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Abstract

Energy homeostasis is maintained by balancing energy intake and energy expenditure. 
In addition to the central nervous system, several hormones play a key role in energy 
homeostasis in the whole body. In particular, serotonin is regarded as one of the key 
regulators of energy homeostasis. Serotonin is unique in that it is able to act in both the 
brain as a neurotransmitter and the peripheral tissue as a gastrointestinal hormone. In 
the brain, serotonin is thought of as a pharmacological target for anti-obesity treatments 
because it greatly inhibits meal size and body weight gain. In contrast, serotonin in the 
periphery has not been targeted as a strategy for anti-obesity treatment, even though 
almost all of the serotonin produced in the body is produced in the peripheral tissue. 
Recently, the peripheral serotonergic signal has been shown to regulate glucose and lipid 
metabolism through autocrine and paracrine signals in energy homeostasis-related tis-
sues, including the pancreatic β cell, liver, white adipose tissue, brown adipose tissue, and 
skeletal muscle. Thus, it is possible that the serotonergic system in the peripheral tissue 
is a new therapeutic target for metabolic disease, including obesity and diabetes. Here, 
we summarize the role of peripheral serotonin in the regulation of energy homeostasis.

Keywords: peripheral serotonin, energy homeostasis, obesity, pancreatic β cell, adipose 
tissue, skeletal muscle

1. Introduction

Serotonin is a monoaminergic neurotransmitter that modulates central and peripheral func-

tions. Serotonin has an association with food intake, sleep, anxiety, sexual behavior, and 

mood in the central nervous system, and about 2% of the body’s serotonin is stored here. On 

the other hand, around 98% of the body’s serotonin is found peripherally, where it functions 

© 2017 The Author(s). Licensee InTech. This chapter is distributed under the terms of the Creative Commons
Attribution License (http://creativecommons.org/licenses/by/3.0), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly cited.



as a peripheral hormone. It affects vasoconstriction, intestinal motility, primary hemostasis, 
liver repair, and the control of the T-cell-mediated immune system [1–4].

The synthesis of serotonin from tryptophan begins with the enzyme tryptophan hydroxylase 

(TPH), which is also the rate-limiting enzyme in its biosynthesis. It is reported that TPH has 

two isoforms, TPH1 and TPH2 [5]. TPH1 mainly exists in the pineal gland, thymus, spleen, 

and enterochromaffin cells of the gastrointestinal tract. TPH2 is found only in neuronal cells, 
such as in the raphe nuclei of the brain stem. Moreover, serotonin is thought not to be able 

to pass the blood-brain barrier. Therefore, there are thought to be two independent serotonin 

systems in the body: one in the central nervous system and the other in the periphery.

Since serotonin has been shown to affect fat metabolism and feeding behavior, through inde-

pendent molecular mechanisms in Caenorhabditis elegans [6], serotonin has therefore been sug-

gested to contribute to energy homeostasis with independent modulation from the central 

nervous system. There are several peripheral tissue serotonin receptors (Htr’s), and TPH1 has 

been shown to be expressed in peripheral tissues, which are related to energy metabolism of 

not only the gut but also pancreatic β cells and adipose tissue [7, 8]. The roles of serotonin in 

energy metabolism in these tissues have been further exposed after these discoveries. In the 

following section, the function of serotonin in peripheral tissues is summarized (Figure 1).

Figure 1. Role of serotonin in peripheral tissues related to energy homeostasis. Peripheral serotonin is mainly provided 

from the gut and regulates glucose and lipid metabolism through endocrine, autocrine, and paracrine matter. Gut-
derived serotonin suppresses glucose uptake and promotes gluconeogenesis through Htr2b. Serotonin regulates 

proliferation and insulin secretion in pancreatic β cell through several Htr’s. Serotonin is also provided from adipocyte 
and may increase energy storage and adipogenesis in WAT and inhibit adaptive thermogenesis in BAT. BAT, brown 

adipose tissue; Htr, serotonin receptor; TPH, tryptophan hydroxylase; and WAT, white adipose tissue.
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2. Role of serotonin in insulin secretion

2.1. Insulin and glucose metabolism

Insulin is secreted from pancreatic β cell and plays a key role in glucose homeostasis. 
Generally, insulin regulates plasma glucose level by suppression of gluconeogenesis in the 
liver and induces glucose uptake in the skeletal muscle and adipose tissue. Obesity induces 

insulin resistance in these tissues and glucose intolerance. To compensate for insulin dysfunc-

tion, the β cells increase their mass and secretion of insulin. The failure of compensation for 
this insulin resistance eventually results in type 2 diabetes.

Recently, serotonin has been implicated insulin secretion in the β cell. Pancreatic β cells 
express both Tph1 and Tph2 and synthesize serotonin [7, 9]. Indeed, mice lacking Tph1 

(Tph1−/−) have impaired insulin secretion and are characterized as mildly diabetic [9]. 

Additionally, it has been reported that serotonin injection elevates plasma insulin levels 

[10, 11]. Therefore, serotonin might regulate insulin secretion from β cells by both local and 
systemic actions.

2.2. Insulin secretion by intracellular serotonin function

Serotonin is synthesized and localized within β cell and co-released with insulin follow-

ing stimulation by glucose [12, 13]. Tph1−/− mice have a normal pancreas mass and islet 

size. On the other hand, the level of serotonin in the pancreas is decreased by 90% com-

pared with that of wild-type mice [9]. Insulin secretion in the Tph1−/− mice is suppressed, 

and high blood glucose and insulin resistance are observed. The adjustment of insulin 

secretion of this animal model has connection with GTPases (Rab3a and Rab27a) and sero-

tonylation. The concentration of intracellular Ca2+ is raised by glucose stimulation that 

activates transglutaminase (TGase). The serotonylation of GTPases is promoted by TGase, 
and exocytosis of insulin granule is induced. TGase2−/− mice deteriorate β cell function 
as well as that of Tph1−/− mice [14]. Consequently, these data suggest that intracellular 

serotonin controls glucose-stimulated insulin secretion (GSIS) through modification of 
GTPase.

2.3. Insulin secretion by extracellular serotonin function

2.3.1. Insulin secretion by Htr3

It has been reported that extracellular serotonin regulates insulin secretion through several 

Htr’s. First of all, Htr3 is a ligand-gated cation channel [15]. Htr3 deletion mice have normal 

β-cell mass and amount of insulin. There is no change when Htr3 deletion mice are fed 
normal-fat diet, but impaired insulin secretion and glucose intolerance are shown when a 

high-fat diet (HFD) is fed. The islets derived from β-cell-specific Tph1 deletion mice show 
the same impaired insulin secretion as seen in Htr3 deletion mice, and these recover follow-

ing serotonin treatment. However, the islets derived from Htr3 deletion mice do not recover. 

Thus, Htr3 is thought to be necessary in order to maintain normal GSIS from the β cell by 
serotonin.
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2.3.2. Insulin secretion by Htr2b

In addition, other research has determined that Htr2b, G-protein-coupled receptor, also has 
an impact on GSIS [16]. In human and mouse islets, Htr2b is expressed in β cells but not in α 
cells. Htr2b knockdown depresses GSIS. Alpha-methylserotonin maleate salt (an Htr2 agonist) 
increases GSIS in wild-type INS-1 cells, but the effect of this drug does not show itself in Htr2b 
knockdown INS-1 cells.

2.3.3. Insulin secretion by Htr2c

In contrast, Htr2c was reported to inhibit insulin secretion from pancreatic β cells in a mouse 
model of diabetes [17]. Htr2c expression is increased in pancreatic islets of db/db mice com-

pared with that of lean mice. Treatment with an Htr2c antagonist increases insulin secretion 

from pancreatic islets isolated from db/db mice in a dose-dependent manner. This implies 
that Htr2c controls insulin secretion in diabetic subjects.

2.3.4. Insulin secretion by serotonin transporter

Furthermore, GSIS is obstructed by selective serotonin reuptake inhibitors (SSRIs) [18]. Short-

term treatment with SSRIs increases Ser/Thr phosphorylation of IRS-2 and inhibits IRS-2 func-

tions and results in impaired GSIS from murine pancreatic islets. Long-term treatment with 
SSRIs induces ER stress and cellular apoptosis.

As a result, the former study shows that GSIS is adjusted through the Htr signal and the sero-

tonin transporter, by both extracellular serotonin and intracellular serotonin.

2.3.5. Role of serotonin in insulin function during pregnancy

Pregnancy dramatically changes maternal metabolism. In order to maintain the flow of 
nutrition to fetus, insulin resistance in the mother increases, resulting in an increasing 

demand for insulin. In order to compensate for this, the mother enlarges the mass of the 

β cells and increases the secretion of insulin. This change in insulin secretion during ges-

tation is intimately related to the synthesis of serotonin through lactogenic signaling [9]. 

Lactogenic signaling is increased during pregnancy (though prolactin and placental lac-

togen), which raises Tph1 expression in pancreatic β cells and enhances serotonin synthe-

sis. Serotonin in islets regulates insulin function in a paracrine-autocrine fashion during 

pregnancy. The expression of Htr2b rises in β cells during the pregnancy period, and this 
returns to normal levels after the delivery of the young. Serotonin is increased during 

pregnancy, which raises β-cell proliferation and mass through the Htr2b signal. On the 
other hand, there has been shown to be an elevation in the expression of Htr1d in pan-

creatic β cells at the end of pregnancy and postpartum. After that, Htr1d restrains the 
proliferation of β cells.

In addition to the regulation of β-cell mass through Htr2b and Htr1d during pregnancy, insulin 
release is increased through Htr3 signaling as well in mice on a high-fat diet [19]. Because of 

the impaired insulin secretion, Htr3−/− mice demonstrate glucose intolerance during pregnancy. 
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In conclusion, β-cell mass and function during pregnancy are controlled by serotonin through 
several Htr’s.

3. Role of serotonin in the liver

3.1. The liver and glucose metabolism

The liver has an important role in postprandial nutrient metabolism and in response to food 

deprivation. In particular, the liver maintains blood glucose levels through degradation of 

glycogen and gluconeogenesis in the fasted state and through glucose uptake in the fed state. 

It is known that diabetes is caused by an increase of gluconeogenesis and decline of glucose 

uptake in the liver. Moreover, the liver also controls the concentration of blood cholesterol 

and triglycerides. It is suggested that hormones such as insulin and glucagon mainly signal 

these liver functions.

Serotonin is a gastrointestinal hormone and is directly able to regulate the liver, as it is known 

that serotonin mediates liver regeneration [20]. Although there is still room for debate, several 

studies report that serotonin has a connection with glucose and lipid metabolism in the liver.

3.2. Serotonin and gluconeogenesis

Sumara et al. revealed that gut-derived serotonin (GDS) increased gluconeogenesis in the 
liver through Htr2b [8]. Plasma glycerol, produced by adipose tissue and used for gluconeo-

genesis, is not increased in gut-specific Tph1 knockout mice during food deprivation, though 
that is increased in fasted wild-type mice. Additionally, the fat-specific Htr2b knockout mice 
do not also show an increase in plasma glycerol levels in these fasted mice. Mice lacking 

Tph1 in the gut demonstrate a reduction in hepatic glucose production during hyperinsulin-

emic-euglycemic clamps and a decrease in plasma glucose levels during pyruvate tolerance 

tests. Liver-specific Htr2b knockout mice also show similar phenotype as gut-specific Tph1 
knockout mice in glucose metabolism. These data support the idea that serotonin signals 

play an important role in the control of gluconeogenesis in the liver through Htr2b signaling. 

Consequently, it is suggested that serotonin provides glycerol to the liver from the adipose 

tissue through Htr2b and thereby contributes to gluconeogenesis in the liver.

3.3. Serotonin and glucose uptake in the liver

Sumara et al. also report that hepatic glucose uptake decreases in liver-specific Htr2b deletion 
mice compared with wild-type mice. This is because serotonin is related to the degradation 

of glucose transporter 2 [8]. Nevertheless, not all studies agree. Injection of serotonin does 
not impact on the uptake of 2-deoxy-glucose in the liver of fasted mice [10]. Additionally, in 

an experiment using conscious dogs, portal vein injection of serotonin induced hepatic glu-

cose uptake during a hyperinsulinemic-euglycemic clamp [21]. Agonists of Htr 1/2a reduce 
blood glucose and increase hepatic glycogen after oral glucose loading. The same study also 

reported that these agonists stimulate glycogen synthesis in freshly isolated hepatocytes. 
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Furthermore, serotonin inhibits glycogen synthesis at micromolar concentrations but stimu-

lates it at nanomolar concentrations in hepatocytes [22]. Thus, there are several reports on 

the control of hepatic glucose uptake by serotonin. It could be argued that the results vary 

according to the method used: genetic study or in vivo treatment study. Further progress in 

this field is expected.

3.4. Serotonin and enterohepatic circulation of bile acids

Bile acids are produced from the gallbladder and are deposited into the duodenum fol-

lowing feeding. They are associated with the absorption of nutrients and especially lipids. 

Nowadays, there is discussion about the role of bile acids with respect to glucose, lipid, and 
energy metabolism. It is suggested that activation of the farnesoid X receptor (FXR), a bile 

acid receptor, stimulates the liver concentrations of glycogen [23, 24]. In addition, hepatic tri-

glyceride accumulation, very low-density lipoprotein (VLDL) secretion, and the elevation of 

serum triglyceride in mouse models of hypertriglyceridemia are impaired by bile acid cholic 

acid. In brown adipose tissue, administration of bile acids to mice raises energy consumption, 

preventing obesity and insulin resistance by inducing cAMP-dependent thyroid hormone-

activating enzyme type 2 iodothyronine deiodinase (D2) [25, 26].

In the enterohepatic circulation, bile acids are mainly reabsorbed from the ileum and return to 

the liver through the portal vein. The hepatocytes take up about 80% of this, and the remain-

der enters the general circulation. Serotonin is known to signal the enterohepatic circulation 

of bile acids. By stimulating the contraction of the smooth muscle in the gallbladder, serotonin 

induces the excretion of bile acids in a direct manner from the gallbladder into the duodenum 

[27, 28]. In addition to the excretion of bile acids from the gallbladder, serotonin is reported 

to enhance reabsorption of bile acids from the ileum and raise the level of plasma bile acids  

(Figure 2) [10]. Serotonin injection has been shown to cause an elevation of the expression of 

the apical sodium-dependent bile acid transporter (ASBT), which actively causes the reab-

sorption of bile acids from the lumen of the intestine into the body and decreases the content 

of bile acids in the feces. However, ASBT expression is negatively regulated by bile acids and 

FGF15 through the FXR-FGF15 signaling pathway. These data suggest the possibility that 
serotonin may increase ASBT expression through the FXR-FGF15-independent pathway.

3.5. Serotonin and lipid in the liver and the circulation

It has been suggested that serotonin may affect the concentrations of lipid in the liver and 
blood [10]. In practical terms, plasma triglyceride, cholesterol, and nonesterified fatty acid 
concentrations are reduced following serotonin injection. The same report suggested that the 

level of the concentration of cholesterol in the liver was increased following the passage of 60 

min after serotonin treatment. On the other hand, there was a reduction of the plasma con-

centration of cholesterol at the same time. These data show that the intake of the cholesterol 

by the liver from the blood through serotonin stimulation may cause a decrease in the plasma 

cholesterol concentration.

Besides this, Haub et al. have suggested that serotonin may raise the fat concentration of 

the liver [29]. Comparing lean control mice, there is an increase of duodenal Htr3a protein 
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expression and plasma serotonin levels in ob/ob mice. The fat concentration, inflammation, 
and cell necrosis in the liver of ob/ob mice are all decreased following treatment with an 
Htr3 antagonist, this by means of reducing the elevated serotonin levels in the intestine. As a 

result, serotonin is indicated to regulate lipid metabolism functions in the liver, both directly 

and indirectly.

4. Role of serotonin in the adipose tissue

4.1. Adipose tissue and energy metabolism

One of the features of the adipose tissue is to store a huge amount of energy. Adipose tissue 

can be roughly categorized into two types: white adipose tissue (WAT) and brown adipose 

tissue (BAT). In addition, more recently, the existence of beige adipose tissue has been noted. 

This is thought to be derived from WAT and has some of the features of BAT [30]. WAT func-

tions as the main storage of energy in the body, in the form of triglycerides. WAT takes dietary 

absorbed glucose and lipids from the blood in the fed condition. On the other hand, in the 

fasted condition, WAT resolves stored triglyceride and releases free fatty acids and glycerol 
into the blood and supplies energy to the body [31]. The characteristic of BAT, on the other 

hand, is to have a small fat droplet and a large number of mitochondria, and it is considered 

Figure 2. Upregulation of bile acid turnover by peripheral serotonin. Peripheral serotonin induces excretion of bile acids 

from the gallbladder to the duodenum, reabsorption of bile acids in the ileum, and an elevation of the concentration of 

bile acids in the plasma of the portal vein (Ref. [1]). BAs, bile acids.
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as an important internal organ, because it produces heat for temperature homeostasis [30]. 

Indeed, these two adipose tissues are crucial for energy homeostasis and are intimately asso-

ciated with the development of metabolic diseases such as obesity and type 2 diabetes.

4.2. Role of serotonin in white adipose tissue

4.2.1. Serotonin and adipocyte differentiation

An expansion and growth in the number of individual adipocytes is a manifestation of obe-

sity, and peripheral serotonin of adipose tissue origin is an autocrine element that is necessary 

for the adipocyte differentiation through the Htr2a and Htr2c receptors [32]. Serotonin pro-

duction has been demonstrated in 3T3-L1 preadipocyte cells, and there was a gradual increase 
in the expression level of Tph1 protein and the concentration of serotonin after adipogenic 

induction in the same cells. Comparing wild-type 3T3-L1 preadipocyte cells, adipogenesis in 
3T3-L1 preadipocyte cells was associated with a lack of Tph1 after treatment with differenti-
ation-inducing agents. This phenotype in Tph1 mutant cells is recovered following treatment 

with serotonin. Furthermore, antagonists of Htr2a and Htr2c also inhibit the adipogenesis in 

3T3-L1 preadipocyte cells. Additionally, it is suggested that serotonin metabolites operate as 
endogenous agonists for peroxisome proliferator-activated receptor gamma (PPARg) so that 

they control adipogenesis by means of directly binding to helix H12 of the PPARg binding site 

[33]. Consequently, these reports indicated that serotonin directly affects the differentiation 
from preadipocyte to adipocyte.

4.2.2. Regulation of energy homeostasis in white adipose tissue by serotonin

There is a report that adipocyte-derived serotonin has the important role in energy homeo-

stasis in the whole body [34]. Tph1 expression and serotonin concentrations were increased in 

epididymal and subcutaneous WAT in a diet-induced obesity mouse model. Intraperitoneal 

injection of the Tph1 inhibitor PCPA led to a reduction of weight gain and lower adiposity 

after a high-fat diet (HFD). Surprisingly, treatment of PCPA promotes beige adipogenesis 

in inguinal WAT by elevating UCP1 and DIO2 expression. Adipocyte-specific Tph1 KO also 
causes a reduction of bodyweight, an improvement of insulin resistance and beige adipogen-

esis in inguinal WAT. Therefore, adipocyte-derived serotonin is suggested to play important 

role both to induce adipogenesis and to maintain the feature and function of WAT.

4.3. Regulation of energy homeostasis in brown adipose tissue by serotonin

Serotonin is involved in energy homeostasis not only of WAT but also of BAT [35]. In a diet-

induced obesity mouse model, Tph1 expression and tissue serotonin concentrations were 

increased in BAT as well as in WAT. Tph1-deficient mice on a high-fat diet (HFD) are pre-

vented from becoming obese, as well as succumbing to insulin resistance and nonalcoholic 

fatty liver disease (NAFLD) while expressing energy generation by BAT and exhibiting energy 
expenditure in whole body. This BAT function in Tph1 KO mice elevated UCP1 dependently. 
These data are supported by Oh et al. [34]. Tph inhibitor PCPA and LP-533401 promoted the 
expression of UCP1 and DIO2 in BAT. Furthermore, it is indicated that Htr3 is involved in 
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serotonergic signal to BAT. Tph1 KO mice demonstrate an increased expression of UCP1 and 
DIO2 of both WAT and BAT, whereas Htr3 KO mice show elevation of these thermogenic gene 
expressions solely of BAT. Thus, serotonin regulates BAT activation through Htr3. On the con-

trary, WAT of Htr3 KO mice did not show the beige adipogenesis in inguinal WAT which was 
observed in Tph1 KO mice. As a result, the serotonin function of WAT is connected to Htr’s, 
for example, Htr2a which associated with adipogenesis, except for Htr3.

5. Role of serotonin in the skeletal muscle

5.1. The skeletal muscle and energy metabolism

The skeletal muscle is an essential tissue in energy metabolism and glucose utilization, 

especially during exercise. Slow- and fast-type myosin heavy chain isoforms exist in nor-

mal mature muscle fibers. There is a high concentration of mitochondria in slow-type muscle 
fibers, and it produces energy by oxidative metabolism. On the other hand, glycolysis is uti-
lized by fast-type muscle fibers as the chief adenosine triphosphate (ATP) source [36, 37]. 

Peroxisome proliferator-activated receptor (PPAR) γ coactivator 1 a (PGC-1a) is confirmed 
as a nuclear receptor coactivator of PPARγ, and it is a principal physiological controller for 
slow-type muscle fiber specification [37, 38]. There is a significant impaired glucose tolerance 
in skeletal muscle-specific PGC-1α knockout mice [39], whereas humans with lower adiposi-

ties have a significantly higher percentage of slow-type muscle fibers than obese humans.

5.2. Effect of serotonin on glucose uptake and glycolysis in the skeletal muscle

Some studies report that serotonin increases glucose uptake in the skeletal muscle. Serotonin 

promotes a fast stimulation in glucose uptake by 50% in both L6 myotubes and independent 
rat skeletal muscle mediated through the Htr2a receptor [40]. Apart from this, this serotonin 

function does not depend on the components that participate in the insulin signaling pathway. 

The other thesis insists that incubation with serotonin induced an increase in 2-deoxyglucose 

uptake in a concentration-dependent fashion by translocated GLUT4 to the cell membrane [41]. 

This GLUT4 translocation is thought to be caused by serotonylation of the small GTPase Rab 4.

In addition, serotonin signals 6-phosphofructo-1-kinase (PFK) through the Htr2a. This has 
been reported as the major rate-limiting enzyme of glycolysis and is related to the entire gly-

colytic pathway each other in the skeletal muscle [42]. Serotonin provokes PFK from the skele-

tal muscle via phospholipase C (PLC). The stimulation of PLC in the skeletal muscle promotes 
the recruitment of protein kinase C (PKC) and calmodulin and the activation of calmodulin 
kinase II, which connects with PFK upon serotonin action. Thus, serotonin may increase glu-

cose uptake and glycolysis through Htr2a and intracellular serotonylation of Rab 4.

5.3. Effect of serotonin on skeletal muscle fiber type

Obesity induced by feeding a high-fat diet is improved in Tph1 KO mice by increasing beige adi-
pogenesis in WAT and thermogenic gene expressions in BAT. In contrast, Watanabe et al. report 
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that long-term treatment of mice with peripheral serotonin interferes with weight gain, hyper-

glycemia, and insulin resistance and completely inhibited the enlargement of intra-abdominal 

adipocytes without having any impacts on food intake when on a high-fat diet, but not on a 

chow diet [43]. Amazingly, serotonin raises the percentage of slow muscle fibers and reduces 
the percentage of fast muscle fibers in serotonin-injected mice fed a high-fat diet (Figure 3). 

As a result, serotonin increases energy metabolism, O
2
 consumption, CO

2
 production, and the 

respiratory exchange ratio (RER). The function is caused by increase of PGC-1α expression in 

Figure 3. Induction of the transformation of skeletal muscle fiber type into slow muscle fiber by serotonin. Serotonin 
increases the proportion of slow muscle fibers, which have a high concentration of mitochondria and produce energy 
by oxidative metabolism, in the soleus muscle from mice fed a high-fat diet (Ref. [43]). Serotonin may play an important 

role in the relief of obesity by accelerating energy consumption in the skeletal muscle. Con, control; G, gastrocnemius 
muscle; HFD, high-fat diet; NC, normal chow; S, soleus muscle; and Ser, serotonin.
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the skeletal muscle. PGC-1α is a major regulator that induces mitochondrial biogenesis and a 
fiber switch to decelerate muscle fiber type in the skeletal muscle [37, 38]. The fact that PGC-1α 
mRNA has three isoforms, PGC-1α-a, PGC-1α-b, and PGC-1α-c, has been revealed recently [44]. 

There was an elevation of the expression of total PGC-1α in serotonin in the soleus muscle of 
mice on a high-fat diet, although following a significant increase of PGC-1α-b and PGC-1α-c 
expressions through the Htr2a and Htr7 signaling pathways. Previous reports suggest that an 

Htr2 agonist led to an increase of PGC-1α promoter activity, and it supports serotonin’s PGC-1α 
expression promoter activity in the skeletal muscle [45].

Serotonin in WAT and BAT has the possibility to reduce energy expenditure, whereas the 

skeletal muscle may transform skeletal muscle fiber type into slow muscle fiber and increase 
energy expenditure.

6. Will a tomato (with a high serotonin content) a day keep the doctor 

away?

A variety of vegetables and fruits contain serotonin [46]. We have also reported that good 

plant sources of serotonin are the cherry tomato, tomato, kiwi, banana, and potato, using the 

HPLC-fluorescence detection method (Table 1) [47]. We have confirmed that the serum con-

centrations of serotonin increased in a dose- and time-dependent manner after oral adminis-

tration and that a serotonin metabolite, 5-hydroxyindole-3-acetic acid, was detected in urine 

at higher concentrations in treated than in untreated mice [48]. The foods with a high sero-

tonin content may represent excellent dietary sources of serotonin, and serotonin action may 

well offer new drug strategies for developing therapeutic drugs for the treatment of metabolic 
diseases such as hyperlipidemia, hypercholesterolemia, diabetes, and obesity. In the future, 

we may say that a tomato with a high serotonin content a day keeps the doctor away.

Names (botanical names) Serotonin (μg/g)

Vegetables Cherry tomato (Solanum lycopersicum 

var. cerasiforme)

12.44 ± 0.19

Tomato (Solanum lycopersicum) 8.81 ± 0.08

Asparagus (Asparagus officinalis) 0.55 ± 0.26

Carrot (Daucus carota) 0.34 ± 0.01

Potato (Solanum tuberosum) 0.26 ± 0.14

Fruits Kiwi (Actinidia deliciosa) 9.52 ± 0.62

Banana (Musa acuminata) 9.48 ± 0.09

Pineapple (Ananas comosus) 9.11 ± 0.13

Avocado(Persea americana) 5.37 ± 0.41

Mikan (Citrus unshiu) 2.14 ± 0.08

Table 1. Serotonin levels in common vegetables and fruits in Japan [47].
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7. Conclusions

Serotonin in the central nervous system has been studied as good strategy for dealing with obe-

sity since the late twentieth century, because it affects behavior, especially food intake. On the 
other hand, despite the fact that peripheral tissue has almost all of the serotonin of the whole 

body, research into the function of serotonin in peripheral tissue has not significantly progressed. 
Since the beginning of the twenty-first century, the role of the peripheral serotonergic system in 
energy homeostasis has gradually been clarified and has been noticed as a new treatment target.

Peripheral serotonin is central to the control of energy homeostasis by means of stimulating 

several organs but especially pancreatic β cells, the liver, white adipose tissue, brown adipose 
tissue, and the skeletal muscle. These functions of peripheral serotonin are thought to operate 

through autocrine and paracrine means through at least the 14 Htr’s or serotonin transporter.

It is considered that receptor-specific activation or inhibition is a better strategy for the devel-
opment of drugs from this knowledge. Nevertheless, it has been reported that peripheral 
serotonin acts differently in different tissues, by functioning through different receptors in 
different cells. Thus, peripheral serotonin functions operate in a very complex manner when 
peripheral serotonin is considered as a therapeutic agent for the whole body. Indeed, there 

are still many points that need unraveling. For instance, serotonin in WAT and BAT regulates 

energy expenditure, while serotonin in the skeletal muscle increases glucose uptake and the 

proportion of slow muscle fibers and raises energy expenditure. This question may be resolved 
by using cell-specific deletion of Htr’s and Tph1 mice. The solution of this question is expected 
to develop soon, because we anticipate that affecting energy homeostasis using the peripheral 
serotonergic system will eventually be a new treatment strategy for metabolic disease.

Acknowledgements

This work was supported by a grant for Research Project on Development of Agricultural 

Products and Foods with Health-promoting benefits (NARO) from the Ministry of Agriculture, 
Forestry and Fisheries (to HA); Grant-in-Aid for challenging Exploratory Research (16K15021) 
from the Ministry of Education, Culture, Sports, Science and Technology (to HA); and the 

Japan Society for the Promotion of Science KAKENHI grants 16K00849 and 16J08117 (to HW).

Author details

Hitoshi Watanabe1, Michael Rose2, Yoshinori Kanayama3, Hitoshi Shirakawa3 and  

Hisashi Aso3*

*Address all correspondence to: asosan@bios.tohoku.ac.jp

1 Kanazawa University, Japan

2 Aberystwyth University, Wales

3 Tohoku University, Japan

Serotonin - A Chemical Messenger Between All Types of Living Cells196



References

[1] Watanabe H, Rose MT, Aso H. Role of peripheral serotonin in glucose and lipid metab-

olism. Current Opinion in Lipidology. 2011;22(3):186-191. DOI: 10.1097/MOL.0b013e3 
283462273

[2] El-Merahbi R, Löffler M, Mayer A, Sumara G. The roles of peripheral serotonin in meta-

bolic homeostasis. FEBS Letters. 2015;589(15):1728-1734. DOI: 10.1016/j.febslet.2015. 
05.054

[3] Namkung J, Kim H, Park S. Peripheral serotonin: A new player in systemic energy homeo-

stasis. Molcules and Cells. 2015;38(12):1023-1028. DOI: 10.14348/molcells.2015.0258

[4] Oh CM, Park S, Kim H. Serotonin as a new therapeutic target for diabetes mellitus and 
obesity. Diabetes and Metabolism Journal. 2016;40(2):89-98. DOI: 10.4093/dmj.2016. 
40.2.89

[5] Walther DJ, Peter JU, Bashammakh S, Hörtnagl H, Voits M, Fink H, Bader M. Synthesis 
of serotonin by a second tryptophan hydroxylase isoform. Science. 2003;299(5603):76. 

DOI: 10.1126/science.1078197

[6] Srinivasan S, Sadegh L, Elle IC, Christensen AG, Faergeman NJ, Ashrafi K. Serotonin 
regulates C. elegans fat and feeding through independent molecular mechanisms. Cell 

Metabolism. 2008;7(6): 533-544. DOI: 10.1016/j.cmet.2008.04.012

[7] Paulmann N, Grohmann M, Voigt JP, Bert B, Vowinckel J, Bader M, Skelin M, Jevsek M, 
Fink H, Rupnik M, Walther DJ. Intracellular serotonin modulates insulin secretion from 

pancreatic beta-cells by protein serotonylation. PLoS Biology. 2009;7(10):e1000229. DOI: 

10.1371/journal.pbio.1000229

[8] Sumara G, Sumara O, Kim JK, Karsenty G. Gut-derived serotonin is a multifunctional 
determinant to fasting adaptation. Cell Metabolism. 2012;16(5):588-600. DOI: 10.1016/j.
cmet.2012.09.014

[9] Kim H, Toyofuku Y, Lynn FC, Chak E, Uchida T, Mizukami H, Fujitani Y, Kawamori 
R, Miyatsuka T, Kosaka Y, Yang K, Honig G, van der Hart M, Kishimoto N, Wang J, 
Yagihashi S, Tecott LH, Watada H, German MS. Serotonin regulates pancreatic beta cell 
mass during pregnancy. Nature Medicine. 2010;16(7):804-808. DOI: 10.1038/nm.2173

[10] Watanabe H, Akasaka D, Ogasawara H, Sato K, Miyake M, Saito K, Takahashi Y, Kanaya 
T, Takakura I, Hondo T, Chao G, Rose MT, Ohwada S, Watanabe K, Yamaguchi T, Aso 
H. Peripheral serotonin enhances lipid metabolism by accelerating bile acid turnover. 

Endocrinology. 2010;151(10):4776-4786. DOI: 10.1210/en.2009-1349

[11] Yamada J, Sugimoto Y, Kimura I, Takeuchi N, Horisaka K. Serotonin-induced hypogly-

cemia and increased serum insulin levels in mice. Life Science. 1989;45(20):1931-1936

[12] Jaim-Etcheverry G, Zieher LM. Electron microscopic cytochemistry of 5-hydroxy-

tryptamine (5-HT) in the beta cells of guinea pig endocrine pancreas. Endocrinology. 

1968;83(5):917-923

Energy Homeostasis by the Peripheral Serotonergic System
http://dx.doi.org/10.5772/intechopen.68831

197



[13] Lundquist I, Ekholm R, Ericson LE. Monoamines in the pancreatic islets of the mouse. 
5-hydroxytryptamine as an intracellular modifier of insulin secretion, and the hypogly-

caemic action of monoamine oxidase inhibitors. Diabetologia. 1971;7(6):414-422

[14] Bernassola F, Federici M, Corazzari M, Terrinoni A, Hribal ML, De Laurenzi V, Ranalli 
M, Massa O, Sesti G, McLean WH, Citro G, Barbetti F, Melino G. Role of transglutamin-

ase 2 in glucose tolerance: Knockout mice studies and a putative mutation in a MODY 
patient. FASEB Journal. 2002;16(11):1371-1378

[15] Kim K, Oh CM, Ohara-Imaizumi M, Park S, Namkung J, Yadav VK, Tamarina NA, Roe 
MW, Philipson LH, Karsenty G, Nagamatsu S, German MS, Kim H. Functional role of 
serotonin in insulin secretion in a diet-induced insulin-resistant state. Endocrinology. 

2015;156(2):444-452. DOI: 10.1210/en.2014-1687

[16] Bennet H, Mollet IG, Balhuizen A, Medina A, Nagorny C, Bagge A, Fadista J, Ottosson-
Laakso E, Vikman P, Dekker-Nitert M, Eliasson L, Wierup N, Artner I, Fex M. Serotonin 
(5-HT) receptor 2b activation augments glucose-stimulated insulin secretion in human 

and mouse islets of Langerhans. Diabetologia. 2016;59(4):744-754. DOI: 10.1007/
s00125-015-3847-6

[17] Zhang Q, Zhu Y, Zhou W, Gao L, Yuan L, Han X. Serotonin receptor 2C and insulin 
secretion. PLoS One. 2013;8(1):e54250. DOI: 10.1371/journal.pone.0054250

[18] Isaac R, Boura-Halfon S, Gurevitch D, Shainskaya A, Levkovitz Y, Zick Y. Selective 
serotonin reuptake inhibitors (SSRIs) inhibit insulin secretion and action in pancreatic 

β cells. The Journal of Biological Chemistry. 2013;288(8):5682-5693. DOI: 10.1074/jbc.
M112.408641

[19] Ohara-Imaizumi M, Kim H, Yoshida M, Fujiwara T, Aoyagi K, Toyofuku Y, Nakamichi Y, 
Nishiwaki C, Okamura T, Uchida T, Fujitani Y, Akagawa K, Kakei M, Watada H, German 
MS, Nagamatsu S. Serotonin regulates glucose-stimulated insulin secretion from pan-

creatic β cells during pregnancy. Proceedings of the National Academy of Sciences USA. 
2013;110(48):19420-19425. DOI: 10.1073/pnas.1310953110

[20] Lesurtel M, Graf R, Aleil B, Walther DJ, Tian Y, Jochum W, Gachet C, Bader M, Clavien 
PA. Platelet-derived serotonin mediates liver regeneration. Science. 2006;312(5770): 

104-107

[21] Moore MC, Geho WB, Lautz M, Farmer B, Neal DW, Cherrington AD. Portal serotonin 
infusion and glucose disposal in conscious dogs. Diabetes. 2004;53(1):14-20

[22] Hampson LJ, Mackin P, Agius L. Stimulation of glycogen synthesis and inactivation of 
phosphorylase in hepatocytes by serotonergic mechanisms, and counter-regulation by 

atypical antipsychotic drugs. Diabetologia. 2007;50(8):1743-1751

[23] Duran-Sandoval D, Cariou B, Percevault F, Hennuyer N, Grefhorst A, van Dijk TH, 
Gonzalez FJ, Fruchart JC, Kuipers F, Staels B. The farnesoid X receptor modulates 
hepatic carbohydrate metabolism during the fasting-refeeding transition. The Journal of 

Biological Chemistry. 2005;280(33):29971-29979

Serotonin - A Chemical Messenger Between All Types of Living Cells198



[24] Zhang Y, Lee FY, Barrera G, Lee H, Vales C, Gonzalez FJ, Willson TM, Edwards PA. 
Activation of the nuclear receptor FXR improves hyperglycemia and hyperlipidemia in 

diabetic mice. Proceedings of National Academy of Sciences USA. 2006;103(4):1006-1011

[25] Watanabe M, Houten SM, Wang L, Moschetta A, Mangelsdorf DJ, Heyman RA, Moore 
DD, Auwerx J. Bile acids lower triglyceride levels via a pathway involving FXR, SHP, 

and SREBP-1c. Journal of Clinical Investigation. 2004;113(10):1408-1418

[26] Watanabe M, Houten SM, Mataki C, Christoffolete MA, Kim BW, Sato H, Messaddeq N, 
Harney JW, Ezaki O, Kodama T, Schoonjans K, Bianco AC, Auwerx J. Bile acids induce 
energy expenditure by promoting intracellular thyroid hormone activation. Nature. 
2006;439(7075):484-489

[27] Hixson EJ, Lehrmann GV, Maickel RP. Contractile responses to tryptamine analogues in 
isolated smooth muscle. Archives Internationales de Pharmacodynamie et de Thérapie. 

1977;229(1):4-14

[28] Bogach PG, Liashchenko PS. The effect of serotonin on bile secretion in dogs. Fizio-
logicheskii Zhurnal SSSR Imeni IM Sechenova. 1976;62(2):283-288

[29] Haub S, Ritze Y, Ladel I, Saum K, Hubert A, Spruss A, Trautwein C, Bischoff SC. 
Serotonin receptor type 3 antagonists improve obesity-associated fatty liver disease in 
mice. Journal of Pharmacology and Experimental Therapeutics. 2011;339(3):790-798. 

DOI: 10.1124/jpet.111.181834

[30] Rosen ED, Spiegelman BM. What we talk about when we talk about fat. Cell. 2014;156(1-

2):20-44. DOI: 10.1016/j.cell.2013.12.012

[31] Zechner R, Zimmermann R, Eichmann TO, Kohlwein SD, Haemmerle G, Lass A, 
Madeo F. FAT SIGNALS—lipases and lipolysis in lipid metabolism and signaling. Cell 
Metabolism. 2012;15(3):279-291. DOI: 10.1016/j.cmet.2011.12.018

[32] Kinoshita M, Ono K, Horie T, Nagao K, Nishi H, Kuwabara Y, Takanabe-Mori R, 
Hasegawa K, Kita T, Kimura T. Regulation of adipocyte differentiation by activation 
of serotonin (5-HT) receptors 5-HT2AR and 5-HT2CR and involvement of microRNA-
448-mediated repression of KLF5. Molecular Endocrinology. 2010;24(10):e1066476. DOI: 

10.1210/me.2010-0054

[33] Waku T, Shiraki T, Oyama T, Maebara K, Nakamori R, Morikawa K. The nuclear receptor 
PPARγ individually responds to serotonin- and fatty acid-metabolites. EMBO Journal. 
2010;29(19):3395-3407. DOI: 10.1038/emboj.2010.197

[34] Oh CM, Namkung J, Go Y, Shong KE, Kim K, Kim H, Park BY, Lee HW, Jeon YH, Song 
J, Shong M, Yadav VK, Karsenty G, Kajimura S, Lee IK, Park S, Kim H. Regulation of 
systemic energy homeostasis by serotonin in adipose tissues. Nature Communications. 
2015;6(6794). DOI: 10.1038/ncomms7794

[35] Crane JD, Palanivel R, Mottillo EP, Bujak AL, Wang H, Ford RJ, Collins A, Blümer RM, 
Fullerton MD, Yabut JM, Kim JJ, Ghia JE, Hamza SM, Morrison KM, Schertzer JD, Dyck 
JR, Khan WI, Steinberg GR. Inhibiting peripheral serotonin synthesis reduces obesity 

Energy Homeostasis by the Peripheral Serotonergic System
http://dx.doi.org/10.5772/intechopen.68831

199



and metabolic dysfunction by promoting brown adipose tissue thermogenesis. Nature 
Medicine. 2015;21(2):166-172. DOI: 10.1038/nm.3766

[36] Berchtold MW, Brinkmeier H, Müntener M. Calcium ion in skeletal muscle: its cru-

cial role for muscle function, plasticity, and disease. Physiological Reviews. 2000;80(3): 

1215-1265

[37] Lin J, Wu H, Tarr PT, Zhang CY, Wu Z, Boss O, Michael LF, Puigserver P, Isotani E, 
Olson EN, Lowell BB, Bassel-Duby R, Spiegelman BM. Transcriptional co-activator 
PGC-1 alpha drives the formation of slow-twitch muscle fibres. Nature. 2002;418(6899): 

797-801

[38] Wu Z, Puigserver P, Andersson U, Zhang C, Adelmant G, Mootha V, Troy A, Cinti S, 
Lowell B, Scarpulla RC, Spiegelman BM. Mechanisms controlling mitochondrial bio-

genesis and respiration through the thermogenic coactivator PGC-1. Cell. 1999;98(1): 

115-124

[39] Handschin C, Choi CS, Chin S, Kim S, Kawamori D, Kurpad AJ, Neubauer N, Hu J, 
Mootha VK, Kim YB, Kulkarni RN, Shulman GI, Spiegelman BM. Abnormal glucose 
homeostasis in skeletal muscle-specific PGC-1alpha knockout mice reveals skeletal 
muscle-pancreatic beta cell crosstalk. Journal of Clinical Investigation. 2007;117(11): 

3463-3474

[40] Hajduch E, Rencurel F, Balendran A, Batty IH, Downes CP, Hundal HS. Serotonin 
(5-Hydroxytryptamine), a novel regulator of glucose transport in rat skeletal muscle. 

The Journal of Biological Chemistry. 1999;274(19):13563-13568

[41] Al-Zoairy R, Pedrini MT, Khan MI, Engl J, Tschoner A, Ebenbichler C, Gstraunthaler 
G, Salzmann K, Bakry R, Niederwanger A. Serotonin improves glucose metabolism by 
Serotonylation of the small GTPase Rab4 in L6 skeletal muscle cells. Diabetology and 
Metabolic Syndrome. 2017;9(1). DOI: 10.1186/s13098-016-0201-1

[42] Coelho WS, Sola-Penna M. Serotonin regulates 6-phosphofructo-1-kinase activity in a 

PLC-PKC-CaMK II- and Janus kinase-dependent signaling pathway. Molecular and 
Cellular Biochemistry. 2013;372(1-2):211-220. DOI: 10.1007/s11010-012-1462-0

[43] Watanabe H, Nakano T, Saito R, Akasaka D, Saito K, Ogasawara H, Minashima T, 
Miyazawa K, Kanaya T, Takakura I, Inoue N, Ikeda I, Chen X, Miyake M, Kitazawa H, 
Shirakawa H, Sato K, Tahara K, Nagasawa Y, Rose MT, Ohwada S, Watanabe K, Aso 
H. Serotonin improves high fat diet induced obesity in mice. PLoS One. 2016;11(1): 

e0147143. DOI: 10.1371/journal.pone.0147143

[44] Miura S, Kai Y, Kamei Y, Ezaki O. Isoform-specific increases in murine skeletal muscle 
peroxisome proliferator-activated receptor-gamma coactivator-1alpha (PGC-1alpha) 
mRNA in response to beta2-adrenergic receptor activation and exercise. Endocrinology. 
2008;149(9):4527-4533. DOI: 10.1210/en.2008-0466

Serotonin - A Chemical Messenger Between All Types of Living Cells200



[45] Rasbach KA, Funk JA, Jayavelu T, Green PT, Schnellmann RG. 5-hydroxytrypta-

mine receptor stimulation of mitochondrial biogenesis. Journal of Pharmacology and 

Experimental Therapeutics. 2010;332(2):632-639. DOI: 10.1124/jpet.109.159947

[46] Feldman JM, Lee EM. Serotonin content of foods: effect on urinary excretion of 
5-hydroxyindoleacetic acid. American Journal of Clinical Nutrition 1985;42:639-643

[47] Islam J, Shirakawa H, Nguyen TK, Aso H, Komai M. Simultaneous analysis of serotonin, 
tryptophan and tryptamine levels in common fresh fruits and vegetables in Japan using 

fluorescence HPLC. Food Bioscience. 2015;3(2):56-59. DOI: 10.1016/j.fbio.2015.12.006

[48] Islam J, Shirakawa H, Aso H and Komai M. Measurement of serotonin distribution and 
5-hydroxyindoleacetic acid excretion after oral administration of serotonin using HPLC 
fluorescence detection. Food Science and Nutrition Technology. 2016;1(1):000105

Energy Homeostasis by the Peripheral Serotonergic System
http://dx.doi.org/10.5772/intechopen.68831

201




