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Abstract: Taste evaluation technology has been developed by several methods, such as
sensory tests, electronic tongues and a taste sensor based on lipid/polymer membranes. In
particular, the taste sensor can individually quantify five basic tastes without multivariate
analysis. However, it has proven difficult to develop a sweetness sensor, because
sweeteners are classified into three types according to the electric charges in an aqueous
solution; that is, no charge, negative charge and positive charge. Using membrane potential
measurements, the taste-sensing system needs three types of sensor membrane for each
electric charge type of sweetener. Since the commercially available sweetness sensor was
only intended for uncharged sweeteners, a sweetness sensor for positively charged
high-potency sweeteners such as aspartame was developed in this study. Using a lipid and
plasticizers, we fabricated various lipid/polymer membranes for the sweetness sensor to
identify the suitable components of the sensor membranes. As a result, one of the
developed sensors showed responses of more than 20 mV to 10 mM aspartame and less
than 5 mV to any other taste. The responses of the sensor depended on the concentration of
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aspartame. These results suggested that the developed sweetness sensor had high
sensitivity to and high selectivity for aspartame.
Keywords: taste sensor; high-potency sweetener; sweetness sensor; aspartame;
lipid/polymer membrane

1. Introduction
The taste-sensing of humans chiefly consists of the five basic tastes, that is, saltiness, sourness,
sweetness, bitterness and umami [1,2]. Each basic taste has own role as a biological signal. Saltiness
indicates the existence of minerals, which are good indicators of the electrolyte balance in foods and
beverages. Sourness and bitterness indicate the risk of rottenness and poison, respectively. Sweetness
indicates nutrient sources such as sugars. Umami is a signal of proteins and amino acids. These basic
tastes are perceived on sensory organs, called taste buds, on the tongue. Each taste bud has about
50–150 taste-receptor cells. The mechanisms of taste-sensing on taste-receptor cells have been
investigated by various approaches [1–4], for example, by biological methods, behavioral assays and
molecular theories. In particular, the discovery of sweetness receptors and umami receptors
contributed a lot to clarify the mechanisms of sweetness and umami taste perception. These receptors
have broad selectivity to the corresponding tastes and can detect substances with diverse chemical
structures despite having only one type of heterodimeric receptor in each cell [3–7].
Sweet substances include a large number of compounds with various chemical structures and sizes,
for example, sugars (glucose), alditols (mannitol), peptides (aspartame), D-amino acids (D-alanine),
sulfonyl amides (acesulfame potassium) and proteins (monellin). Two types of G-protein-coupled
receptor (T1R2 and T1R3) compose a heterodimeric receptor, which acts as a sweetness receptor.
T1R2+T1R3 heterodimeric receptors respond to sweeteners with all chemical structures. Although the
AH-B theory is one of the most widely accepted models of the sweeteners’ structural features, no one
can explain the common structural features among only sweeteners [8–11]. The number of times that a
sweetener is sweeter than sucrose is called sweetener potency. The potency of a sweetener is compared
with sucrose mainly in the threshold levels of the sweetener and sucrose. Sugars and alditols, such as
glucose and mannitol, are considered low-potency sweeteners, whose sweetener potencies are about 1
and less.
On the other hand, sweeteners with a sweetener potency exceeding 10 are defined as high-potency
sweeteners, for example, acesulfame potassium and aspartame (Figure 1). Intriguingly, at very
high concentrations, low-potency sweeteners, such as sucrose, display higher sweetness intensity
than high-potency sweeteners. Hence, low-potency sweeteners are also called high-intensity
sweeteners [9,11–13]. T1R2 or T1R3 knockout (KO) animals mainly exhibit no response to sweeteners
physiologically or behaviorally. A surprising exception is that T1R2+T1R3 and T1R3 only receptors
exhibit responses to very high concentrations (over 300 mM) of natural sugars despite the other
receptor KO. In addition, both T1R2 and T1R3 KO animals physiologically and behaviorally exhibit
no response to high concentrations of natural sugars [1,3].
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Figure 1. Four typical high-potency sweeteners. They are classified in three types by
the electric charge under acidic conditions. (a) Negatively charged high-potency
sweeteners; (b) Positively charged high-potency sweeteners; (c) No electrical charge
high-potency sweeteners.

Saccharin sodium

Acesulfame potassium
(a)

Aspartame
(b)

Sucralose
(c)

Sensory evaluation, which is a type of test using human sensory systems, has been carried out to
estimate the tastes of samples [14,15]. In sensory evaluations of foods, beverages or pharmaceutical
products, well-trained sensory panelists evaluate samples by actually tasting them. Hence, sensory
evaluations have several problems, for example, low objectivity, low reproducibility, the stress
possibly imposed on panelists and the significant cost of selecting and training panelists. Additionally,
in the medical and pharmaceutical industries, it is difficult to carry out sensory evaluations because of
the potential for medication side effects. Although quantitative analysis can be conducted, it cannot be
used to estimate the intensities of each basic taste. Against these backgrounds, objective methods of
evaluating tastes without using human sensory systems have attracted attention. The development of
objective methods of evaluating taste should contribute greatly to the compliance of drug products and
the qualities of foods and beverages.
Examinations of objective methods of taste evaluation, such as electronic tongues (e-tongues),
have been performed worldwide [16–23]. Since e-tongues are potentiometric multisensor systems
mostly using metal and ion-selective electrodes, principal component analysis (PCA) and partial least
squares (PLS) analysis are generally carried out to analyze taste information obtained by sensor
outputs with low selectivity. Objective evaluations of the taste of unknown samples are difficult,
because PCA needs to define the meanings of each principal component. In spite of this issue,
e-tongues are suitable for comparing and distinguishing known samples, such as for quality control.
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There have been reports on the assessment of the bitterness of drugs and bitterness-masking
formulations using e-tongues [16,18,20,23]. Rundnitskaya et al. [23] mentioned the quantification of
bitterness of structurally various active pharmaceutical ingredients using an e-tongue under
parameter-limited conditions.
Our research team has developed a taste sensor, which is an e-tongue with global selectivity, using
some electrodes with lipid/polymer membranes comprising a lipid, polyvinyl chloride (PVC), and a
plasticizer as sensing parts [24–29]. Global selectivity is one of the unique characteristics of our taste
sensor. This means that the taste sensor must respond consistently to the same taste similarly to the
human tongue, despite the various chemical structures and sizes of tastants. The taste sensor has been
commercialized by Intelligent Sensor Technology, Inc., (Kanagawa, Japan) as a taste sensing system
and is the first e-tongue system commercialized in the world. Each taste sensor electrode in the sensor
system has global selectivity, responding to only one taste. The taste-sensing system is a
potentiometric measurement system, which determines the membrane potential of lipid/polymer
membranes. The change in membrane potential is used as the sensor output. It is caused by electrical
and hydrophobic interactions between the lipid/polymer membrane and tastants in a sample solution.
The taste-sensing system can quantify each basic taste intensity of foods and beverages from the
change in each membrane potential. The global selectivity of this sensing method is based on the
common characteristics of each basic taste substance, for example, bitterness: high hydrophobicity,
sourness: proton donors, saltiness: metal cations. The taste sensor system is used in the food, beverage
and pharmaceutical industries. Some products developed by these industries using the taste sensor
system are now in common use [30].
The taste sensor system can quantify the intensities of each basic taste by the membrane potential
measurement. Because of the measurement principle, it is difficult to evaluate sweetness using only
one sensor electrode. Since sweet substances consist of nonelectrolytes (sugars), positively charged
electrolytes (peptides) and negatively charged electrolytes (sulfonyl amides) under acidic conditions
(most food environments), three types of sweetness sensor membrane are required for each electric
charge type of sweetener. The sensor in the taste sensing system for nonelectrolytes (sugars and sugar
alcohols) has already been developed and commercialized as a sweetness sensor [31,32]. The
commercially available sweetness sensor is used in the food, beverage and pharmaceutical industries to
estimate the sweet taste intensity of sugars and sugar alcohols. As mentioned above, in principle, it is
difficult to develop a sweetness sensor for all sweet substances. Hence, we decided to develop two
additional types of sweetness sensor, that is, for positively charged sweeteners (peptides) and for
negatively charged sweeteners (sulfonyl amides). Both positively and negatively charged electrolyte
sweeteners are mainly included in high-potency sweeteners. Such sweeteners have recently been used
as sweeteners in low-calorie diets and bitterness-masking ingredients in pharmaceutical products, and
are commonly used in the food, beverage and pharmaceutical industries [12–15,29,33–35]. In this
study, a sweetness sensor for aspartame, one of positively charged high-potency sweeteners was
developed with high selectivity and the capability of quantifying sweetness. Aspartame is one of
the top six high-potency sweeteners, which hold almost the entire share of the global market for
high-potency sweeteners.
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2. Experimental Section
2.1. Lipid/Polymer Membrane
A lipid/polymer membrane, comprising a lipid, PVC and a plasticizer, works as both a recognition
element and a transducer in the taste-sensing system. The responses of a lipid/polymer membrane to
each basic taste depend on the concentrations and combination of the lipid and plasticizer. A taste
sensor with global selectivity is realized using this characteristic.
A lipid/polymer membrane is positively or negatively charged on its surface in an aqueous solution.
As is the case for a sample solution including electrolyte tastants (saltiness, sourness and umami
substances), electrically charged tastants electrically interact with and are adsorbed on an oppositely
charged lipid/polymer membrane, and cause the change in membrane potential. As is the case for a
sample solution containing hydrophobic tastants (bitterness and astringent substances), the tastants
electrically and hydrophobically interact with a sensor membrane and are adsorbed onto the surface of
the membrane. Hence, the interaction between tastants and the membrane is stronger than that without
hydrophobic interaction, often inducing a change in membrane potential exceeding that expected from
the Nernst equation.
The membrane potential is determined as the voltage between the sensor electrode and a reference
electrode (Figure 2). The change in the membrane potential is calculated as the differential value
between the membrane potentials in a reference solution and a sample solution. In this study, to
determine suitable conditions for a lipid/polymer membrane to exhibit high sensitivity and selectivity
to positively charged sweeteners, the quantities and types of the membrane components (lipid and
plasticizer) were varied to adjust the hydrophobicity and the electric charge of the membrane surface.
Figure 2. Two kinds of electrode are used in the taste-sensing system. (a) Sensor electrode;
(b) Reference electrode.

Electrode
terminal
Ag/AgCl electrode
3.33M KCl
saturated AgCl
Lipid/polymer
membrane
Junction (ceramic)
(a)

(b)
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2.2. Measurement Procedure
Lipid/polymer membranes were made by means of a conventional protocol [24,25,27]. Usually, the
fabricated membranes using this protocol can be used about 3000 times [27]. Measurements were
carried out using the TS-5000Z taste-sensing system (Intelligent Sensor Technology, Inc., (Kanagawa,
Japan). The measurement procedure was as follows (Figure 3) [24,25,27]. First, the membrane
potential for a reference solution (30 mM KCl, 0.3 mM tartaric acid), Vr, was measured by
potentiometry between sensor electrodes and a reference electrode (Ag/AgCl electrode). Second, the
membrane potential for a sample solution, Vs, was determined. The difference between Vs and Vr, that
is, Vs-Vr, is defined as a relative value. Then, the membrane potential for the reference solution was
measured again (Vr’), and the difference between Vr’ and Vr, that is, Vr’-Vr, was called the CPA
value (change in membrane potential caused by adsorption) [24,25,27]. Finally, the membrane was
rinsed with a sensor-rinsing solution (30 vol% ethanol, 100 mM KCl and 10 mM KOH). This
procedure was repeated five times for each sample, and the average of the relative or CPA values was
used as the relative or CPA value of each sample, respectively.
Figure 3. Measurement procedure of taste sensing.
Membrane potential measurement in
reference solution (Vr)
Vs-Vr
(Relative value)
Membrane potential measurement in
sample solution (Vs)
Vr’-Vr
(CPA value)
Membrane potential measurement in
reference solution (Vr’)
CPA: Change of membrane
Potential caused by Adsorption
Washing
2.3. Selection of Plasticizers
Lipid/polymer membranes comprising phosphoric acid di(2-ethylhexyl) ester (PAEE, Tokyo
Chemical Industry Co., Ltd., Tokyo, Japan, Figure 4) as a lipid, PVC and a plasticizer were fabricated.
PAEE is one of the lipids used in the commercially available taste sensors. This lipid has negative
charges in an aquous solution. The plasticizers used (Figure 5) were as follows: tributyl O-acetyl
citrate (TBAC, Tokyo Chemical Industry Co., Ltd., Tokyo, Japan), bis(1-butylpentyl) adipate (BBPA,
Sigma-Aldrich Co. LLC., St. Louis, MO, USA), phosphoric acid tris(2-ethylhexyl) ester (PTEH,
Tokyo Chemical Industry Co., Ltd., Tokyo, Japan), trioctyl trimelitate (TOTM, Tokyo Chemical
Industry Co., Ltd., Tokyo, Japan), dioctyl phenyl phosphonate (DOPP, Dojindo Molecular
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Technologies, Inc., Kumamoto, Japan), 2-nitrophenyl n-octyl ether (NPOE, Dojindo Molecular
Technologies, Inc.), diethylene glycol dibutyl ether (DGDE, Sigma-Aldrich Co. LLC., St. Louis, MO,
USA) and 2-butoxyethyl oleate (BEO, Dojindo Molecular Technologies, Inc., Kumamoto, Japan). The
quantities of the lipid and a type of plasticizer contained were the same in each membrane. These eight
types of lipid/polymer membrane (an amount of PAEE × 8 types of plasticizer) were used as the sensor
membranes of eight sensor electrodes to measure basic taste samples (Table 1). Since the CPA values
generally had higher selectivity than the relative values because of the unresponsiveness to electrolyte
tastants (saltiness, sourness and umami substances) [24–27,36,37], we focused our attention on the
CPA values rather than the relative values in this study. In addition, three required specifications are
aimed at in terms of the commercial availability of the sensor as a sweetness sensor for positively
charged sweeteners. One of the requirements was a response of at least 20 mV to 10 mM aspartame in
terms of the CPA value. Another requirement was not to respond to any other basic tastes (high
selectivity). The other was the concentration dependence of the responses to aspartame.
Figure 4. Phosphoric acid di(2-ethylhexyl) ester (PAEE). PAEE is often used in
lipid/polymer membranes for taste sensor as a lipid.

PAEE
Phosphoric acid di(2-ethylhexyl) ester
Figure 5. Plasticizers: eight plasticizers were used in this study.
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Table 1. Basic taste samples.
Taste Sample
Reference solution (RS)
Saltiness
Sourness
Umami
Bitterness (+)
Bitterness (−)
Astringency
Sweetness
Saccharin sodium
Acesulfame potassium
Aspartame

Components
30 mM KCl, 0.3 mM tartaric acid
300 mM KCl, 0.3 mM tartaric acid
30 mM KCl, 3 mM tartaric acid
10 mM sodium glutamate + RS
0.1 mM quinine hydrochloride + RS
0.01 vol% iso-alpha acid + RS
0.05% tannic acid + RS
1 M sucrose + RS
5 mM saccharin sodium + RS
10 mM acesulfame potassium + RS
10 mM aspartame + RS

2.4. Effect of Lipid Quantity on CPA Values (the First Stage)
Eight types of sensor membrane with PAEE concentrations of 0–500 mg were fabricated to
investigate the effect of the PAEE concentration on sensor responses. The membranes comprising
PAEE, PVC and a plasticizer, chosen on the basis of the results of Section 2.3, were used as
the sensor membranes. The basic taste samples were measured using eight sensor electrodes in each
sensor membrane.
2.5. Effect of Lipid Quantity on CPA Values (the Second Stage)
Three types of lipid/polymer membrane with PAEE concentrations of 500–1000 mg were fabricated
to investigate the effect of the high PAEE concentration on sensor responses and the aspartame
concentration dependence of sensor responses. The membranes were composed of PAEE, PVC and the
plasticizer, chosen on the basis of the results of Section 2.3. They were used as the sensor membranes
of eight sensor electrodes to measure basic taste samples and four concentrations of aspartame
samples. There were 5 concentrations (0.1–10 mM) of aspartame in total samples. Each aspartame
sample included 30 mM KCl and 0.3 mM tartaric acid (the reference solution components).
3. Results and Discussion
3.1. Selection of Plasticizers
To investigate the patterns and ratios of membrane components suitable for the sweetness sensor,
we used PAEE as a lipid, PVC as a polymer and eight types of plasticizer. First, we examined which
plasticizer was the most suitable. Using each plasticizer with PAEE in each membrane, we fabricated
eight lipid/polymer membranes and measured the basic taste samples using them. The results of the
measurements are shown in Figures 6 and 7. Most of the basic tastes mostly showed negligible CPA
values. Three of them (saltiness, sourness and umami) often showed large relative values. This appears
to be caused by the low hydrophobicity of these tastants. In general, high CPA values are caused by
tastants with high hydrophobicity. Bitterness (−), astringency, saccharin sodium and acesulfame
potassium (Table 1) mostly showed negligible relative and CPA values. These tastants had negative
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electric charges in sample solutions and evoked repulsive electrostatic interactions with negatively
charged sensor membranes. Sucrose (sweetness sample) also exhibited negligible relative and CPA
values because of the uncharged substance. Without the adsorption of tastants, these five samples
exhibited negligible responses. Hence, only two samples, bitterness (+) and aspartame, often exhibited
high CPA values.
Figure 6. Relative values: basic taste samples were measured using eight kinds of
lipid/polymer membrane (parameter of membranes: type of plasticizer).
Plasticizer: TBAC

Plasticizer: TOTM

Plasticizer: DGDE

Plasticizer: BBPA

Plasticizer: PTEH

Plasticizer: DOPP

Plasticizer: NPOE

Plasticizer: BEO

Figures 8–11 show only bitterness (+) and aspartame because of the negligible CPA values of the
others. The responsivity to the aspartame sample in terms of the CPA values was as follows (Figure 8).
Two membranes including BBPA or BEO as a plasticizer met the requirement of a response of at least
20 mV to 10 mM aspartame. The selectivity of each membrane is shown in Figure 9. The membrane
using the plasticizer BBPA did not meet the selectivity requirement because of the high CPA value to
bitterness (+). On the other hand, the membrane including the plasticizer BEO indicated high
selectivity. Since there was no interfering taste, the plasticizer BEO was chosen as the plasticizer in the
sensor for positively charged sweeteners in this study.
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Figure 7. CPA values: basic taste samples were measured using 8 kinds of lipid/polymer
membrane (parameter of membranes: type of plasticizer).
Plasticizer: TBAC

Plasticizer: BBPA

Plasticizer: PTEH

Plasticizer: TOTM

Plasticizer: DOPP

Plasticizer: NPOE

Plasticizer: DGDE

Plasticizer: BEO

Figure 8. The responsivity in terms of CPA values of the membranes comprising PAEE,
PVC and one of the eight types of plasticizer to 10 mM aspartame. Aspartame sample was
measured using 8 kinds of lipid/polymer membrane (parameter: type of plasticizer)

3.2. Effect of Lipid Quantity on CPA Values (the First Stage)
Next, we investigated the effect of the quantity of PAEE on CPA values. Eight sensor membranes
comprising 0–500 mg PAEE, PVC and BEO were fabricated. The basic taste samples were measured
using these membranes. The responses of these membranes to bitterness (+) and aspartame are shown
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in Figure 10. The response to bitterness (+) was greatest for the PAEE quantity of 100 mg. The
responses to bitterness (+) increased monotonically with increasing the quantity of PAEE (10–100 mg)
and decreased monotonically with increasing the quantity of PAEE (100–500 mg). Generally, a peak
in the lipid quantity dependence of relative or CPA values is caused by two principles, as discussed in
previous papers [26,37]. When the lipid quantity increases, the increasing electric charges of the
membranes causes an increase in the adsorption of tastants by their electrical interaction.
Simultaneously, decreasing the hydrophobicity of the membrane causes the change in intensity of the
hydrophobic interaction between the sensor membranes and tastants. In this case, the increasing
response to bitterness (+) in low quantities of PAEE (10–100 mg) appears to be caused by the increase
in electric charges of the sensor membranes, and the decreasing response in high quantities of PAEE
appears to be caused by the decrease in hydrophobicity of the membranes. On the other hand, the
responses to aspartame only showed a monotonic increase in PAEE quantity dependence (100–500 mg).
These responses are expected to increase monotonically with increasing PAEE quantity from 500 mg
to a certain extent. Hence, the PAEE quantities over 500 mg were chosen as the quantities of lipid in
the sensor membranes fabricated in the next stage.
Figure 9. The selectivity of the membranes comprising PAEE, PVC and one of the eight
types of plasticizer in terms of CPA values. Bitterness (+) and aspartame samples were
measured using eight kinds of lipid/polymer membrane (parameter: type of plasticizer).

3.3. Effect of Lipid Quantity on CPA Values (the Second Stage)
Subsequently, we investigated the effect of a high quantity of PAEE. Simultaneously, we also
investigated the aspartame concentration dependence of the sensor responses. The basic taste samples
and four additional concentrations of aspartame were measured using the lipid/polymer membranes
comprising PAEE (500, 700 or 1,000 mg), PVC and BEO. The responses of these membranes to
bitterness (+) and 0.1–10 mM aspartame are shown in Figure 11. The responses of all three membranes
to bitterness (+) were less than 5 mV, that is, they were negligible responses. On the other hand, the
responses to aspartame (0.1–10 mM) depended on the concentration of aspartame. The responses to
10 mM aspartame were about 20 mV in each membrane. Hence, it is not expected that increasing the
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PAEE quantities from 1000 mg causes the increase in response to aspartame, rather, it is expected that
the aspartame responses will decline with increasing PAEE. Since only the membrane containing 500 mg
PAEE showed the clear response of over 20 mV to 10 mM aspartame, we chose the lipid/polymer
membrane comprising 500 mg PAEE, PVC and BEO as the sensor membrane for positively charged
sweeteners. The responses to aspartame were as follows: CPA value: Y = 8.4 ln X + 1.7, |R| = 0.977,
using 1–10 mM range (X: concentration of aspartame (mM); Y: CPA value (mV); relative value:
Y = 25 ln X + 13, |R| = 0.993, using 1–10 mM range).
Figure 10. CPA values of membranes containing PAEE (0–500 mg) and BEO. Bitterness
(+) and aspartame samples were measured using eight kinds of lipid/polymer membrane
(parameter: lipid quantity).

Figure 11. CPA values of membranes containing PAEE (500–1000 mg) and BEO.
Bitterness (+) and five concentrations of aspartame samples were measured using three
kinds of lipid/polymer membrane (parameter of membranes: lipid quantity).
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4. Conclusions
A sweetness sensor that selectively responds to aspartame was developed in this study. An aim of
this study was to expand the measurable region of the taste-sensing system, particularly so that it could
measure the sweetness of high-potency sweeteners. As a result, we concluded that the sensor
developed in this study had satisfactory performance as a prototype model of the sensor for aspartame.
The results show that the sensor achieves the three required specifications (a response of at least
20 mV to 10 mM aspartame in terms of the CPA value, no response to any other basic tastes and the
concentration dependence of the responses to aspartame) and has satisfactory selectivity and response
for trial use. Future tasks for this sensor are to utilize the relative values as well as CPA values of the
sensor for evaluating sweetness and to investigate the behavior of the sensor in real formulation or
beverage samples.
Acknowledgments
This work was supported by JSPS KAKENHI Grant Number 12J04284, 23240029. We greatly
appreciate the donation of aspartame by Ajinomoto Co., Inc. We are deeply grateful to Yoshikazu
Kobayashi of Intelligent Sensor Technology, Inc. for his valuable technical comments on this study.
Author Contributions
The work presented here was carried out in collaboration between all authors. Masato Yasuura,
Yusuke Tahara, Hidekazu Ikezaki and Kiyoshi Toko defined the research theme. Masato Yasuura
designed methods and experiments, carried out the experiments, analyzed the data, interpreted the
results and wrote the paper. Yusuke Tahara, Hidekazu Ikezaki and Kiyoshi Toko provided directions
for experimental methods, analysis of data, interpretation of the results and writing of the paper. All
authors have contributed to, seen and approved the manuscript.
Conflicts of Interest
Hidekazu Ikezaki is the president of Intelligent Sensor Technology, Inc., the maker of the taste
sensing system TS-5000Z. Kiyoshi Toko holds stock in Intelligent Sensor Technology, Inc.
References
1.
2.
3.
4.

Chandrashekar, J.; Hoon, M.A.; Ryba, N.J.P.; Zuker, C.S. The receptors and cells for mammalian
taste. Nature 2006, 444, 288–294.
Kovacic, P.; Somanathan, R. Mechanism of taste; electrochemistry, receptors and signal
transduction. J. Electrost. 2012, 70, 7–14.
Zhao, G.Q.; Zhang, Y.; Hoon, M.A.; Chandrashekar, J.; Erlenbach, I.; Ryba, N.J. P.; Zuker, C.S.
The receptors for mammalian sweet and umami taste. Cell 2003, 115, 255–266.
Xu, H.; Staszewski, L.; Tang, H.; Adler, E.; Zoller, M.; Li, X. Different functional roles of T1R
subunits in the heteromeric taste receptors. Proc. Natl. Acad. Sci. USA 2004, 101, 14258–14263.

Sensors 2014, 14
5.

6.
7.

8.
9.
10.
11.
12.

13.
14.
15.
16.
17.

18.

19.
20.
21.
22.

7372

Jiang, P.; Ji, Q.; Liu, Z.; Snyder, L.A.; Benard, L.M.J.; Margolskee, R.F.; Max, M. The
cysteine-rich region of T1R3 determines responses to intensely sweet proteins. J. Biol. Chem.
2004, 279, 45068–45075.
Jiang, P.; Cui, M.; Ji, Q.; Liu, Z.; Benard, L.; Margolskee, R.F.; Osman, R.; Max, M. Molecular
mechanisms of sweet receptor function. Chem. Senses 2005, 30, i17–i18.
Servant, G.; Tachdjian, C.; Tang, X.Q.; Werner, S.; Zhang, F.; Li, X.; Kamdar, P.; Petrovic, G.;
Ditschun, T.; Java, A.; et al. Positive allosteric modulators of the human sweet taste receptor
enhance sweet taste. Proc. Natl. Acad. Sci. USA 2010, 107, 4746–4751.
Shallenberger, R.S.; Acree, T.E. Molecular theory of sweet taste. Nature 1967, 216, 480–482.
Acree, T.E.; Shallenberger, R.S.; Ebeling, S. Thirty years of the AH-B theory. Dev. Food Sci.
1998, 40, 1–13.
Eggers, S.C.; Acree, T.E.; Shallenberger, R.S. Sweetness chemoreception theory and sweetness
transduction. Food Chem. 2000, 68, 45–49.
Hayes, J.E. Transdisciplinary perspectives on sweetness. Chemosens. Percept. 2008, 1, 48–57.
Cardello, H.M.A.B.; DaSilva, M.A.P.A.; DaMasio, M.H. Measurement of the relative sweetness
of stevia extract, aspartame and cyclamate/saccharin blend as compared to sucrose at different
concentrations. Plant Foods Hum. Nutr. 1999, 54, 119–130.
Farkas, A.; Hid, J. The black agonist-receptor model of high potency sweeteners, and its
implication to sweetness taste and sweetener design. J. Food Sci. 2011, 76, S465–S468.
Guadagni, D.G.; Maier, V.P.; Turnbaugh, J.H. Some factors affecting sensory thresholds and
relative bitterness of limonin and naringin. J. Sci. Food Agric. 1974, 25, 1199–1205.
Moraes, P.C.B.T.; Bolini, H.M.A. Different sweeteners in beverages prepared with instant and
roasted ground coffee: ideal and equivalent sweetness. J. Sens. Stud. 2010, 25, 215–225.
Anand, V.; Kataria, M.; Kukkar, V.; Saharan, V.; Choudhury, P.K. The latest trends in the taste
assessment of pharmaceuticals. Drug Discov. Today 2007, 12, 257–265.
Lvova, L.; Martinelli, E.; Dini, F.; Bergamini, A.; Paolesse, R.; Natale, C.D.; D’Amico, A.
Clinical analysis of human urine by means of potentiometric electronic tongue. Talanta 2009, 77,
1097–1104.
Lorenz, J.K.; Reo, J.P.; Hendl, O.; Worthington, J.H.; Petrossian, V.D. Evaluation of a taste
sensor instrument (electronic tongue) for use in formulation development. Int. J. Pharm. 2009,
367, 65–72.
Riul, A., Jr.; Dantas, C.A.R.; Miyazaki, C.M.; Oliveira, O.N., Jr. Recent advances in electronic
tongues. Analyst 2010, 135, 2481–2495.
Woertz, K.; Tissen, C.; Kleinebudde, P.; Breitkreutz, J. Taste sensing system (electronic tongues)
for pharmaceutical applications. Int. J. Pharm. 2011, 417, 256–271.
Winquist, F.; Olsson, J.; Eriksson, M. Multicomponent analysis of drinking water by a
voltammetric electronic tongue. Anal. Chim. Acta 2011, 683, 192–197.
Kirsanov, D.; Mednova, O.; Vietoris, V.; Kilmartin, P.A.; Legin, A. Towards reliable estimation
of an ―electronic tongue‖ predictive ability from PLS regression models in wine analysis. Talanta
2012, 90, 109–116.

Sensors 2014, 14

7373

23. Rudnitskaya, A.; Kirsanov, D.; Blinova, Y.; Legin, E.; Seleznev, B.; Clapham, D.; Ives, R.S.;
Saunders, K.A.; Legin, A. Assessment of bitter taste of pharmaceuticals with multisensory system
employing 3 way PLS regression. Anal. Chim. Acta 2013, 770, 45–52.
24. Habara, M.; Toko, K. Biomimetic membrane for taste sensing. In Bottom-up Nanofabrication;
Ariga, K., Nalwa, H.S., Eds.; American Scientific Publishers: Valencia, CA, USA, 2009;
Volume 6, pp. 91–109.
25. Kobayashi, Y.; Habara, M.; Ikezaki, H.; Chen, R.; Naito, Y.; Toko, K. Advanced taste sensors
based on artificial lipids with global selectivity to basic taste qualities and high correlation to
sensory scores. Sensors 2010, 10, 3411–3443.
26. Fukagawa, T.; Tahara, Y.; Yasuura, M.; Habara, M.; Ikezaki, H.; Toko, K. Relationship between
taste sensor response and amount of quinine adsorbed on lipid/polymer membrane. J. Innov.
Electron. Commun. 2012, 2, 1–6.
27. Tahara, Y.; Toko, K. Electronic tongues—A review. IEEE Sens. J. 2013, 13, 3001–3011.
28. Akitomi, H.; Tahara, Y.; Yasuura, M.; Kobayashi, Y.; Ikezaki, H.; Toko, K. Quantification of
tastes of amino acids using taste sensors. Sens. Actuators B 2013, 179, 276–281.
29. Ito, M.; Wada, K.; Yoshida, M.; Hazekawa, M.; Abe, K.; Chen, R.; Habara, M.; Ikezaki, H.;
Uchida, T. Quantitative evaluation of bitterness of H1-receptor antagonists and masking effect of
acesulfame potassium, an artificial sweetener, using a taste sensor. Sens. Mater. 2013, 25, 17–30.
30. Ishiwaki, T. Application of taste sensor to blending of coffee. In Biochemical Sensors: Mimicking
Gustatory and Olfactory Senses; Toko, K., Ed.; Pan Stanford Publishing: Singapore, Singapore,
2013; pp. 83–90.
31. Toyota, K.; Cui, H.; Abe, K.; Habara, M.; Toko, K.; Ikezaki, H. Study on sweetness sensor with
lipid/polymer membranes: Sweet-responsive substances. Sens. Mater. 2011, 23, 465–474.
32. Toyota, K.; Cui, H.; Abe, K.; Habara, M.; Toko, K.; Ikezaki, H. Study on sweetness sensor with
lipid/polymer membranes: Response to various sugars. Sens. Mater. 2011, 23, 475–482.
33. Kuhn, C.; Bufe, B.; Winnig, M.; Hofmann, T.; Frank, O.; Behrens, M.; Lewtschenko, T.;
Slack, J.P.; Ward, C.D.; Meyerhof, W. Bitter taste receptors for saccharin and acesulfame, K.
J. Neurosci. 2004, 24, 10260–10265.
34. Riera, C.E.; Vogel, H.; Simon, S.A.; le Coutre, J. Artificial sweeteners and salts producing a
metallic taste sensation activate TRPV1 receptors. Am. J. Physiol. Regul. Integr. Comp. Physiol.
2007, 293, R626–R634.
35. Schiffman, S.S. Rationale for further medical and health research on high-potency sweeteners.
Chem. Senses 2012, 37, 671–679.
36. Ikezaki, H.; Taniguchi, A.; Toko, K. Quantification of taste of green tea with taste sensor.
IEEJ Trans. Sens. Micromach. 1997, 117, 465–470.
37. Hara, D.; Fukagawa, T.; Tahara, Y.; Yasuura, M.; Toko, K. Examination of amount of astringent
substances adsorbed onto lipid/polymer membrane used in taste sensor. Sens. Lett. 2014,
(accepted).
© 2014 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/).

