY-GI neurons become more sensitive to decreased glucose in the fasted
state. This change in the glucose sensitivity of NPY-GI neurons is correlated with increased NPY
release in response to decreased glucose. Thus, these data suggest that glucose sensing neurons
probably evolved to protect the brain during times of famine. Glucose sensing neurons also appear to
be important for detecting hypoglycemia and generating the CRR. Thus, enhanced detection of glucose
deficit during famine would also protect against the dangers of hypoglycemia. Moreover, the impaired
CRR following antecedent hypoglycemia may result, in part, from impairments in the ability of
glucose sensing neurons to sense glucose decreases. VMH GI and GE neurons clearly have the
potential to regulate metabolic homeostatic neurocircuitry. In the ARC, 40% of NPY neurons are GI
neurons. GE neurons are concentrated in the VL-VMN, a region long associated with obesity and
T2DM. The observation that fasting enhances NPY release in response to decreased glucose suggests
that the existence of NPY-GI neurons is physiologically significant. Increased NPY neurotransmission
during fasting would increase food intake and decrease energy expenditure to compensate for energy
deficit. However, it is important that such powerful homeostatic mechanisms are not called into play
by small decreases in blood glucose associated with meal to meal changes. Thus, it is logical that leptin
and insulin prevent GI and GE neurons, respectively, from sensing glucose decreases. Finally, a
prediction derived from this hypothesis is that glucose sensing neurons are hypersensitive to glucose
deficit during T2DM. Such enhanced sensitivity would lead the brain to conclude that energy deficit
existed in the presence of energy sufficiency or even excess. An inappropriate signal of energy deficit
could lead to compensatory signals contributing to the development or exacerbation of obesity and
T2DM. The data showing that VL-VMN GE neurons are indeed hypersensitive to glucose decreases in
T2DM supports this interpretation. Moreover, increased neuronal activity in response to low glucose in
vivo in T2DM suggests that VMH GI neurons may also be more sensitive to glucose decreases during
diabetes and obesity [41]. Therefore, taken together, these data suggest that VMH glucose sensing
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neurons sense glucose deficit. When these neurons “turn a blind eye” to glucose deficit, impairments in
the CRR result. Similarly, one might predict that disease related anorexia-cachexia might also be
associated with diminished sensing of glucose decreases. On the other hand, when glucose sensing
neurons “cry wolf” (e.g., are too sensitive to glucose deficit) the brain misinterprets energy sufficiency
or even excess and overcompensates.
While this hypothesis is compelling and well supported by the data presented, a number of
questions remain. First and foremost, the data linking VMH GI and GE neurons to hypoglycemia
detection and initiation of the CRR are circumstantial. The direct connections between glucose sensing
neurons and the autonomic nervous system are not known. It is true that some NPY neurons are GI
neurons. However, the GI neurons in the VMN are clearly not NPY neurons. It is clear that
determining the peptide and neurotransmitter phenotype of both VMN GI and VL-VMN GE neurons is
critical. Though, it is likely that glucose sensing neurons will form heterogenous populations belonging
to a number of metabolic “emergency” circuits to be called into service when needed. It will also be
important to determine how glucose sensing neurons become impaired during HAAF and how that
might be rectified. Even more important is the need to understand how the glucose sensitivity of VMH
glucose sensing neurons is maintained within a range that allows protection during energy deficit
without causing overcompensation during energy sufficiency. Resolving these issues will likely lead to
improved treatments for T1 and T2DM/obesity.
Finally, it is important to note that this hypothesis pertains only to the metabolically sensitive VMH
GE and GI neurons. A role for other glucose sensing neurons in daily food intake and energy
homeostasis remains to be established. What is clear is that VMH GE and GI neurons are not
responsive to changes in glucose which would occur between meals, especially in the presence of
insulin and leptin [30-33,48]. However, glucose concentration-response relationships have not been
determined for other subtypes of glucose sensing neurons. Moreover, it is well established that glucose
injections towards the brain in vivo increase hypothalamic neuronal activation (i.e., fos-like
immunoreactivity) [51,120]. Similarly, increased brain glucose leads to insulin secretion [122] and
inhibits feeding [123]. Thus, the brain is able to detect and respond to increases in glucose above
euglycemia. This response could be mediated by either neuronal or astrocytic glucose sensors which
are regulated by glucose metabolism or by sensing the glucose molecule directly[51,122-125].
Acknowledgements
This work was supported in part by the National Institute of Health Awards 2RO1DK55619 and
1RO1DK81358 and Research Award 1-2007-13 from the Juvenile Diabetes Research Foundation.
References
1.
2.

Schwartz, M.W.; Woods, S.C.; Porte, D.; Seeley, R.J.; Baskin, D.G. Central nervous system
control of food intake. Nature 2000, 404, 661-671.
Niswender, K.D.; Schwartz, M.W. Insulin and leptin revisited: Adiposity signals with overlapping
physiological and intracellular signaling capabilities. Front. Neuroendocrinol. 2003, 24, 1-10.

Sensors 2010, 10
3.

4.
5.
6.

7.
8.
9.
10.
11.

12.

13.

14.

15.
16.
17.

18.

9017

Shin, A.C.; Pistell, P.J.; Phifer, C.B.; Berthoud, H.R. Reversible suppression of food reward
behavior by chronic mu-opioid receptor antagonism in the nucleus accumbens. Neuroscience
2010, 170, 580-588.
King, B.M. The rise, fall, and resurrection of the ventromedial hypothalamus in the regulation of
feeding behavior and body weight. Physiol. Behav. 2006, 87, 221-244.
Elmquist, J.K. Hypothalamic pathways underlying the endocrine, autonomic, and behavioral
effects of leptin. Physiol. Behav. 2001, 74, 703-708.
Adage, T.; Scheurink, A.J.; de Boer, S.F.; de Vries, K.; Konsman, J.P.; Kuipers, F.; Adan, R.A.;
Baskin, D.G.; Schwartz, M.W.; van Dijk, G. Hypothalamic, metabolic, and behavioral responses
to pharmacological inhibition of CNS melanocortin signaling in rats. J. Neurosci. 2001, 21,
3639-3645.
Mayer, J. Regulation of energy intake and the body weight: The glucostatic theory and the
lipostatic hypothesis. Ann. N. Y. Acad. Sci. 1958, 63, 15-43.
Anand, B.K.; China, G.S.; Sharma, K.N.; Dua, S.; Singh, B. Activity of single neurons in the
hypothalamus feeding centers: effect of glucose. Amer. J. Physiol. 1964, 2207, 1146-1154.
Oomura, Y.; Kimura, K.; Ooyama, H.; Maeo, T.; Iki, M.; Kuniyoshi, N. Reciprocal activities of
the ventromedial and lateral hypothalamic area of cats. Science 1964, 143, 484-485.
Campfield, L.A.; Smith, F.J. Functional coupling between transient declines in blood glucose and
feeding behavior: temporal relationships. Brain. Res. Bull. 1986, 17, 427-549.
Silver, I.A.; Erecinska, M. Extracellular glucose concentration in mammalian brain: continuous
monitoring of changes during increased neuronal activity and upon limitation in oxygen supply in
normo-, hypo-, and hyperglycemic animals. J. Neurosci. 1994, 14, 5068-5076.
Dunn-Meynell, A.A.; Sanders, N.M.; Compton, D.; Becker, T.C.; Eiki, J.i.; Zhang, B.B.; Levin,
B.E. Relationship among brain and blood glucose levels and spontaneous and glucoprivic feeding.
J. Neurosci. 2009, 29, 7015-7022.
Borg, M.A.; Sherwin, R.S.; Borg, W.P.; Tamborlane, W.V.; Shulman, G.I. Local ventromedial
hypothalamus glucose perfusion blocks counterregulation during systemic hypoglycemia in
awake rats. J. Clin. Invest. 1997, 99, 361-365.
Borg, W.P.; During, M.J.; Sherwin, R.S.; Borg, M.A.; Brines, M.L.; Shulman, G.I. Ventromedial
hypothalamic lesions in rats suppress counterregulatory responses to hypoglycemia. J. Clin. Invest.
1994, 93, 1677-1682.
Borg, W.P.; Sherwin, R.S.; During, M.J.; Borg, M.A.; Shulman, G.I. Local ventromedial
hypothalamus glucopenia triggers counterregulatory hormone release. Diabetes 1995, 44, 180-184.
Kow, L.M.; Pfaff, D.W. Responses of hypothalamic paraventricular neurons in vitro to
norepinephrine and other feeding-relevant agents. Physiol. Behav. 1989, 46, 265-271.
Ashford, M.L.J.; Boden, P.R.; Treherne, J.M. Tolbutamide excites rat glucoreceptive
ventromedial hypothalamic neurones by indirect inhibition of ATP-sensitive K+ channels. Brit. J.
Pharmacol. 1990, 101, 531-540.
Song, Z.; Levin, B.E.; McArdle, J.J.; Bakhos, N.; Routh, V.H. Convergence of pre- and
postsynaptic influences on glucosensing neurons in the ventromedial hypothalamic nucleus.
Diabetes 2001, 50, 2673-2681.

Sensors 2010, 10

9018

19. Shiraishi, T. Noradrenergic neurons modulate lateral hypothalamic chemical and electrical
stimulation induced feeding. Brain. Res. Bull. 1991, 27, 347-351.
20. Mizuno, Y.; Oomura, Y. Glucose responding neurons in the nucleus tractus solitarius of the rat, in
vitro study. Brain. Res. 1984, 307, 109-116.
21. Nakano, Y.; Oomura, Y. Feeding-related activity of glucose- and morphine-sensitive neurons in
the monkey amygdala. Brain. Res. 1986, 399, 167-172.
22. Matveyenko, A.V.; Donovan, C.M. Metabolic Sensors mediate hypoglycemic detection at the
portal vein. Diabetes 2006, 55, 1276-1282.
23. Koyama, Y.; Coker, R.H.; Stone, E.E.; Lacy, D.B.; Jabbour, K.; Williams, P.E.; Wasserman, D.H.
Evidence that carotid bodies play an important role in glucoregulation in vivo. Diabetes 2000, 49,
1434-1442.
24. Raybould, H.E. Sensing of glucose in the gastrointestinal tract. Auton. Neurosci—Basic. Clin.
2007, 133, 86-90.
25. Ashford, M.L.J.; Boden, P.R.; Treherne, J.M. Glucose-induced excitation of hypothalamic
neurones is mediated by ATP-sensitive K+ channels. Pfugers. Arch—Eur. J. Physiol. 1990, 415,
479-483.
26. Fioramonti, X.; Lorsignol, A.; Taupignon, A.; Penicaud, L. A new ATP-Sensitive K+
channel-independent mechanism is involved in glucose-excited neurons of mouse arcuate nucleus.
Diabetes 2004, 53, 2767-2775.
27. Kang, L.; Dunn-Meynell, A.A.; Routh, V.H.; Gaspers, L.D.; Nagata, Y.; Nishimura, T.; Eiki, J.;
Zhang, B.B.; Levin, B.E. Glucokinase is a critical regulator of ventromedial hypothalamic
neuronal glucosensing. Diabetes 2006, 55, 412-420.
28. Kang, L.; Routh, V.H.; Kuzhikandathil, E.V.; Gaspers, L.; Levin, B.E. Physiological and
molecular properties of rat hypothalamic ventromedial nucleus glucosensing neurons. Diabetes
2004, 53, 559.
29. GonzÃ¡lez, J.A.; Jensen, L.T.; Fugger, L.; Burdakov, D. Metabolism-Independent sugar sensing
in central orexin neurons. Diabetes 2008, 57, 2569-2576.
30. Wang, R.; Liu, X.; Hentges, S.T.; Dunn-Meynell, A.A.; Levin, B.E.; Wang, W.; Routh, V.H. The
regulation of glucose-excited neurons in the hypothalamic arcuate nucleus by glucose and
feeding-relevant peptides. Diabetes 2004, 53, 1959-1965.
31. Song, Z.; Routh, V.H. Differential effects of glucose and lactate on glucosensing neurons in the
ventromedial hypothalamic nucleus. Diabetes 2005, 54, 15-22.
32. Song, Z.; Routh, V.H. Recurrent hypoglycemia reduces the glucose sensitivity of
glucose-inhibited neurons in the ventromedial hypothalamus nucleus (VMN). Amer. J. Physiol.—
Regul. Integr. C. 2006, 291, 1283-1287.
33. Murphy, B.A.; Fioramonti, X.; Jochnowitz, N.; Fakira, K.; Gagen, K.; Contie, S.; Lorsignol, A.;
Penicaud, L.; Martin, W.J.; Routh, V.H. Fasting enhances the response of arcuate neuropeptide Y
(NPY)-glucose-inhibited (GI) neurons to decreased extracellular glucose. Amer. J. Physiol.—Cell.
Physiol. 2009, 296, 746-756.
34. Silver, I.A.; Erecinska, M. Glucose-induced intracellular ion changes in sugar-sensitive
hypothalamic neurons. J. Neurophysiol. 1998, 79, 1733-1745.

Sensors 2010, 10

9019

35. De Vries, M.G.; Arseneau, L.M.; Lawson, M.E.; Beverly, J.L. Extracellular glucose in rat
ventromedial hypothalamus during acute and recurrent hypoglycemia. Diabetes 2003, 52,
2767-2773.
36. Fan, X.; Ding, Y.; Brown, S.; Zhou, L.; Shaw, M.; Vella, M.C.; Cheng, H.; McNay, E.C.; Sherwin,
R.S.; McCrimmon, R.J. Hypothalamic AMP-activated protein kinase activation with AICAR
amplifies counterregulatory responses to hypoglycemia in a rodent model of type 1 diabetes. Amer.
J. Physiol.—Regul. Integr. C. 2009, 296, 1702-1708.
37. McNay, E.C.; Fries, T.M.; Gold, P.E. Decreases in rat extracellular hippocampal glucose
concentration associated with cognitive demand during a spatial task. Proc. Nat. Acad. Sci. 2000,
97, 2881-2885.
38. McNay, E.C.; Gold, P.E. Extracellular glucose concentrations in the rat hippocampus measured
by zero-net-flux: effects of microdialysis flow rate, strain, and age. J. Neurochem. 1999, 72,
785-790.
39. McNay, E.C.; McCarty, R.C.; Gold, P.E. Fluctuations in brain glucose concentration during
behavioral testing: dissociations between brain areas and between brain and blood. Neurobiol.
Learn. Memory. 2001, 75, 325-337.
40. VanGilder, R.; Kelly, K.; Chua, M.; Ptachcinski, R.; Huber, J. Administration of sesamol
improved blood-brain barrier function in streptozotocin-induced diabetic rats. Exp. Brain. Res.
2009, 197, 23-34.
41. Colombani, A.L.; Carneiro, L.; Benani, A.; Galinier, A.; Jaillard, T.; Duparc, T.; Offer, G.R.;
Lorsignol, A.; Magnan, C.; Casteilla, L.; PÃ©nicaud, L.; Leloup, C. Enhanced hypothalamic
glucose sensing in obesity: alteration of redox wignaling. Diabetes 2009, 58, 2189-2197.
42. Spanswick, D.; Smith, M.A.; Mirshamsi, S.; Routh, V.H.; Ashford, M.L.J. Insulin activates
ATP-sensitive K+ channels in hypothalamic neurons of lean, but not obese rats. Nat. Neurosci.
2000, 3, 757-758.
43. Ashford, M.L.J.; Sturgess, N.C.; Trout, N.J.; Gardner, N.J.; Hales, C.N. Adenosine-5'triphosphate-sensitive ion channels in neonatal rat cultured central neurons. Pfugers. Arch.—Eur.
J. Physiol. 1988, 412, 297-304.
44. Miki, T.; Liss, B.; Minami, K.; Shiuchi, T.; Saraya, A.; Kashima, Y.; Horiuchi, M.; Ashcroft,
F.M.; Minokoshi, Y.; Roeper, J.; Seino, S. ATP-sensitive potassium channels in hypothalamic
neurons play an essential role in the maintenance of glucose homeostasis by controlling glucagon
release and food intake. Nat. Neurosci. 2001, 5, 507-512.
45. Lee, K.; Dixon, A.K.; Richardson, P.J.; Pinnock, R.D. Glucose-receptive neurones in the rat
ventromedial hypothalamus express KATP channels composed of Kir6.1 and SUR1 subunits. J.
Physiol. 1999, 515, 439-452.
46. Dunn-Meynell, A.A.; Routh, V.H.; Kang, L.; Gaspers, L.; Levin, B.E. Glucokinase is the likely
mediator of glucosensing in both glucose-excited and glucose-inhibited central neurons. Diabetes
2002, 51, 2056-2065.
47. Claret, M.; Smith, M.A.; Batterham, R.L.; Selman, C.; Choudury, A.I.; Fryer, L.G.; Clements, M.;
Al-Qassab, H.; Heffron, H.; Xu, A.W.; Speakman, J.R.; Barsh, G.S.; Viollet, B.; Vaulont, S.;
Ashford, M.L.; Carling, D.; Withers, D.J. AMPK is essential for energy homeostasis regulation
and glucose sensing by POMC and AgRP neurons. J. Clin. Invest. 2007, 117, 2325-2336.

Sensors 2010, 10

9020

48. Cotero, V.E.; Routh, V.H. Insulin blunts the response of glucose-excited (GE) neurons in the
ventrolateral-ventromedial hypothalamic nucleus (VL-VMN) to decreased glucose. Amer. J.
Physiol.—Endocrinol. Metab. 2009, 296, 1101-1109.
49. Plum, L.; Ma, X.; Hampel, B.; Balthasar, N.; Coppari, R.; Munzberg, H.; Shanabrough, M.;
Burdakov, D.; Rother, E.; Janoschek, R.; Alber, J.; Belgardt, B.F.; Koch, L.; Seibler, J.; Schwenk,
F.; Fekete, C.; Suzuki, A.; Mak, T.W.; Krone, W.; Horvath, T.L.; Ashcroft, F.M.; Bruning, J.C.
Enhanced PIP3 signaling in POMC neurons causes KATP channel activation and leads to
diet-sensitive obesity. J. Clin. Invest. 2006, 116, 1886-1901.
50. Ibrahim, N.; Bosch, M.A.; Smart, J.L.; Qiu, J.; Rubinstein, M.; Ronnekleiv, O.K.; Low, M.J.;
Kelly, M.J. Hypothalamic proopiomelanocortin neurons are glucose responsive and express
K(ATP) channels. Endocrinology 2003, 144, 1331-1340.
51. Fioramonti, X.; Contie, S.; Song, Z.; Routh, V.H.; Lorsignol, A.; Penicaud, L. Characterization of
glucosensing neuron subpopulations in the arcuate nucleus: integration in NPY and POMC
networks? Diabetes 2007, 56, 1219-1227.
52. Hetherington, A.W.; Ranson, S.W. The relation of various hypothalamic lesions to adiposity in
the rat. J. Comp. Neurol. 1942, 76, 475-499.
53. Kishi, E.; Takahashi, A.; Ishimaru, H.; Ikarashi, Y.; Maruyama, Y. Development of obesity and
neurochemical backing in aurothioglucose-treated mice. Auton. Neurosci.—Basic. Clin. 2001, 92,
21-27.
54. Spanswick, D.; Smith, M.A.; Groppi, V.E.; Logan, S.D.; Ashford, M.L.J. Leptin inhibits
hypothalamic neurons by activation of ATP-sensitive potassium channels. Nature 1997, 390,
521-525.
55. Irani, B.G.; Le Foll, C.; Dunn-Meynell, A.; Levin, B.E. Effects of leptin on rat ventromedial
hypothalamic neurons. Endocrinology 2008, 149, 5146-5154.
56. Elmquist, J.K.; Ahima, R.S.; Elias, C.F.; Flier, J.S.; Saper, C.B. Leptin activates distinct
projections from the dorsomedial and ventromedial hypothalamic nuclei. Proc. Natl. Acad. Sci.
1998, 95, 741-746.
57. Mirshamsi, S.; Laidlaw, H.; Ning, K.; Anderson, E.; Burgess, L.; Gray, A.; Sutherland, C.;
Ashford, M. Leptin and insulin stimulation of signalling pathways in arcuate nucleus neurones:
PI3K dependent actin reorganization and KATP channel activation. BMC. Neurosci. 2004,
5, 54.
58. Murphy, B.A.; Fakira, K.A.; Song, Z.; Beuve, A.; Routh, V.H. AMP-activated Protein Kinase
(AMPK) and Nitric Oxide (NO) regulate the glucose sensitivity of ventromedial hypothalamic
(VMH) glucose-inhibited (GI) neurons. Amer. J. Physiol.—Cell. Physiol. 2009, 297, C750-C758.
59. Anderson, K.A.; Ribar, T.J.; Lin, F.; Noeldner, P.K.; Green, M.F.; Muehlbauer, M.J.; Witters,
L.A.; Kemp, B.E.; Means, A.R. Hypothalamic CaMKK2 contributes to the regulation of energy
balance. Cell. Metab. 2008, 7, 377-388.
60. Xue, B.; Kahn, B.B. AMPK integrates nutrient and hormonal signals to regulate food intake and
energy balance through effects in the hypothalamus and peripheral tissues. J. Physiol. 2006, 574,
73-83.
61. Hegyi, K.; Fnlöp, K.; Kovács, K.; Tóth, S.; Falus, A. Leptin-induced signal transduction pathways.
Cell. Biol. Int. 2004, 28, 159-169.

Sensors 2010, 10

9021

62. Kohno, D.; Sone, H.; Minokoshi, Y.; Yada, T. Ghrelin raises [Ca2+] i via AMPK in hypothalamic
arcuate nucleus NPY neurons. Biochem. Biophys. Res. Commun. 2008, 366, 388-392.
63. Kola, B.; Hubina, E.; Tucci, S.A.; Kirkham, T.C.; Garcia, E.A.; Mitchell, S.E.; Williams, L.M.;
Hawley, S.A.; Hardie, D.G.; Grossman, A.B.; Korbonits, M. Cannabinoids and ghrelin have both
central and peripheral metabolic and cardiac effects via AMP-activated protein kinase. J. Biol.
Chem. 2005, 280, 25196-25201.
64. Minokoshi, Y.; Alquier, T.; Furukawa, N.; Kim, Y.B.; Lee, A.; Xue, B.; Mu, J.; Foufelle, F.; Ferre,
P.; Birnbaum, M.J.; Stuck, B.J.; Kahn, B.B. AMP-kinase regulates food intake by responding to
hormonal and nutrient signals in the hypothalamus. Nature 2004, 428, 569-574.
65. Kahn, B.B.; Alquier, T.; Carling, D.; Hardie, D.G. AMP-activated protein kinase: Ancient energy
gauge provides clues to modern understanding of metabolism. Cell. Metab. 2005, 1, 15-25.
66. Andersson, U.; Filipsson, K.; Abbott, C.R.; Woods, A.; Smith, K.; Bloom, S.R.; Carling, D.;
Small, C.J. AMP-activated protein kinase plays a role in the control of food intake. J. Biol. Chem.
2004, 279, 12005-12008.
67. Canabal, D.D.; Song, Z.; Potian, J.G.; Beuve, A.; McArdle, J.J.; Routh, V.H. Glucose, insulin and
leptin signaling pathways modulate nitric oxide (NO) synthesis in glucose-inhibited (GI) neurons
in the ventromedial hypothalamus (VMH). Amer. J. Physiol. Regul. Integr. C. 2007, 292,
1418-1428.
68. Lira, V.A.; Soltow, Q.A.; Long, J.H.D.; Betters, J.L.; Sellman, J.E.; Criswell, D.S. Nitric oxide
increases GLUT4 expression and regulates AMPK signaling in skeletal muscle. Amer. J. Physiol.
Endocrinol. Metab. 2007, 293, 1062-1068.
69. Zhang, J.; Xie, Z.; Dong, Y.; Wang, S.; Liu, C.; Zou, M.H. Identification of nitric oxide as an
endogenous activator of the AMP-activated protein kinase in vascular endothelial cells. J. Biol.
Chem. 2008, 283, 27452-27461.
70. Alquier, T.; Kawashima, J.; Tsuji, Y.; Kahn, B.B. Role of hypothalamic AMP kinase in the
impaired counterregulatory response induced by repetitive neuroglucopenia. Endocrinology 2006,
148, 1367-1375.
71. Kahn, B.B.; Myers, M.G. MTOR tells the brain that the body is hungry. Nature. Med. 2006, 12,
615-617.
72. Patti, M.E.; Kahn, B.B. Nutrient sensor links obesity with diabetes risk. Nature Med. 2004, 10,
1049-1050.
73. Jaffrey, S.R.; Snyder, S.H. Nitric oxide: A neural messenger. Annu. Rev. Cell. Dev. Biol. 1995, 11,
417-440.
74. Boehning, D.; Snyder, S.H. Novel neural modulators. Annu. Rev. Neurosci. 2003, 26, 105-131.
75. Farr, S.A.; Banks, W.A.; Kumar, V.B.; Morley, J.E. Orexin-A-induced feeding is dependent on
nitric oxide. Peptides 2005, 26, 759-765.
76. Gaskin, F.S.; Farr, S.A.; Banks, W.A.; Kumar, V.B.; Morley, J.E. Ghrelin-induced feeding is
dependent on nitric oxide. Peptides 2003, 24, 913-918.
77. Morley, J.E.; Farr, S.A. Cachexia and neuropeptide Y. Nutrition 2008, 24, 815-819.
78. Morley, J.E.; Kumar, V.B.; Mattammal, M.; Villareal, D.T. Measurement of nitric oxide synthase
and its mRNA in genetically obese (ob/ob) mice. Life Sci. 1995, 57, 1327-1331.

Sensors 2010, 10

9022

79. Hallows, K.R.; Raghuram, V.; Kemp, B.E.; Witters, L.A.; Foskett, J.K. Inhibition of cystic
fibrosis transmembrane conductance regulator by novel interaction with the metabolic sensor
AMP-activated protein kinase. J. Clin. Invest. 2000, 105, 1711-1721.
80. Conte-Camerino, D.; Mambrini, M.; DeLuca, A.; Tricarico, D.; Bryant, S.H.; Tortorella, V.;
Bettoni, G. Enantiomers of clofibric acid analogs have opposite actions on rat skeletal muscle
chloride channels. Pflugers. Arch.—Eur. J. Physiol. 1988, 413, 105-107.
81. Gadsby.D.C; Nairn, A.C. Control of CFTR channel gating by phosphorylation and nucleotide
hydrolysis. Physiolo. Rev. 1999, 79, 77-107.
82. Hadjiliadis, D.; Madill, J.; Chaparro, C.; Tsang, A.; Waddell, T.K.; Singer, L.G.; Hutcheon, M.A.;
Keshavjee, S.; Elizabeth Tullis, D. Incidence and prevalence of diabetes mellitus in patients with
cystic fibrosis undergoing lung transplantation before and after lung transplantation. Clin.
Transplant. 2005, 19, 773-778.
83. Lanng, S. Glucose intolerance in cystic fibrosis patients. Paed. Resp. Rev. Online 2001, 2, 253259.
84. Reali, M.F.; Festini, F.; Neri, A.S.; Taccetti, G.; Repetto, T.; Chiarelli, F.; Toni, S. Use of
continuous subcutaneous insulin infusion in cystic fibrosis patients with cystic fibrosis-related
diabetes awaiting transplantation. J. Cystic. Fibrosis. 2006, 5, 67-68.
85. Siahanidou, T.; Mandyla, H.; Doudounakis, S.; Anagnostakis, D. Hyperglycaemia and
insulinopenia in a neonate with cystic fibrosis. Acta. Paediatr. 2005, 94, 1837-1840.
86. Bai, F.L.; Yamano, M.; Shiotani, Y.; Emson, P.C.; Smith, A.D.; Powell, J.F.; Tohyama, M. An
arcuato-paraventricular and -dorsomedial hypothalamic neuropeptide Y-containing system which
lacks noradrenaline in the rat. Brain. Res. 1985, 331, 172-175.
87. Muroya, S.; Yada, T.; Shioda, S.; Takigawa, M. Glucose-sensitive neurons in the rat arcuate
nucleus contain neuropeptide Y. Neurosci. Lett. 1999, 264, 113-116.
88. Amiel, S.A.; Tamborlane, W.V.; Simonson, D.C.; Sherwin, R.S. Defective glucose
counterregulation after strict glycemic control of insulin-dependent diabetes mellitus. N. Engl. J.
Med. 1987, 316, 1376-1383.
89. Cryer, P.E. Glucose counterregulation in man. Diabetes 1981, 30, 261-264.
90. The Diabetes Control and Complications Trial Research Group. The effect of intensive treatment
of diabetes on the development and progression of long-term complications in insulin-dependent
diabetes mellitus. The diabetes control and complications trial research group. N. Engl. J. Med.
1993, 329, 977-986.
91. Henderson, J.N.; Allen, K.V.; Deary, I.J.; Frier, B.M. Hypoglycaemia in insulin-treated Type 2
diabetes: frequency, symptoms and impaired awareness. Diabetic. Med. 2003, 20, 1016-1021.
92. Donnelly, L.A.; Morris, A.D.; Frier, B.M.; Ellis, J.D.; Donnan, P.T.; Durrant, R.; Band, M.M.;
Reekie, G.; Leese, G.P. Frequency and predictors of hypoglycaemia in Type 1 and insulin-treated
Type 2 diabetes: A population-based study. Diabetic. Med. 2005, 22, 749-755.
93. Saberi, M.; Bohland, M.; Donovan, C.M. The locus for hypoglycemic detection shifts with the
rate of fall in glycemia: The role of portal-superior mesenteric vein glucose sensing. Diabetes
2008, 57, 1380-1386.

Sensors 2010, 10

9023

94. Ritter, S.; Bugarith, K.; Dinh, T.T. Immunotoxic destruction of distinct catecholamine subgroups
produces selective impairment of glucoregulatory responses and neuronal activation. J. Comp.
Neurol. 2001, 432, 197-216.
95. McCrimmon, R.J.; Song, Z.; Cheng, H.; McNay, E.C.; Weikart-Yeckel, C.; Fan, X.; Routh, V.H.;
Sherwin, R.S. Corticotrophin-releasing factor receptors within the ventromedial hypothalamus
regulate hypoglycemia- induced hormonal counterregulation. J. Clin. Invest. 2006, 116,
1723-1730.
96. Watts, A.G.; Donovan, C.M. Sweet talk in the brain: Glucosensing, neural networks, and
hypoglycemic counterregulation. Front. Neuroendocrinol. 2010, 31, 32-43.
97. Kang, L.; Sanders, N.M.; Dunn-Meynell, A.A.; Gaspers, L.D.; Routh, V.H.; Thomas, A.P.; Levin,
B.E. Prior hypoglycemia enhances glucose responsiveness in some ventromedial hypothalamic
glucosensing neurons. Amer. J. Physiol. Regul. Integr. C. 2008, 294, R784-R792.
98. Fioramonti, X.; Song, Z.; Vazirani, R.P.; Beuve, A.; Routh, V.H. Hypothalamic NO in
hypoglycemia detection and counter-regulation: A two edged sword. Antioxid. Redox. Signal.
2010, 0, 1.
99. Borg, M.A.; Tamborlane, W.V.; Shulman, G.I.; Sherwin, R.S. Local lactate perfusion of the
ventromedial hypothalamus suppresses hypoglycemic counterregulation. Diabetes 2003, 52,
663-666.
100. Fioramonti, X.; Marsollier, N.; Song, Z.; Fakira, K.A.; Patel, R.M.; Brown, S.; Duparc, T.;
Pica-Mendez, A.; Sanders, N.M.; Knauf, C.; Valet, P.; McCrimmon, R.J.; Beuve, A.; Magnan, C.;
Routh, V.H. Ventromedial Hypothalamic nitric oxide production is necessary for hypoglycemia
detection and counterregulation. Diabetes 2010, 59, 519-528.
101. Canabal, D.D.; Potian, J.G.; Duran, R.G.; McArdle, J.J.; Routh, V.H. Hyperglycemia impairs
glucose and insulin regulation of nitric oxide production in glucose-inhibited neurons in the
ventromedial hypothalamus. Amer. J. Physiol. Regul. Integr. C. 2007, 293, 592-600.
102. Cidad, P.; Almeida, A.; Bolanos, J.P. Inhibition of mitochondrial respiration by nitric oxide
rapidly stimulates cytoprotective GLUT-3mediated glucose uptake through 5'-AMP-activated
protein kinase. Biochem. J. 2004, 384, 629-636.
103. Tsacopoulos, M.; Magistretti, P.J. Metabolic coupling between glia and neurons. Eur. J. Neurosci.
1996, 16, 877-885.
104. Bolanos, J.P.; Almeida, A. Modulation of astroglial energy metabolism by nitric oxide. Antioxid.
Redox. Signal. 2006, 8, 955-965.
105. Page, K.A.; Arora, J.; Qiu, M.; Relwani, R.; Constable, R.T.; Sherwin, R.S. Small decrements in
systemic glucose provoke increases in hypothalamic blood flow prior to the release of
counterregulatory Hormones. Diabetes 2009, 58, 448-452.
106. Kennan, R.P.; Takahashi, K.; Pan, C.; Shamoon, H.; Pan, J.W. Human cerebral blood flow and
metabolism in acute insulin-induced hypoglycemia. J. Cerebr. Blood. Flow. Metabol. 2005, 25,
527-534.
107. Singh, P.; Jain, A.; Kaur, G. Impact of hypoglycemia and diabetes on CNS: Correlation of
mitochondrial oxidative stress with DNA damage. Mol. Cell. Biochem. 2004, 260, 153-159.
108. Jaffrey, S.R.; Erdjument-Bromage, H.; Ferris, C.S.; Tempst, P.; Snyder, S.H. Protein
S-nitrosylation: a physiological signal for neuronal nitric oxide. Nat. Cell. Biol. 2001, 3, 193-197.

Sensors 2010, 10

9024

109. Yu, H.M.; Xu, J.; Li, C.; Zhou, C.; Zhang, F.; Han, D.; Zhang, G.Y. Coupling between neuronal
nitric oxide synthase and glutamate receptor 6-mediated c-Jun N-terminal kinase signaling
pathway via S-nitrosylation contributes to ischemia neuronal death. Neuroscience 2008, 155,
1120-1132.
110. Sayed, N.; Baskaran, P.; Ma, X.; van den Akker, F.; Beuve, A. Desensitization of soluble
guanylyl cyclase, the NO receptor, by S-nitrosylation. Proc. Nat. Amer. Sci. 2007, 104, 1231212317.
111.Fioramonti, X.; Fakira, K.; Beluch, N.; Leloup, C.; Saba, N.; Penicaud, L.; Beuve, A.; Routh, V.H.
Role of hypothalamic S-nitrosylation in the development of hypoglycemia-associated autonomic
failure. Amer. Diabetes Assoc. 69th Sci. Session. 2009, Abstract # 129-OR.
112. Beck, B. Neuropeptides and obesity. Nutrition 2000, 16, 916-923.
113. Sindelar, D.K.; Marie, L.; Miura, G.I.; Palmiter, R.D.; McMinn, J.E.; Morton, G.J.; Schwartz,
M.W. Neuropeptide Y Is required for hyperphagic feeding in response to neuroglucopenia.
Endocrinology 2004, 145, 3363-3368.
114. Levin, B.E.; Dunn-Meynell, A.A. Reduced central leptin sensitivity in rats with diet-induced
obesity. Amer. J. Physiol. 2002, 283, R941-R948.
115. Orosco, M.; Rouch, C.; Nicolaidis, S. Resistance of the obese zucker rat to insulin-induced
feeding and to satiety induced by coinfusion of insulin and glucose. Appetite 1994, 23, 209-218.
116. Cotero, V.E.; Zhang, B.B.; Routh, V.H. The response of glucose-excited neurones in the
ventromedial hypothalamus to decreased glucose is enhanced in a murine model of Type 2
diabetes mellitus. J. Neuroendocrinol. 2009, 22, 65-74.
117. Irani, B.G.; Dunn-Meynell, A.A.; Levin, B.E. Altered hypothalamic leptin, insulin, and
melanocortin binding associated with moderate-fat diet and predisposition to obesity.
Endocrinology 2007, 148, 310-316.
118. Irani, B.G.; Le Foll, C.; Dunn-Meynell, A.A.; Levin, B.E. Ventromedial nucleus neurons are less
sensitive to leptin excitation in rats bred to develop diet-induced obesity. Amer. J. Physiol. Regul.
Integr. C. 2009, 296, 521-527.
119. Hill, J.W.; Xu, Y.; Preitner, F.; Fukuda, M.; Cho, Y.R.; Luo, J.; Balthasar, N.; Coppari, R.;
Cantley, L.C.; Kahn, B.B.; Zhao, J.J.; Elmquist, J.K. Phosphatidyl inositol 3-kinase signaling in
hypothalamic proopiomelanocortin neurons contributes to the regulation of glucose homeostasis.
Endocrinology 2009, 150, 4874-4882.
120. Levin, B.E.; Govek, E.K.; Dunn-Meynell, A.A. Reduced glucose-induced neuronal activation in
the hypothalamus of diet-induced obese rats. Brain. Res. 1998, 808, 317-319.
121. Diggs-Andrews, K.A.; Zhang, X.; Song, Z.; Daphna-Iken, D.; Routh, V.H.; Fisher, S.J. Brain
insulin action regulates hypothalamic glucose sensing and the counterregulatory response to
hypoglycemia. Diabetes 2010, 59, 2271-2280.
122. Guillod-Maximin, E.; Lorsignol, A.; Alquier, T.; Penicaud, L. Acute intracarotid glucose injection
towards the brain induces specific c-fos activation in hypothalamic nuclei: involvement of
astrocytes in cerebral glucose-sensing in rats. J. Neuroendocrinol. 2004, 16, 464-471.
123. Bady, I.; Marty, N.; Dallaporta, M.; Emery, M.; Gyger, J.; Tarussio, D.; Foretz, M.; Thorens, B.
Evidence from glut2-null mice that glucose is a critical physiological regulator of feeding.
Diabetes 2006, 55, 988-995.

Sensors 2010, 10

9025

124. Stolarczyk, E.; Guissard, C.; Michau, A.; Even, P.C.; Grosfeld, A.; Serradas, P.; Lorsignol, A.;
Penicaud, L.; Brot-Laroche, E.; Leturque, A.; Le Gall, M. Detection of extracellular glucose by
GLUT2 contributes to hypothalamic control of food intake. Amer. J. Physiol.—Endocrinol. Met.
2010, 298, 1078-1087.
125. Marty, N.; Dallaporta, M.; Foretz, M.; Emery, M.; Tarussio, D.; Bady, I.; Binnert, C.; Beermann,
F.; Thorens, B. Regulation of glucagon secretion by glucose transporter type 2 (glut2) and
astrocyte-dependent glucose sensors. J. Clin. Invest. 2005, 115, 3545-3553.
© 2010 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access article
distributed under the terms and conditions of the Creative Commons Attribution license
(http://creativecommons.org/licenses/by/3.0/).

