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ABSTRACT Many drugs and desirable phytochemicals are
bitter, and bitter tastes are aversive. Food and pharmaceutical
manufacturers share a common need for bitterness-masking
strategies that allow them to deliver useful quantities of the active
compounds in an acceptable form and in this review we compare
and contrast the challenges and approaches by researchers in
both fields. We focus on physical approaches, i.e., micro- or
nano-structures to bind bitter compounds in the mouth, yet break
down to allow release after they are swallowed. In all of these
methods, the assumption is the degree of bitterness suppression
depends on the concentration of bitterant in the saliva and hence
the proportion that is bound. Surprisingly, this hypothesis has only
rarely been fully tested using a combination of adequate human
sensory trials and measurements of binding. This is especially true
in pharmaceutical systems, perhaps due to the greater experi-
mental challenges in sensory analysis of drugs.
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INTRODUCTION

The development of bitter taste can be understood from the
perspective of the eater or the eaten. Animals have evolved a
bitter sense to screen out potentially toxic compounds before
they are swallowed, while plants have evolved bitter-tasting
compounds to discourage consumption. Perhaps unsurpris-
ingly then, the compounds recognized as bitter are both
numerous and structurally diverse. Similarly, the receptor
system for bitter tastes must be highly complex to respond to
such a wide range of potential stimuli at very low levels.
Humans have ~25 intact bitter receptor genes, and ligands

have been identified for 21 of these (1, 2). However, emerging
evidence suggests bitterness may not be a singular unitary
percept (e.g. (3)) and indeed the view that bitterness is merely
a sign of harmful toxins to be avoided may be an oversimpli-
fication (see (4)).

Bitter tastes are desirable in only a small set of foods at only
moderate levels (e.g., tea, beer, grapefruit) and typically pref-
erence for these foods has to be learnt with infants and
children being particularly averse towards bitter tastes (5).
Plant breeding has selected for less-bitter varieties and food
processing often involves peeling and chopping to remove the
bitterest parts of the plant or more advanced processing
methods to further reduce bitterness (e.g., treatment of orange
juice with naringinase). However, there are cases when, rather
than simply avoiding them, we want to encourage the con-
sumption of bitter substances by increasing their palatability.

Many drugs and phytochemicals are bitter, and the un-
pleasant taste reduces compliance with a treatment regiment
(6), or the selection of certain “healthy” foods in a diet (7)
respectively. Again, these factors are particularly important in
infants and children whomay be less willing to weigh the long-
term benefit over the short term cost of eating something that
does not taste good, as well as possibly having a higher
sensitivity to bitter tastes (8). As the food or pharmaceutical
would not be functional without the bitter ingredient or drug,
it is necessary to find ways to suppress its bitterness within a
formulation, rather than simply removing the source of
bitterness.

Bitter drugs can often be delivered intravenously or
swallowed as a coated tablet, preventing stimulation of oral
chemoreceptors so that the bitterness is not perceived.
However pre-school children are usually seen as being inca-
pable of swallowing tablets, so liquid formulations and
orodispersible tablets are usually the preferred model of de-
livery (9). In these cases the liquid preparation can be in the
mouth for an extended period of time, resulting in the per-
ception of bitterness. There is a clear parallel here between the
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challenges faced in the pharmaceutical and food industries.
The need for bitter-masking formulations for pediatric med-
ications is particularly pressing as European regulation re-
quires a pediatric development plan in which control of bitter
and unpleasant tastes is an important issue (10, 11).

There are three main approaches to taste masking (12): (i)
peripheral interactions where a compound antagonizes a par-
ticular taste receptor, (ii) central cognitive interactions where
one strong taste or aroma reduces perception of the other in
the brain, and (iii) encapsulation where the compound is
physically prevented from interaction with the active sites
either by modifying solubility or by introducing a barrier (13,
14). The most successful bitter-blocking strategies will involve
aspects of all of these approaches, but the focus of this review is
only on physical encapsulation. An excellent recent review by
Gaudette and Pickering [15] considers the full range of bitter-
ness masking strategies with a focus on functional foods.

Furthermore as we are concerned with the overlap be-
tween pharmaceuticals and foods, we will not consider tablets
that are intended to be swallowed intact.

While there are useful similarities in the approaches used
for taste masking in foods and in pharmaceuticals, there are
also important differences and we will start our review by
considering these. Next we briefly review the mechanisms of
bitter taste perception. We will then look at binding of the
bitter compounds by polymers, cyclodextrins, lipids and sur-
factants. Finally we consider the future scope for bitter taste
encapsulation in different applications.

TASTE MASKING IN FOODS VERSUS
PHARMACEUTICALS

It is a common goal in both food and pharmaceutical science
to formulate products with a bitter but healthful ingredient
while reducing perceived bitterness. There are, however, im-
portant differences in the objectives and constraints of the two
fields. Crucially, while drugs are designed to be given in
measured doses to a specific individual under specific circum-
stances and under the control of a medical professional, foods
are selected by the consumer based on their sensory proper-
ties, cost, and apparent healthfulness. The taste of pharma-
ceuticals should be acceptable, while foods should taste deli-
cious. A pediatric drug formulation that tastes too good could
pose a risk for overdose, while the better-tasting food is usually
the one purchased. While phytochemicals are usually
regarded by the consumer as “healthy”, for any compound
“the dose makes the poison” and we should be cautious that
there may be consequences in making it too easy to consume
bitter foods.

Having made the decision to reduce bitterness, there are
different formulation challenges for foods and pharmaceuti-
cals. Pharmaceuticals usually contain a very small set of active

ingredients, while foods contain many taste and aroma-active
compounds. Selectively suppressing the taste of one com-
pound is likely to be easier in pharmaceuticals than foods.
On the other hand, the quantity of bitter compounds in foods
is likely to be small, while some medications may require
hundreds of milligrams for a single dose.

Sensory evaluation of bitter foods by children is challenging
but possible whereas sensory evaluation of drugs by children,
particularly sick children, is likely to be limited or even
prohibited by ethics boards (10, 16, 17). Indirect testing meth-
odologies including use of adults with child-like palates, ani-
mal studies or even chemical analyses may be the only choices
available (11).

Finally the economics andmarketing concerns of foods and
drugs are very different. Foods are typically manufactured at a
larger scale than pharmaceuticals and the finished product is
much cheaper so the additional processing/ingredient costs of
encapsulation are more likely to be prohibitive (18). Food
manufacturers often seek to communicate “healthfulness” to
consumers with a clean label that limits the ingredients avail-
able for encapsulation. On the other hand pharmaceutical
manufacturers rely on clinical data for their active ingredient
to market their product to medical professionals and the
inactive ingredients carry less stigma.

MECHANISM OF BITTER TASTE

Bitterness is one of five prototypical tastes carried centrally by
Cranial Nerves seven, nine and ten (CN VII, IX, and X) (19).
In addition to sweet, sour, salty, savory (umami) and bitter
sensations carried by these nerves, foods and medications also
evoke other oral sensations (e.g. burn, astringency, tingling),
but they are not classically considered tastes. For tastes, we
abstract singular unitary percepts from a broad range of
stimuli (e.g. sugars, alcohols, and some peptides are sweet,
acids are sour, etc.). Regarding bitterness, secondary metabo-
lites from plants like alkaloids, terpenoids and flavonoids are
commonly described as bitter, as are some salts and peptides
(see 'Bitter Tasting Molecules' below). For some stimuli, as
concentration increases, new side tastes/sensations can appear
or in a few cases the dominant percept may change. In these
cases, the stimuli are perceived as mixtures of multiple sensa-
tions. For example, sucralose has bitter and metallic side tastes
that increase with concentration, but over a vast majority of
the stimulus range, sucralose is perceived as a mixture of both
sweetness and bitterness, with sweetness predominating at all
but the highest concentrations.

In the last decade, substantial advances in molecular ge-
netics have elucidated many of the genes that encode taste
receptors, providing improved understanding of taste trans-
duction (20). To be perceived, a non-volatile tastant must first
dissolve in saliva before diffusing across a mucous layer to
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reach taste receptors expressed on microvilli on the apical end
of taste receptor cells (TRCs); indeed, individuals with dimin-
ished salivary production can show impaired taste perception
(21). These specialized TRCs are located within taste buds,
and the taste buds are found within taste papillae located
throughout the oral cavity. The taste bud is an onion/pear
like structure containing ~75 cells of four different types
(Types I, II, III, and basal cells). At the top of the taste bud
is a small opening, the taste pore, into which the receptor
coated microvilli project. Type II (receptor) cells express G-
protein-coupled receptors (GPCRs) that detect stimuli de-
scribed as bitter, sweet or savory (umami). Critically, a single
Type II cell only expresses GPCRs for a single taste quality
(i.e., bitter or sweet, but not both). Less is known about Type I
(glial-like) cells, but they have been implicated in salty taste,
and Type III (presynaptic) cells appear to play a role in sour
taste. Interactions and crosstalk between the various classes of
taste cells are still being elucidated, but current understanding
suggests presynaptic (Type III) cells integrate input from re-
ceptor (Type II) cells. Through mechanisms that are not
entirely understood, Type II and Type III cells excite sensory
afferent neurons in Cranial Nerves VII, IX, and X, which
project to the nucleus of the solitary tract (NTS) of the
brainstem. From the NTS, signals travel to the
ventroposteromedial (VPM) nucleus of the thalamus, and
finally the orbitofrontal cortex (OFC), where taste signals
are integrated with other flavor inputs including olfaction
and somatosensation. For further information, see excellent
reviews by Chaudhauri and Roper (22) and Verhagen (23).

In humans, bitter receptors (hT2Rs) are encoded by 25
different bitter receptor genes (TAS2Rs) located on three dif-
ferent chromosomes. This contrasts with individual heterodi-
meric receptors for sweet (hT1R2/hT1R3) and savory
(hT1R1/hT1R3), explaining in part howwe are able to detect
thousands of structurally diverse compounds as being bitter.
Notably, there are also substantial species differences for bit-
terness: the number of putatively functional bitter receptor
genes varies dramatically across mammals, ranging from 12 in
cows, to 35 and 37 in mice and rats, respectively. Humans
have ~25 intact bitter receptor genes and 11 pseudogenes; this
high rate of pseudogenetization compared to other primates
may reflect relaxation of selective pressure due to detoxifica-
tion via cooking (24).

Of the 25 hT2Rs that are functional in humans, some
are specialists detecting only a few compounds, while
others are generalists that are broadly tuned. For example,
quinine activates nine different receptors, while phenyl-
thiocarbamide activates just one (1). Also, very small struc-
tural changes can dramatically alter the ability of a com-
pound to activate the receptor (e.g. chloramphenicol versus
thiamphenicol (2)). Some TAS2R genes also contain func-
tional polymorphisms, resulting in differential perception
in humans (e.g. (25–27)).

Critically, not all bitter receptors are expressed on all
bitter responsive Type II cells. Rather, different patterns
of hT2Rs are expressed across cells, providing a means
to discriminate between compounds described as bitter
(28, 29). Likewise, this ability appears to translate to
differential neural coding for various bitterants, at least
in mice (3). While the existence of perceptually distinct
bitters in humans remains to be demonstrated, the ex-
istence of differential neural coding in mammals pro-
vides a potential mechanism to explain why acquired
liking for one bitter food doesn’t always generalize to
liking for other bitter foods (e.g. hoppy beers and black
coffee).

Finally, no discussion of bitter taste would be complete
without mentioning the ‘enduring myth’ (30) of the tongue
map. As noted above, taste buds containing taste receptor cells
are located throughout the oral cavity on the tongue, soft
palate, epiglottis, larynx and pharynx. Accordingly, all taste
qualities can be sensed over the entire tongue, wherever there
are taste receptors. That is, the so-called tongue map showing
sweet is sensed on the tip and bitter on the back is wrong, as
shown by (31). The absence of a tongue map can be easily
disproven by painting various taste solutions on different
regions of the tongue.

BITTER TASTING MOLECULES

Humans have the capacity to identify a wide range of
materials as bitter, including simple ions to complex
polyphenolic compounds and small peptides. Yet, within
a class even apparently small changes in molecular
structure (e.g., D- vs. L-isomers of amino acids) can
profoundly modify the taste. It would be extremely
helpful in drug development or in the design of bitter
receptor antagonists to have a robust prediction of
bitter taste from molecular structure, but this remains
elusive. However, within limited chemical classes, there
are some good predictions of bitterness; for example by
excluding bitter ions and peptides, Rogers et al. (32)
were able to classify a large database of molecules as
either bitter or not with 72.1% accuracy. From the
point of view of predicting or designing physical binding
strategies for bitterants, a cruder understanding of struc-
ture may still be helpful. Recently Wiener et al. (33),
published a database of over 500 molecules reported in
the literature as bitter-tasting. While a survey of such a
database only reveals trends amongst the molecules re-
ported, it is interesting to note that most of the mole-
cules were moderately hydrophobic (Fig. 1a) and with
molecular weights in the low hundreds (Fig. 1b).

Beyond this gross categorization of bitter molecules, any
attempt to decide on which are the “important” examples is
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probably fruitless but it may be helpful to show some example
structures. In a review of the 1997–2007 patent literature
(34), the authors note that the majority of the bitter-masking
work on drugs is focused on “aggressively bitter tasting drugs
like the macrolide antibiotics, non-steroidal anti-inflammato-
ry drugs and penicillins”. In a survey of the research articles
in Web of Science since 2007 with the keywords “bitter” and
“food” (conducted Oct. 8th 2012), 85 studies were primarily
about a bitter taste in a specific food matrix. Within this set,
the most widely studied materials included: olives and olive
oil, beer, protein hydrosylates, cheese, wine, tea, andcoffee.
See in particular (7) for a description of the role of bitter
compounds in plant foods.

DELIVERY SYSTEMS TO MASK BITTER TASTE

A recent review article (35) suggested five design principles to
guide the design of delivery systems for nutraceutical com-
pounds in foods. These principles, slightly modified, can be
applied to the delivery of bitter-tasting compounds in foods
and drugs as follows:

1. “[T]he delivery system should efficiently encapsulate an appreciable

amount of the functional component in a form that is easily incorpo-

rated into food systems.”Here “appreciable” is defined by the
clinical dose of the bitter drug or an amount appropriate
for a marketing claim for a bitter ingredient.
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Fig. 1 Number of compounds in
the Bitter DB database as a function
of (a) log P value, (b) molecular
weight. Database was queried Oct
8th 2012.
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2. “[T]he delivery system may have to protect the functional component

from chemical degradation ….”. Rather than chemical degra-
dation we are primarily concerned with preventing the
interaction of the bitter molecules with taste receptors in
the mouth. However, protection for labile ingredients
during processing and storage may also be important.

3. “[T]he delivery system may have to release the functional component

at a particular site of action…” . The structure protecting the
bitter ingredient in themouthmust breakdown during later
digestion to release the active compound so that it becomes
bioavailable. Some control of the digestion process may be
appropriate, for example selecting an alkali-labile encapsu-
lation matrix to favor release in the small intestine.

4. “[T]he delivery system should be compatible with the specific food

matrix that surrounds it.” It should not itself be recognizable
within the food, for example by contributing an unpleas-
ant taste or a grainy texture. Depending on the texture of
the particle and the surrounding foods, solids less than a
few tens of micrometers are not typically perceived in the
mouth. In pharmaceutical applications, there is not such a
strict need that the delivery system be imperceptible and a
preparation that is not too unpleasant and readily ingest-
ible should be acceptable.

5. “[T]he delivery system should be resistant to the various kinds of

environmental stresses that a food experiences during its production,
storage, transport, and consumption.” While the stresses of
manufacture and storage are well understood in food
and pharmaceutical manufacture, the stresses during
consumption are only recently appreciated. Solid foods
are macerated for some time during chewing and diluted
with saliva before swallowing while liquids have a much
lower residence time in the mouth but still interact with
saliva (36).

Various types of materials have been used, alone or in
combination, to encapsulate bitter molecules according to
these principles. We will consider these materials in turn, first
in terms of the nature of the structures formed and their
potential for interacting with bitter molecules, second by
reviewing some examples of how bitter molecules have been
shown to be bound, especially where this is shown to be
related to a loss of bitterness. Very often the approaches used
span multiple modes of interaction (e.g., a lipid emulsion that
also binds bitter compounds to interfacial protein) and wher-
ever possible we will describe these systems after first consid-
ering the component interactions.

Cyclodextrins

Structures and Interactions

Cyclodextrins are cyclic oligosaccharides derived enzymati-
cally from starch hydrosylates; they are a widely accepted food

ingredient and have good water solubility and only a mild
sweet taste (37–39). The ring structure can have 6 (α-cyclo-
dextrins), 7 (β-cyclodextrins, the most widely used), 8 (γ-
cyclodextrins) or more glucopyranose units connected by α-
glycosidic bonds. Chemically modified cyclodextrins are avail-
able with modified binding properties although they are not
yet permitted as food additives (40). Cyclodextrins can be
derivatized to form amphiphilic molecules that can spontane-
ously self-assemble into nanoparticles and associate better
with biological membranes (41).

Cyclodextrin molecules form a tapered cone structure with
an inner diameter of 5–10 A and a hydrophobic inner face
and a hydrophilic outer face (42). In solution, the cone is
hydrated, but hydrophobic small molecules or hydrophobic
groups on larger molecules readily displace the interior water
to form a thermodynamically stable complex. Amphiphilic
molecules can be bound by cyclodextrins with the hydropho-
bic group inside the ring and the hydrophilic group excluded.
Cyclodextrins can also be used to solubilize hydrophobic
drugs for liquid preparations (42). If the part of the bitter
molecule that interacts with the bitter receptor is included in
the ring, then it cannot contribute to perceived bitterness.

The binding affinity for a cyclodextrin for a given com-
pound is given by an association constant, Kass:

K ass ¼ complex½ �
cyclodextrin½ � guest½ � ð1Þ

The proportion of free guest molecules is shown as a
function of guest:cyclodextrin molar ratio and Kass in Fig. 2.
The larger the value of Kass, the more cyclodextrin must be
present to reduce the bitterness of the product. However, if the
affinity is too low or the bitterant:cyclodextrin ratio is too low
there will be some remaining free bitter molecules to produce
a bitter taste.

Typical values for Kass were suggested by Szejtli and Szente
(43) to be in the range 0.01–10,000 M−1 while Brewster and
others (42) proposedmean values of 130, 490 and 350M−1 for
α-, β-, γ-cyclodextrins respectively. In a study of aroma

Fig. 2 Proportion of free guest molecules as a function of cyclodextrin
concentration for different values of Kass.
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compounds,Astray et al. (44) showed Kass was lower for α-
cyclodextrins than for β-cyclodextrins (i.e., the larger ring
could bind more efficiently) and increased linearly with log P
(i.e., more hydrophobic compounds were bound more read-
ily). Selecting a cyclodextrin with higher binding efficiency
may be a net economic advantage if less is required for a given
degree of bitterness reduction (45). Cyclodextrins usually bind
bitter molecules at a fixed stoichiometry (usually 1:1).
Therefore even if Kass is low (i.e., strong binding affinity),
there must be an excess of cyclodextrin present to assure they
are not saturated. However, this constraint should rarely be a
problem considering the low cost, low taste, and high solubil-
ity of cyclodextrins as well as the relatively low levels of bitter
molecules often present.

The rate of complex formation approaches the diffusion
limit, so it is often possible to get a good level of bitterness
suppression by merely having an excess of cyclodextrin pres-
ent in the food or pharmaceutical product before it is eaten
(43). Alternatively cyclodextrin complexes can be prepared as
ingredient delivery systems. The complexes will also dissociate
quickly so the dilution of a powder in water or a food in saliva
will also immediately change the fraction of bound bitter
molecules, particularly, if Kass is low.

Examples

The bitterness of drugs and foods are readily masked by
cyclodextrins. For example, adding about 0.5% of cyclo-
dextrin halved the bitterness of naringin and limonin (46).
Szejtli and Szente (43) provide an extensive tabulation of
studies of bitterness reduction in drugs and foods by cyclo-
dextrins so we will confine our discussion to a few more
recent examples.

Ono and others (47) measured the effects of α-, β-, and γ-
cyclodextrins as well as a derivatized β-cyclodextrin on the
bitterness of a range of antihistaminic drugs. As would be
expected, they showed that the level of bitterness suppression
was correlated with the binding coefficient Kass. A higher Kass

would mean a lower free bitterant concentration and hence
less bitter taste. However there have been some exceptions
reported to the expected relationship between binding and
bitterness reduction. For example, while Rescifina and others
(48) demonstrated the formation of a cyclodextrin-caffeine
complex, Gaudette and Pickering (49) did not observe any
suppression of caffeine bitterness. In another example, the
bitterness of propanthaline and oxyphenonium bromide is
suppressed more effectively by α- and γ-cyclodextrins than
by β-cyclodextrin (50) yet the affinity of oxyphenonium bro-
mide for cyclodextrins decreases in the sequence β<γ<α (51).
(Interestingly, in this work, results from the ion selective elec-
trodes correlated with sensory measurements of bitterness,
which may offer a pathway to avoiding sensory trials of
pharmaceutical preparations.)

Cyclodextrins can bind bitter-tasting amino acids depend-
ing on their chemical structures. For the α-cyclodextrins the
binding efficiency decreases in the sequence: phenylalanine ~
tryptophan > proline > isoleucine ~ tyrosine ~ histidine (52)
while for the β-cyclodextrins the binding efficiency decreases:
tryptophan > tyrosine > phenylalanine > proline > histidine
> iso-leucine (53). Both cyclodextrins changed the taste of the
amino acids but there was no consistent suppression of bitter-
ness. Cyclodextrins were capable of partially suppressing the
bitterness of soy protein, soy protein hydrosylates (52, 53) and
whey protein hydrosylates (54).

In other recent food studies, Gaudette and Pickering [55]
showed β-cyclodextrin suppressed, but did not eliminate the
bitter taste of catechin, and only in the presence of sucrose or a
bitter-blocking compound. (45) showed γ-cyclodextrin was
about ten times more effective than β-cyclodextrin in sup-
pressing the bitterness of ginseng in energy drinks. β-
cyclodextrin forms 1:1 complexes with biphenols from olive
oil with binding constants about 40 times greater than the
complexes with caffeine, although the effects on sensory bit-
terness were not measured (48). Of course, cyclodextrins are
not oil-soluble so they could not be used to suppress olive oil
bitterness directly but only in a food preparation containing
some water.

Cetrazine forms a 1:1 complex in solution with at α-, β-and
γ-cyclodextrins (56). The smaller (α-, β-) cyclodextrins form a
more stable complex with part of the cetrazine, while the
larger γ-cyclodextrin forms a less stable complex with the
entire molecule. Both α- and β-cyclodextrin suppressed the
bitter taste of cetrazine while γ-cyclodextrin was ineffective,
perhaps because of its lower Kass. Stojanov et al.(57) formu-
lated chewing gum containing cetrazine and cyclodextrins
and showed the cyclodextrin facilitated the release of the drug
from the gum base during chewing. However, because of the
speed of interaction, merely having the cyclodextrin in the
formulation had the same effects as pre-forming the complex.
In a similar approach, cyclodextrins were used to reduce the
bitterness of diltiazem hydrochloride (58) and cetirizine (59) in
orodispersible tablets.

In some cases, a third component is needed to promote
guest-cyclodextrin interactions. For example, Famotidine has
a relatively low Kass with β-cyclodextrin, but adding hydroxy-
propyl methyl cellulose increased the binding and further
reduced the bitterness (60).

Polymers

Structures and Interactions

Synthetic and natural polymers have been used to bind
small molecules in foods and drug delivery systems. In food
applications only natural polymers of plant, animal or
microbial origin are accepted as ingredients while in
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pharmaceuticals a range of synthetic polymers are used.
We will first consider important polymers used and their
potential for direct binding of small molecules before
looking at the types of polymer structures that can be built
as delivery systems.

Proteins. Proteins are linear polymers with a primary structure
defined in the genetic code of the organisms where they were
synthesized. The protein primary structure is usually quite
hydrophobic and in many cases the native protein spontane-
ously folds into a globule with the more hydrophobic residues
in the core and the more hydrophilic residues at the surface.
Protein conformation is defined under physiological condi-
tions but frequently changes as a result of denaturation and
aggregation during processing and extraction. Proteins are
polyelectrolytes so the charge on the molecule changes grad-
ually from positive to negative as pH increases. Different
proteins have very different solubility in water depending on
their interactions with one another, with other components in
the system and with water. In many cases, rather than dissolv-
ing the protein forms a more-or-less stable sol of proteins or
protein aggregates. Proteins are typically not oil soluble (al-
though it may be possible to disperse them in oils) but will
often associate with membranes or adsorb to oil-water
interfaces.

Proteins are naturally present in foods, and are commonly
purified and added as ingredients in foods and pharmaceuti-
cals (e.g., casein, whey proteins, gelatin and soy proteins).
Although these are non-toxic and biodegradable there may
be allergenicity concerns or specific protein sensitivities (e.g.,
celiac disease). In foods proteins are used to stabilize disper-
sions and form gels.

While most proteins have little taste and are not effective
bitter blockers, there are some exceptions. For example,
while several proteins did not suppress bitterness (e.g., β-
lactoglobulin), their phospholipid conjugates were effective
against a wide array of bitter stimulants (61). Similarly a
riboflavin binding protein isolated from egg could only bind
certain bitterants yet it suppressed the bitterness of a much
wider range of compounds (62). In both of these cases, the
authors argued that bitterness suppression is due to an
interaction with bitterness receptors on the tongue rather
than the binding of bitter molecules. There are few reports
of the use of proteins to modulate bitterness in pharmaceu-
tical formulations; presumably largely due to concerns about
allergenicity or with difficulties in making stable
formulations.

Polysaccharides. Polysaccharides are linear or branched poly-
mers of simple sugars usually synthesized by living organisms.
Their primary structure is often heterogeneous with respect to
molecular weight and sequence but most polysaccharides can
be generally described as homopolymers (e.g., amylose),

repeating heteropolymers (e.g., xanthan gum) or block co-
polymers (e.g., alginate). Polysaccharide conformation typical-
ly varies between some sort of helical conformation and a
disordered coil conformation depending on temperature and
molecular interactions. Polysaccharidesmay have anionic (e.g.,
sulfate or carboxylic acid) or cationic (e.g., amine) functional
groups. As there is typically only one type of ionizable group
per polymer, the titration curve from negative to neutral or
neutral to positive occurs over a narrower range than for
proteins. Polysaccharides have variable water solubility, are
insoluble in oils and only rarely have significant surface activity.

Polysaccharides are present naturally in many foods, and
are added as ingredients in foods and pharmaceuticals.
Commonly used polysaccharides include alginate (anionic,
seaweed derived), starch (neutral, plant derived), chitosan
(cationic, animal derived) and xanthan gum (cationic,
microbially derived). They are used in foods to increase vis-
cosity and to form gels.

Other Polymers. Various synthetic polymers are available for
use in pharmaceutical formulations. For example, various
types of polyethylene glycol are used in drug delivery systems
as an excipient, a lubricant, and to slow the biological clearing
of an active ingredient. Other synthetic polymers that can
change their conformation in response to the solution condi-
tions are useful in delivery systems. For example, Eudragit® is
a variety of polymethacrylate copolymers with acid and basic
functional groups (63). The ionizable groups make Eudragit a
very pH-responsive polymer, dissolving and precipitating in
response to added acid or base.

Polymers can bind small molecules via a number of non-
covalent interactions. Hydrophobic domains on the surface of
a globular protein or synthetic copolymer or the interior of
some polysaccharide helices (notably amylose) can accommo-
date hydrophobic guest molecules. Polar guest molecules can
interact with hydrophilic segments of polymers by hydrogen
bonding or electrostatic interactions.

Polymer Association Structures. Polymer association structures
often give better small molecule binding properties. Polymers
in solution can aggregate to form nanoparticles - sometimes
classified as nanocapsules and nanospheres (64, 65).
Nanocapsules are vesicles with the active compound incorpo-
rated into the core while in nanospheres the active compound
is uniformly dispersed within the polymer. Common methods
of nanoparticle formation include changes in solution condi-
tions (i.e., simple coacervation, for example when ethanol is
added to an aqueous gelatin solution or when water is added
to a solution of a hydrophobic polymer in a water-soluble
organic solvent) and addition of another polymer to form a
complex (i.e., complex coacervation, for example when oppo-
sitely charged whey protein and gum Arabic solutions are
mixed). Other methods to make polymer nanoparticles
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include dissolving the drug and hydrophobic polymer in an
organic solvent, emulsifying into water then evaporating off
the organic solvent or by emulsion polymerization. The drug-
polymer particles can be separated, perhaps with the assis-
tance of filtration or centrifugation, and the particles harvest-
ed. Small molecules can bind to coacervates either by adding
them after the particles have formed or, more typically, to the
initial solution phase.

A simpler, and more economical, method to make
polymer-small molecule particles without the need for a sol-
vent is hot melt extrusion (HME) (66, 67). In HME the drug is
dissolved in a polymer melt then extruded to form fine fibers
that can be ground to form a powder. It is important the
polymer is soluble, yet chemically stable in the melt. If the goal
is to suppress bitterness then the polymer selected should not
be soluble at mouth pH yet dissolve in the stomach to release
the active agent.

More complex polymer structures can form by controlled
self-assembly. Denatured and partially denatured globular
proteins can aggregate under certain conditions to form fibrils
(68). Di- and tri-block copolymers with hydrophobic and a
hydrophilic segments (e.g., Poloxamers) can self -assemble to
form polymer micelles (69) and polymersomes (70) similar to
the liposomes formed from emulsifiers described below. Like
liposomes, polymersomes can incorporate drugs either in the
internal phase, in the hydrophobic membrane or attached to
themembrane surface. One important special case is the dairy
protein casein. Casein is a mixture of different proteins found
naturally in milk as self-assembled micelles. The formation of
casein micelles can also be seen as the association of the
components as block copolymers but a wider range of inter-
molecular forces including calcium binding by phosphatidyl
serine must be invoked to explain their stability (71). Casein
micelles have been used to solubilize hydrophobic small mol-
ecules (72).

If the solution conditions change, the protein nanoparticle
may dissolve, e.g., a complex coacervate where changes in pH
mean the two components no longer have opposite charges. In
other cases some residual bonding (e.g., chemical crosslinking)
between the components mean the particle merely takes on
water to swell and form hydrogel nanoparticles (73). The
diffusion coefficient of solute molecules in a swollen polymer
particles is much higher than that in an unswollen particle and
in some cases the kinetics of swelling can be rate limiting in the
release process.

Examples

Ion exchange resins are insoluble polymer beads that have
acidic or basic functional groups that can readily bind an
oppositely charged compound and prevent its release into
the aqueous phase until the pH is changed or until it is
displaced by another ionic group. They have been used as

food processing aids to extract bitter compounds from fruit
juices or directly consumed as drug delivery systems. Drug-
resin conjugates have been formed into orodispersible tablets
that have been shown to eliminate the bitterness of a number
of drugs including chloroquine phosphate (74) donepezil hy-
drochloride (75), Risperidon (76), dextromethorphan
hydrobromide (77), and tramadol (78). However, it should
be noted that in many of these studies the bitterness suppres-
sion is claimed on the basis of reduced release into simulated
saliva rather than direct sensory analysis.

Polymers in solution can be precipitated by changes in
solution conditions and trap suspended material in the coac-
ervate. Hydroxypropyl methyl cellulose (HPMC) for example
is hydrated and soluble at low temperatures but tends to
dehydrate and either precipitate or gel at higher
temperatures. Weiβ and others (79) usedHPMC derivativized
with phthalate groups to form a polymer microparticles with
ibuprofen in response to added salt and increased tempera-
ture. As ibuprofen is effectively insoluble under the experi-
mental conditions (pH 5.45) the phase behavior of the poly-
mer was unaffected by the presence of the drug and the
coacervate formed in layers around the ibuprofen crystals.
However this polymer had good solubility at pH 7.2 so, while
sensory properties were not measured, the particles would
likely dissolve rapidly in the mouth and not mask the taste of
the drug. Better taste masking could likely be achieved with
polymer complexes insoluble at mouth pH.

Various polymers can be used to form electrostatic com-
plexes with charged bitter molecules. Lu and others (80)
formed an insoluble electrostatic complex between the amide
groups of erythromycin (pK=10.2) with the acid groups of a
polyacrylic acid (Carbopol®). The complex was formed by
mixing the drug and polymer in ethanol then precipitated by
slowly decanting into cold water. The insoluble particles were
harvested and coated with hydroxypropyl methylcellulose
phthalate in a fluidized bed coater. The particles were
suspended in a sweetened xanthan solution and, although
quantitative sensory data are not reported, the authors claim
that the bitterness is reduced and could be further reduced by
increasing the thickness of the coating polymer.

A range of pH-responsive synthetic polymers is available
with the potential for either entrapping or binding bitter
drugs. In particular, basic butylated methacrylate copolymer
(Eudragit EPO®, Evonik Industries, Germany) is permeable
at pH>5 and soluble at pH>5 so can be used to make
particles that are insoluble in the mouth yet dissolve in the
stomach. In one example, clarithromycin was mixed into a hot
melt of polymer and glycerol monostearate then spray chilled
to form a powder (d~80 μm) (81). The antibiotic was released
slowly into pH 6.5 buffer (i.e., low mouth pH) but almost
immediately at pH 4 (i.e., high stomach pH). Clarithromycin
has an amine functional group (pK=9) so is positively charged
at mouth pH and would not form an electrostatic complex
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with the polymer so the difference in release is probably due to
the increase in polymer solubility at lower pH; at mouth pH
the drug cannot diffuse through the polymer particle and is
entrapped. A suspension of the powder in sweetened, thick-
ened water did not taste bitter (although quantitative data
were not reported). In related work, a basic bitterant
(Trimebutine) was complexed with a basic pH-responsive
polymer (polyvinylacetal diethylaminoacetate) (82). In this
case, the drug was suspended in water and was emulsified into
an organic solution of the polymer (i.e., a w/o emulsion) that
was in turn emulsified into water to form a w/o/w emulsion.
The emulsion was dried to form powdered polymer micro-
spheres insoluble at pH 6 that dissolved almost instantaneous-
ly at pH 5 and bitterness of Trimebutine was reduced. In a
final example, the bitterness of paracetamol (i.e. Tylenol/
acetominophen) was suppressed by forming a HME with
two synthetic polymers but the extent of the reduction de-
creased with drug loading (83).

For acidic bitterants, electrostatic complexes with basic
pH-responsive polymers can be used to enhance the suppres-
sion of bitterness. Ibuprofen was dissolved in a synthetic
polymer melt (Eudragit EPO) and extruded into fibers which
were ground to form fine particles which could then be
formed into orodispersable tablets (84). Eudragit EPO has
an amine group (pK=10) which form electrostatic complexes
with the acid group of the ibuprofen (pK=5.2) at mouth pH
(6.5–7.0) and in all formulations the drug bitterness was elim-
inated. This approach would be expected to be applicable for
other thermally stable acidic bitterants.

Poorly soluble protein complexes have also been used to
reduce bitterness. For example, Hoang Thi and others (14)
showed the dissolution kinetics and (instrumentally measured)
“taste” of paracetamol (acetominophen) was reduced by spray
drying with caseinate. In a similar study the sensory bitterness
of casein hydrosylates was reduced by spray drying with soy
proteins (85). Interestingly though these workers assessed the
taste of the powder directly and it seems likely in a liquid
medium the particles would dissolve and the benefits would be
lost. However, in an intermediate or low moisture food this
may be a helpful approach, for example a protein bar formu-
lated with a bitter casein hydrosylate was less bitter when the
bitterant was spray dried with maltodextrins (86). Presumably
the spray-dried powder did not have time to hydrate and
dissolve before the product was swallowed. Indeed, casein
hydroslylates spray dried with pectin and gelatin dissolved
much more slowly (5 min vs. 1 min) than in the absence of
the added encapsulating polymers (87). These workers also
spray dried casein hydrosylates with soy protein-gelatin
mixtures.

Polyphenols, particularly higher molecular weight tannins,
are readily bound by proteins. Indeed gelatin or caseinate are
used to remove tannins from wine, and milk serves to reduce
the astringency of tea. The low molecular weight polyphenols

in olive oil only interact relatively weakly with proteins but this
was enough for 1-4% sodium caseinate to reduce the bitter-
ness of aqueous-extracted olive oil polyphenolic compounds
(88). Interestingly dietary polyphenols have been shown to
inhibit the formation of the protein fibrils associated with
human neurodegenerative disorders (89) and EGCG even to
remodel them after formation (90). This suggests some unusu-
al protein-polyphenol interaction that may have value in taste-
masking.

Shpigelman and co-workers [91] produced a clear suspen-
sion of nanoparticles (d=1–20 nm) by heating β- lactoglobulin
with EGCG. About 70% of the EGCG was bound by a 1%
solution of the denatured proteins via hydrogen bonds leading
to a moderate reduction in bitterness. The protein nanopar-
ticles also protected the EGCG from oxidation and from
digestion in the stomach.

Surfactants and Microemulsions

Structures and Interactions

Surfactants are small molecules1 which tend to adsorb at
surfaces and lower the interfacial tension. Typically they have
one or more hydrocarbon tail groups that “try” to partition
out of an aqueous phase, and a charged or polar headgroup
that prefers contact with water (92, 93). Surfactants are widely
used as food and pharmaceutical ingredients to stabilize dis-
persions, as wetting agents, and to solubilize lipophilic com-
pounds. Surfactants are anecdotally described as having off-
tastes, especially soapiness, and indeed in our experience
many are unpleasant. However we are unaware of literature
either comparing the taste of different surfactants or the dose-
response relationship between concentration and aversive
taste. The fact that surfactants are widely used in foods with-
out causing taste problems suggests there is scope to use them
as bitterness masking agents.

Surfactants are often characterized by the nature of the
head group—uncharged or charged. Uncharged surfactants
are usually preferred in food and pharmaceutical applications
as they are less-affected by changes in pH and ionic strength
and are less toxic [93]. Examples include sorbitan esters and
polysorbates. Sorbitan esters (Spans) have a sorbitol residue as
a hydrophobic headgroup and a fatty acid tail group. They
are typically more lipid-soluble. Polysorbates (Tweens) are
sorbitan esters rendered more hydrophilic by ethylene oxide
groups. Ionic surfactants are widely used for cleaning purposes
and for their antimicrobial action, as well as occasionally in
foods and pharmaceuticals. Examples include, sodium dode-
cyl sulfate (SDS), an anionic surfactant with a sulfate

1 Block copolymers (e.g., Poloxamers) are sometimes described as surfac-
tants as many of their functional properties are similar (e.g., micelle
formation, solubilization of hydrophobic molecules).
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headgroup and a lauric acid tail group, and cetrimonium
bromide, a cationic surfactant with a quaternary ammonium
headgroup and a palmitic acid tail group.

Lecithin deserves special attention as a surfactant because
of its wide application and somewhat unusual properties.
Lecithins are commonly purified from egg and soy as well as
sometimes from dairy sources. They are sold as either the
crude extract, which commonly contains some fatty acids as
well as fatty acid glyceride esters, or as increasingly purified
forms. In all cases the active components are phospholipids;
largely diglycerides which act as the non-polar tails and a
phosphate group and simple organic molecule acting as the
polar head. The most common phospholipid is phosphatidyl
choline which is a zwitterionic molecule with a negatively
charged phosphate and positively charged choline as the head
group. As well as acting as surfactants, components of lecithin
have unusual taste properties in their own right.

Katsuragi and co-workers first showed that lipoproteins
effectively suppress the bitterness of a wide range of stimuli
apparently by binding directly with gustatory cell membranes
(61) then went on to investigate the use of the phospholipid
portion of the lipoprotein as a simpler and more economical
ingredient (94). They showed that phosphatidic acid (1%)
lowered the bitterness of quinine, berberine, a wheat protein,
hydrosylates, propranolol, and brucine, and to a lesser extent
thiamine and strychnine but had no effect on the bitterness of
a peptide from whey. There was a lesser degree of bitterness
suppression by phosphatidyl inositol and while other lecithin
fractions were not effective, their presence in crude extracts
did not interfere with the performance of phosphatidic acid.
These workers argued that, similarly to the lipoprotein, the
bitterness suppression is by direct interaction of the lecithin
fractions with gustatory cell membranes rather than any form
of encapsulation although they did not test for the presence of
association complexes. The fact that only a few of the lecithin
fractions were effective however, suggests that complexation is
unlikely to be important however the fact that bitter blocking
was not universal to all stimuli suggests the mechanism is not
fully understood.

As well as its potential to block bitter tastes directly, lecithin,
along with other surfactants, can contribute taste to food.
Lecithins are prone to oxidation giving rise to volatile,
aroma-active molecules and hydrolyzed lecithin is described
as having a strawy, nutty odor as well as a bitter taste (95). The
bitterness of the hydrolyzed lecithins is believed to be due to
the presence of free fatty acids, with linoleic and linolenic acid
having the lowest taste thresholds (67 and 11 mg respectively
per 100 g of an emulsion) (95). Any study of bitterness sup-
pression by lecithin should consider direct taste-blocking, the
inherent tastes of lecithin components as well as any potential
molecular binding by association structures.

Surfactants are soluble in water up to a certain point (the
critical micelle concentration, CMC) and beyond that will

tend to self-assemble to minimize the contact between the
hydrophobic parts of the molecules and water. Initially mi-
celles form but as concentration is increased further a variety
of liquid crystalline forms can be seen including elongated
micelles packing in a hexagonal or cubic geometries or lamel-
lar phases (92). Which structure forms depends on the con-
centration of surfactant, the preferred packing angle of the
surfactant molecules, temperature, solution composition and
the presence of other molecules that can pack alongside the
surfactant molecules as co-surfactants (e.g., long-chain
alcohols).

Surfactant self assembled structures can accommodate a
range of guest molecules. More polar molecules will tend to
partition amongst the hydrocarbon tails while amphiphilic
molecules will partition in the palisade layer with parts of their
structure close to the polar head groups. Finally hydrophilic
molecules may associate with the surface of the surfactant
structure while remaining in the aqueous phase. The amount
of solute that can be accommodated by the surfactant struc-
ture is finite and usually expressed as the phase boundary in a
three-component phase diagram. For example SDS micelles
can accommodate 63 molecules of caffeine but only 17 of
theophylline (96). In addition, the solute can act as a co-
surfactant and affect the properties of the micelles.

The thermodynamically stable structures formed from li-
pophilic molecules (i.e., co-surfactants), surfactant and water
are called microemulsions. While they are formed from sim-
ilar ingredients as the conventional emulsions considered be-
low, there are important dif ferences (97) . First ,
microemulsions are thermodynamically stable while emul-
sions are kinetically stabilized but thermodynamically unsta-
ble structures. The structure of a microemulsion depends on
the phase diagram and may quickly change upon dilution,
addition of other ingredients or changes in temperature. For
example, micelles diluted below the CMC will dissociate to
monomers while emulsions can usually be diluted without
dissolution. Second, microemulsions tend to be formed with
a higher surfactant: lipid ratio than emulsions. Finally, in
microemulsions, all of the hydrophobic molecules are inti-
mately associated with the tail groups of the surfactant while
in emulsions there is also a distinct population of effectively
pure lipid.

Some surfactant phases can be broken up (usually mechan-
ically using a homogenizer or sonicator) to form dispersions of
liposomes in the aqueous phase. The most common of these
liposomes are vesicles (formed from lamellar phases) but cubic
and hexagonal phases can be broken up to form cubasomes
and hexasomes respectively. While the self-assembly of the
surfactant is thermodynamically stable, the colloidal suspen-
sion formed from their fragmentation is not. Vesicles deserve
special attention because they can accommodate hydrophilic
guest molecules in the internal aqueous phase as well as within
the surfactant bilayers. They are typically between 50 and
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500 nm in diameter and can consist of single bilayer or
multilayers. Liposomes are used for the solubilization,
protection and delivery of drugs (98) and food ingredients
(99). Liposomes are sometimes stabilized by physically
adsorbing polymers at the surface or, for intravenous applica-
tions, to reduce their interaction with blood components and
increase their circulation time.

Examples

Appropriate amounts of polyphenolic compounds in the diet
are widely believed to have a positive effect on human health
and, while there are several possible mechanisms, some of
these include interaction with membranes. Sirk et al.(100)
used molecular dynamics to investigate the interactions of
seven green tea polyphenolic compounds with membranes.
They showed that the polyphenols interacted with the surface
of the membrane via hydrogen bonds and some of the smaller
compounds could also penetrate beneath the membrane sur-
face. The amount of polyphenolic compounds bound to the
surface decreased with increasing negative charge on the
membrane and with increases in aqueous salt concentration
(101). Many of the liposomes described above provide
membrane-like environments which can bind polyphenolic
compounds preventing them frominteracting with the tongue.

Suzuki and others (102) investigated the properties of a
commercial bitter-masking compound based on lecithin
(Benecoat BMI-40, Kao Corporation, Japan). The bitterness
of an acetaminophen or quinine solution was significantly
reduced in the presence of 1% Benecoat. Similarly the bitter-
ness of olive oil is reduced by the addition of granular lecithin
(up to 0.3%) (103). These workers suggested the phenolic
compounds of the olive oil are entrapped in lecithin reverse
micelles or liposomes but their presence was not determined
analytically and the other potential effects of lecithin on bitter
taste were not considered. Nevertheless, there were also sig-
nificant differences in other taste and aroma parameters sug-
gesting there is some level of small molecule binding by the
phospholipids.

Gülseren and others (104) showed green tea polyphenols
could be incorporated in liposomes from milk phospholipids
(at 4 mg ml−1) without changing the particle size (d~200 nm).
However other workers have shown that even modest con-
centrations of polyphenolic compounds (~>30 μM) can cause
liposomes to leak and burst (105).

Lipids and Emulsions

Structures and Interactions

Many bitter molecules are hydrophobic, so if they partition
into a lipid phase, the aqueous concentration is reduced,
which should reduce perceived bitterness. The distribution

of molecules between a lipid and aqueous phase is given by
the oil water partition coefficient:

K ow ¼ coil

cwater
ð2Þ

where c is the concentration (or more strictly activity) in the
subscripted phase (106). The concentration of solute mole-
cules in the aqueous phase of an oil-water mixture is shown as
a function of oil concentration and Kow in Fig. 3. For hydro-
phobic molecules (large Kow) increasing the amount of oil
increases the concentration in the aqueous phase while the
reverse is true for hydrophilic molecules. For very hydropho-
bic compounds the presence of even a small amount of oil can
have a large effect on the aqueous concentration.

Any factor that changes the molecular interactions between
the solute molecule and either the aqueous or the lipid phase
will change the value of Kow For example, if the bitter mole-
cule has any ionizable groups, changes in the pH that favor
the presence of the ionized form of the molecule will reduce
Kow because there are stronger intermolecular attractions
between ions and water than between polar groups and water
and because charged groups have effectively no solubility in
oil. Thus while lowering the pH of caffeic acid (from 7 to 3)
allows some to partition into a lipid phase (107), similar pH
changes have no effect on the partitioning behavior of cate-
chin (108). Similarly, compounds that increase the solubility of
the compound in one phase (e.g., aqueous micelles of cyclo-
dextrins that solubilize hydrophobic molecules in the aqueous
phase) will decrease the concentration in the other.

Unfortunately there are few values of Kow published for
bitter molecules in the lipid and aqueous phases of interest
(Table I). In many cases octanol-water partition coefficients (P)
are often used as a proxy for Kow. Values for log P are more
widely available (109) and can be estimated from structure
(e.g., (110)). However octanol is a more polar phase than the
triacylglycerol mixtures usually of interest and so log P values
are more useful in comparing the properties of different
bitterants than in giving a quantitatively satisfactory prediction.
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Lipids are much more typically consumed as oil-in-water
emulsions rather than as bulk fats. In an oil-in-water emulsion,
the oil is dispersed as fine droplets (diameter typically 100 nm
to 10 μm) in a continuous aqueous phase. Submicron emul-
sions are sometimes described as nanoemulsions, although the
term would be better reserved for diameters less than 100 nm
where the dispersion starts to become optically clear. An
emulsion is a thermodynamically unstable structure, due to
the surface excess free energy, and will tend to phase-separate
over time via droplet flocculation and coalescence, and
creaming (114). However, emulsions can be kinetically stabi-
lized using appropriate emulsifiers, usually small molecule
surfactants or proteins, to reduce the interfacial tension and
produce repulsive interdroplet interactions. If the lipid mole-
cules are relatively hydrophilic (e.g., flavor oils) then Ostwald
ripening may also be important as a destabilization mecha-
nism. Ostwald ripening is the diffusion of lipid molecules from
one smaller to larger droplets driven by a difference in surface
curvature. Ostwald ripening can be slowed by adding a highly
water-insoluble oil to the formulation.

Emulsions can bemodified to produce a range of emulsion-
based delivery systems (EBDS) (35, 115–117).

& The internal lipid phase can be crystallized to form solid
lipid nanoparticles (SLN, a term usually reserved for sub-
micron particles) (115). SLN are typically plate-like rather
than spherical and the dispersions are frequently physical-
ly unstable. SLN were first developed in an effort to slow
the release of hydrophobic drugs from emulsion droplets.
However, in most cases crystallization of the lipid forces
the drug out of the crystal core to the surface of the particle
or immediately expelled into the aqueous phase.

& Nanolipid composites (NLC) have also been used where a
small fraction of liquid oil is present alongside the solid fat
of the SLN. Again the liquid oil is most commonly ex-
pelled to the particle surface where it acts as a reservoir for
the hydrophobic solute molecule (118).

& A fine water-in-oil emulsion can be used as the dispersed
phase of an oil-in-water emulsion resulting in a water-in-
oil-in-water (w/o/w) multiple emulsion. Multiple emul-
sion offers a way of segregating a water soluble compound
from saliva as the food is consumed but they are frequently

physically unstable due to osmotic pressure gradients be-
tween phases,

& Multilayered droplets can be generated by adsorbing suc-
cessive layers of material on top of one another at the
interface (119). The multilayers can be designed to disso-
ciate in response to an external stimulus (e.g., changes in
pH) so solutes trapped in the interfacial layer will be
released.

The interfacial region can usefully be regarded as a third
phase in the system. The “interphase” has a composition
different from either of the bulk phase and contains very high
concentrations of emulsifiers. Because the interface is asym-
metric with a polar side and a non-polar side there is scope for
amphiphilic molecules to adsorb. Most bitter-tasting mole-
cules have both hydrophobic and polar functional groups so
even if the log P value is high (Fig. 1), they may have low
triglyceride solubility and will instead preferentially adsorb at
an interface. The binding capacity of an interface can be
expressed in terms of a surface partition coefficient, K �

iw :

K �
iw ¼ ΓA

cwater
ð3Þ

where the concentration of the compound of interest at the
interface is expressed as a product of surface excess concen-
tration (Γ) and total surface area (A) (120). It is helpful to
combine Eqs. 1 and 2 to give an effective partition coefficient
between the droplets (i.e., interface plus oil phase) and water:

K dw ¼ cdroplets

cwater
¼ K ow

1þ K �
iw

ð4Þ

Equation 3, unlike Eq. 1, depends on the particle size of the
dispersion as A=6ϕ/d32 (ϕ is the oil volume fraction and d32 is
the Sauter mean diameter). If surface binding is important,
decreasing the particle size of an emulsion should reduce the
aqueous concentration but if it is not the lipid:water phase
volume ratio is the only important factor. The value of K �

iw is
a measure of the interactions of the bound molecule with the
interphase. The interphase is likely highly concentrated with
protein and/or surfactant molecules so the types of interac-
tions are probably similar to those described for polymers and

Table I Triglyceride-Water Parti-
tion Coefficients for Bitter
Molecules

Molecule Lipid phase Aqueous phase Kow Reference

Caffeic acid Bulk stripped corn oil pH 7 phosphate buffer All aqueous (108)

Catechin Bulk stripped corn oil pH 7 phosphate buffer 0.008 (108)

Catechin Bulk stripped corn oil Distilled water 0.033 (111)

Hydroxytyrosol Bulk Stripped olive oil pH 3 citrate buffer All aqueous (112)

Hydroxytyrosol acetate Bulk Stripped olive oil pH 3 citrate buffer 1.63 (112)

Olive oil phenolics ~1 (88)

Efavirenz Medium chain triglycerides Water 4.65 (113)
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surfactants above, and the value of K �
iw will depend on the

composition of the interface.
Values for Kow can be measured relatively easily by gently

shaking the two phases together until the bitter molecule has
reached equilibrium between them, then separating the oil
and water and measuring the concentration in each.
However, in an emulsion, the interface cannot be separated
so measuring K �

iw is challenging. Stockmann and Schwartz
(121) developed a method to determine the distribution of
small molecules based on separation of the phases by ultra-
filtration and dialysis. In general when the amount of lipid
was held constant and the amount of surfactant increased, a
lipophilic solute moves from the oil and water phases to the
interface. For example, almost half of 3,4-dihydroxybenzoic
acid ethyl ester is present in the aqueous phase of a 20% o/w
emulsion but if 5% SDS is added almost none remains
(Fig. 4a). Rather than separating and analyzing the phases,
(122) obtained similar results by electrochemically measuring
the rate of reaction of 16-ArN2BF4 with gallic acid in a
opaque, coarse mixture of corn oil, water and surfactant.
The 16-ArN2BF4 was selected as an initiator as it has no
water or oil solubility so the reaction with gallic acid occurs
exclusively at the interface. By measuring the apparent rate
constant as a function of surfactant content at two lipid
concentrations they were able to calculate oil-water and
interface-water partition coefficients for tocopherol and cal-
culate the concentration in each phase. Gallic acid did not
partition into the lipid phase but the amount in the aqueous
phase decreased dramatically with even small amounts of
added Tween 20 (Fig. 4b).

Alternatively some spectroscopic techniques can be used
to distinguish the distribution of small quantities of small
molecules in different environments in an emulsion. Electron
paramagnetic resonance (EPR) spectroscopy is sensitive to
the amount and polarity of an unpaired free radical. (124)
measured the EPR spectra of PTMIO in an emulsion sys-
tem (Fig. 5a). PTMIO is a phenolic compound with a
nitrone group, a stable free radical attached. The character-
istic EPR spectrum of PTMIO in oil is three distinct peaks,
but in an emulsion the spectra is more complex as the
molecule is partitioned between three different environments
each with different polarities. The complex spectra can be
deconvoluted to calculate the amount of PTMIO in the oil,
water and interface (Fig. 5b). This method allows direct
measurement of the distribution of a probe molecule in an
intact emulsion but as a spin-labeled probe must be used it is
hard to be certain if the results are relevant to real bitter
molecules.

The use of a three-phase binding model (i.e., lipid, aqueous
and interface) to describe interactions with small molecules
with an emulsion is complicated as there is very often free
protein or surfactant in the aqueous phase. For
example, Watrobska-Swietilowska et al. (125) used a series of

phase separation and partitioning experiments to show propyl
paraben (log P~3) partitioned between the aqueous phase
(4.6%), aqueous micelles (3%), interface (58.2%) and lipid
phase (33.9%) of a lecithin-stabilized oil-in-water emulsion.
However these findings should be treated with caution as the
method to separate the “interfacial” lecithin may not be
representative of the surface of the intact emulsion. It is an
open question as to how small molecules partitioned into each
of these phases might differently contribute to taste.

Examples

The bitterness of quinine is less readily detected in oil than
in water or a viscosity-matched aqueous methylcellulose
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Fig. 4 (a) Proportion of 3,4-dihydroxybenzoic acid ethyl ester solubilized by
the lipid phase and its constituents (SDS and oil) at different surfactant
concentrations (SDS) at a constant oil level of 20%. Reproduced from
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solution (126). Quinine is relatively hydrophobic (log P=3.1)
so would be expected to remain in a lipid matrix rather than
partition into the saliva. Indeed, even if quinine is ingested
in a fat-free matrix the presence of a oily mouth coating can
suppress its bitterness (127). The “mouth burning” qualities
of efavirenz, an antiretroviral drug, were reportedly reduced
when consumed in solution in a liquid oil than when con-
sumed as a suspension of the powder in viscosified water
(113). It should be noted that this conclusion (i.e., dissolution
in lipid suppresses taste) is confounded by differences in
viscosity, appearance and in the presence of other tastants.

However, bulk oils are rarely consumed directly, and in
any case the type of partitioning likely responsible for any
effects are easier to study if the oil was first emulsified. This
was achieved elegantly by Metcalf and Vickers (128) who
showed increasing the fat content of an o/w emulsion de-
pressed the bitterness of quinine. By diluting a stock quinine
solution in two levels of either water or oil they could demon-
strate the concentration in the aqueous phase was responsible
for the bitter taste.

The suppression of bitterness by fat is not universal and
depends on the properties of the molecules responsible. For
example milk fat content in an emulsion had a significant
effect on suppressing the bitterness of only one of two

polyphenolic plant extracts considered (129). In other cases
the results are apparently contradictory. For example, while
Mattes (130) showed the bitter taste threshold of caffeine was
increased in the presence of 1% linoleic acid sonicated with
5% acacia gum solution (pH 4.57), Keast (131) found the
opposite trend and caffeine in full fat milk (4% milkfat) was
more bitter than in reduced fat or skim milk (2% or 0% fat
respectively). Caffeine is more hydrophilic than quinine, so the
partitioning into a fat phase would be expected to be less
important than in the quinine studies and, as Keast also
suggested in his study, strong interactions between caffeine
and milk proteins might swamp any lipid effects. Similarly
while aqueous caseinate reduced the bitterness of phenolic
compounds extracted from olive oil, the presence of oil
droplets did not (88) and in another study the bitterness of
hydrophilic ibuprofen was similar in skim milk, full fat milk
and half-and-half (132) (although interestingly the throat-
burning sensation associated with ibuprofen was suppressed).

The type of liquid oil has been shown to affect the bitter-
ness; for example phenolic compounds from olives are more
bitter in emulsions formed frommonounsaturated oils than in
polyunsaturated oils (133). Similarly, Koriyama et al.(134)
showed the bitterness evoked by quinine sulfate in tuna oil
emulsions (containing highly unsaturated fatty acids) was less
than the bitterness in similar emulsions formulated from veg-
etable oils. This may be a physical effect, due to the different
polarities of the oils affecting the distribution of the bitter
molecules, or a cognitive effect due to the different affinities
of different fatty acids for the CD-36 “fatty taste receptor”
(135), the aroma of fatty acid oxidation products, or the
bitterness of unsaturated free fatty acids (95, 136). Other
workers have seen no effect of lipid type on bitter taste in
emulsions (137).

For hydrophilic bitterants, the presence of a lipid phase
would serve only to increase the aqueous phase concentration
and the bitter taste. One approach to reducing the bitterness
of aqueous molecules is to segregate them in the internal phase
of a water/oil/water (w/o/w) multiple emulsion. Mendanha
and co-workers (138) formed a water-in-oil emulsion contain-
ing soy hydrosylate solution and then emulsified that onto soy
protein solution to form a w/o/w emulsion with the bitter
component in the internal phase. Pectin was added to form a
coacervate, which was separated and freeze dried.
Encapsulation reduced the solubility of the protein
hydrosylates, and suppressed the bitterness. It is not clear in
this work if the protein hydrosylates remained in the internal
phase of the multiple emulsion or instead adsorbed to the
interfaces or perhaps complexed with the pectin.

Higher molecular weight saturated fats often have melting
points approaching or exceeding body temperature, so it is
possible to formulate structures that will remain solid during
mastication. In a few cases the fat crystal matrix has been used
to entrap bitterants. For example, Suzuki et al. (102) showed

Fig. 5 EPR spectra of PTMIO in a 10% tetradecane in water emulsions (d=
200 nm) stabilized with sodium caseinate (1%). The experimental spectra (a)
can be deconvoluted into contributions from the lipid phase, aqueous phase
and an intermediate population associated with the phospholipids (b).
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chewable acetaminophen tablets formed from a hard fat
reduced the bitterness in a dose-dependent manner (although
it was not possible to formulate a liquid-oil control). In subse-
quent experiments, they showed fat blends with higher melt-
ing points, greater than body temperature, tended to have
lower rates of drug release as well as lower bitterness (139). It
seems likely that, as the fat did not completely melt during
chewing, the residual solid structure helped retain the bitter
compound. However the high melting fats were rated as
unpleasant and it seems unlikely this principle could be ap-
plied outside pharmaceuticals. It is possible to formulate fine
suspensions of crystalline fats (i.e., solid lipid nanoparticles)
and the rheology of these suspensions is often similar to the
corresponding liquid-droplet nanoemulsion so this might be a
more acceptable way to deliver a solid fat. In most cases it
appears that any hydrophobic solute is excluded from the
droplet upon crystallization and will adsorb to the surface
(115). While solid lipid nanoparticles have not been evaluated
as bitterness suppressors, it seems unlikely they will perform
better than the corresponding liquid oil nanoemulsion.

While most studies in this work cite a two-phase
partitioning model to explain their work there has been little
consideration of the potential for emulsion microstructure to
affect bitter tastes and the results are inconclusive. The bitter-
ness of quinine in fish oil-in-water emulsions was only signif-
icantly dependent on droplet size for one of the fish oils
studied, suggesting limited interaction with the droplet surface
(140). On the other hand, in the same study rats significantly
preferred the quinine-containing emulsions with smaller drop-
let sizes for all the three fish oils in a two-bottle preference test.
Quinine is aversive to rats so presumably they tasted it less in
the emulsions with larger surface areas. In other work,
Barylko-Pikielna and others (141) showed the bitterness of
caffeine in w/o and o/w emulsions of the same composition
was similar despite the drastically different microstructure.
However, as noted above, lipids probably affect caffeine less
than other bitter compounds and different results might be
expected for other bitterants.

The role of the surface as a domain for amphiphilic bitter
molecules leading to taste suppression deserves more consid-
eration. There is considerable evidence that many bitter com-
pounds have some surface activity. For example, catechin was
shown to lower the oil-water and air-water interfacial tension
(142) while [143] showed several flavonoids (including
naringin) will adsorb at an oil-water interface and can even
serve to stabilize an emulsion in the absence of another emul-
sifier. The alpha-iso-acids in beer are reported to increase
foam stability which suggests either a level of surface activity
for these compounds or, more likely, an interaction with
polymers adsorbed at the surface (144, 145). A systematic
investigation of the effects of particle size (i.e., interfacial area)
on different bitterants using the dilution methodology devel-
oped by Metcalf and Vickers (128) would be valuable.

CONCLUSIONS

There is a need to increase compliance with medical or
nutritional advice to consume bitter compounds that are
typically aversive. The nature of these compounds varies
widely and while it is not possible to build a universal predictor
of bitterness, we can see most of the molecules surveyed share
some gross features; they tend to be somewhat hydrophobic
but with some polar or charged functional groups and have
molecular weights in the hundreds. The bitterness of these
compounds depends on the concentration in the saliva, which
can be reduced by either binding them to an excipient or by
entrapping them in a particle they cannot diffuse out of.

Binding could involve interaction with hydrophobic or
polar parts of the structure. However as most bitter molecules
are at least somewhat amphiphilic, a pure lipid phase may not
be the most effective here. Small lipid droplets with more
interfacial area would allow more scope for bitter molecules
on the surface, particularly if that surface could be covered
with a protein or polymer that favors binding. The amount of
interfacial area in an emulsion increases with oil content and
decreases with the square of particle size, so unless the
bitterant has a particularly high affinity for the surface it
may not be practical to generate enough surface area by this
method for effective bitter masking. Self-assembled surfactant
structure, particularly those formulated from bitter-masking
fractions of lecithin, or cyclodextrins allow much more am-
phiphilic binding per unit mass and may be more effective at
lower levels.

Alternatively, the bitter molecules could be bound via their
polar group. This may be particularly useful if it is possible to
make a strong electrostatic complex with a charged bitterant.
Polyelectrolytes provide a useful material in this case, partic-
ularly co-polymers with hydrophobic groups that can also
provide a domain for the hydrophobic group on the
bitterants. To be effective the polyelectrolyte must have an
opposite charge to the bitterant at mouth pH (6.5–7.0). In
pharmaceutical applications the basic butylated methacrylate
copolymers (e.g., Eudragit®) offer a useful way to bind acidic
bitterants and poly-acidic ion exchange resins can bind basic
compounds. Several food polysaccharides are negatively
charged at mouth pH (e.g., alginate, pectin) and a smaller
set is positively charged (e.g., chitosan).

If binding alone cannot provide adequate protection, it
may be possible to entrap the bitterness in a particle it cannot
diffuse out of. This is likely to be more successful in products
that are stored and consumed in a dry state and have a limited
time for the bitter compound to diffuse out before they are
swallowed (e.g., orodispersible tablets, intermediate and low
moisture foods). In high moisture foods and liquid pharma-
ceutical preparations, even slow diffusion is likely to allow
significant release over weeks or months. Again the basic
butylated methacrylate copolymers show promise here as they
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dissolve quickly at pH found in the stomach but not the
mouth. In foods, spray drying with an appropriate slow-
dissolving polymer seems a promising approach, particularly
if some fat can be incorporated into the blend to slow the
access of water. Drying a bitterant-cyclodextrin or bitterant-
lecithin complex into a poorly soluble powder would provide
even higher levels of bitterness suppression.

If physical structures to mask bitterness are to be intelli-
gently designed according to these principles, they require
proper physicochemical (i.e., where is the bitterant, how is it
bound, how quickly is it released?) and sensory characteriza-
tion (i.e., what does it taste like to people intended to eat it
under conditions close to real consumption). Too often in the
literature one of these is missing: a sensory-led study will
report one material tastes different to another without any
attempt to characterize structure, or a chemistry-led study will
merely report ratings of bitterness without any controls or
measures of statistical significance or, worse yet, statistical
power. A particular challenge to the meaningful physical
characterization of bitter-masking structures will be to under-
stand the changes occurring in the mouth. Recent work on
food emulsions showed a profound and unexpected destabili-
zation as a result of interaction with salivary mucins and shear
between the tongue and the roof of the mouth (146, 147).
Structures characterized in vitro are likely not the same as
those present in vivo. Testing in the vulnerable populations of
interest will be a particular challenge for the meaningful
sensory characterization of bitter-masking structures for
drugs.

ACKNOWLEDGMENTS AND DISCLOSURES

We are grateful to Prof. Jochen Weiss and Prof. Heike Bunjes
for many helpful discussions and hospitality during a sabbat-
ical leave for one of us (JNC). This work was partly supported
by USDA Hatch Project PEN04332 funds, and a National
Institutes of Health grant from the NIDCD to JEH
[DC010904].

REFERENCES

1. Meyerhof W, Batram C, Kuhn C, Brockhoff A, Chudoba E, Bufe
B, et al. The molecular receptive ranges of human TAS2R bitter
taste receptors. Chem Senses. 2010;35:157–70.

2. Thalmann S, Behrens M, Meyerhof W. Major haplotypes of the
human bitter taste receptor TAS2R41 encode functional receptors
for chloramphenicol. Biochem Biophys Res Commun. 2013;435:
267–73.

3. Wilson DM, Boughter JD, Lemon CH. Bitter taste stimuli induce
differential neural codes in mouse brain. PLoS ONE. 2012;7:
e41597.

4. Glendinning JI. Is the bitter rejection response always adaptive?
Physiol Behav. 1994;56:1217–27.

5. Steiner JE, Glaser D, Hawilo ME, Berridge KC. Comparative
expression of hedonic impact: affective reactions to taste by hu-
man infants and other primates. Neurosci Biobehav Rev. 2001;25:
53–74.

6. Shahiwala A. Formulation approaches in enhancement of patient
compliance to oral drug therapy. Expert Opin Drug Deliv. 2011;8:
1521–9.

7. Drewnowski A, Gomez-Carneros C. Bitter taste, phytonutrients,
and the consumer: a review. Am J Clin Nutr. 2000;72:1424–35.

8. Negri R, Di FeolaM, Di Domenico S, ScalaMG, Artesi G, Valente
S, et al. Taste perception and food choices. J Pediatr Gastroenterol
Nutr. 2012;54:624–9.

9. Nunn T, Williams J. Formulation of medicines for children. Br J
Clin Pharmacol. 2005;59:674–6.

10. Davies EH, Tuleu C. Medicines for children: a matter of taste. J
Pediatr. 2008;153:599–604. 604.e1–2.

11. Mennella JA, Beauchamp GK. Optimizing oral medications for
children. Clin Ther. 2008;30:2120–32.

12. Galindo-Cuspinera V. Taste masking : trends and technologies.
Prep Foods 2011;51–6.

13. Douroumis D. Practical approaches of taste masking technologies in
oral solid forms. Expert Opin Drug Deliv. 2007;4:417–26.

14. Hoang Thi TH, Morel S, Ayouni F, Flament MP. Development
and evaluation of taste-masked drug for pediatric medicines - ap-
plication to acetominophen. Int J Pharm. 2012;434:235–42.

15. Gaudette N, Pickering G. Modifying bitterness in functional food
systems. Crit Rev Food Sci Nutr. 2013;53:464–81.

16. Hoffmann EM, Breitenbach A, Breitkreutz J. Advances in
orodispersible films for drug delivery. Exp Opin Drug Deliv.
2011;8:299–316.

17. Popper R, Kroll JJ. Issues and viewpoints conducting sensory re-
search with children. J Sens Stud. 2005;20:75–87.

18. Gouin S. Microencapsulation. Trends Food Sci Technol. 2004;15:
330–47.

19. Duffy VB, Hayes JE, Bartoshuk LM, Snyder DG. Taste: Vertebrate
psychophysics. In: Squire L, editor. Encyclopedia of Neurosciences.
Oxford: Academic; 2009. p. 881–6.

20. Boughter JD, Whitney G. Human taste thresholds for sucrose
octaacetate. Chem Senses. 1993;18:445–8.

21. Matsuo R. Role of saliva in the maintenance of taste sensitivity. Crit
Rev Oral Biol Med. 2000;11:216–29.

22. Chaudhari N, Roper SD. The cell biology of taste. J Cell Biol.
2010;190:285–96.

23. Verhagen JV. The neurocognitive bases of humanmultimodal food
perception: consciousness. Brain Res Rev. 2007;53:271–86.

24. Shi P, Zhang J. Contrasting modes of evolution between vertebrate
sweet/umami receptor genes and bitter receptor genes. Mol Biol
Evol. 2006;23:292–300.

25. Hayes JE, Wallace MR, Knopik VS, Herbstman DM, Bartoshuk
LM, Duffy VB. Allelic variation in TAS2R bitter receptor genes
associates with variation in sensations from and ingestive behaviors
toward common bitter beverages in adults. Chem Senses. 2011;36:
311–9.

26. Hayes JE, Feeney EL, Allen AL. Do polymorphisms in
chemosensory genes matter for human ingestive behavior? Food
Qual Prefer. 2013;30:202–16.

27. Allen AL, McGeary JE, Knopik VS, Hayes JE. Bitterness of the
non-nutritive sweetener acesulfame potassium varies with poly-
morphisms in TAS2R9 and TAS2R31. Chem Senses. 2013;38:
379–89.

28. Behrens M, Foerster S, Staehler F, Raguse J-D, Meyerhof W.
Gustatory expression pattern of the human TAS2R bitter receptor
gene family reveals a heterogenous population of bitter responsive
taste receptor cells. J Neurosci. 2007;27:12630–40.

29. Caicedo A, Roper SD. Taste receptor cells that discriminate be-
tween bitter stimuli. Science. 2001;291:1557–60.

2936 Coupland and Hayes



30. Bartoshuk LM, Pangborn RM. The biological basis of food percep-
tion and acceptance. Food Qual Prefer. 1993;4:21–32.

31. Collings VB. Human taste response as a function of locus of stim-
ulation on the tongue and soft palate. Percept Psychophys. 1974;16:
169–74.

32. Rodgers S, Glen RC, Bender A. Characterizing bitterness: identi-
fication of key structural features and development of a classification
model. J Chem Inf Model. 2006;46:569–76.

33. Wiener A, Shudler M, Levit A, Niv MY. Bitter DB: a database of
bitter compounds. Nucleic Acids Res. 2012;40:D413–9.

34. Ayenew Z, Puri V, Kumar L, Bansal AK. Trends in pharmaceutical
taste masking technologies: a patent review. Recent Pathol Drug
Deliv Formul. 2009;3:26–39.

35. McClements DJ, Decker EA, Park Y, Weiss J. Structural design
principles for delivery of bioactive components in nutraceuticals and
functional foods. Crit Rev Food Sci Nutr. 2009;577–606.

36. Salles C, ChagnonM-C, FeronG, Guichard E, Laboure H,Morzel
M, et al. In-mouth mechanisms leading to flavor release and per-
ception. Crit Rev Food Sci Nutr. 2011;51:67–90.

37. Del Valle EMM. Cyclodextrins and their uses: a review. Process
Biochem. 2004;39:1033–46.

38. Szente L, Szejtli J. Cyclodextrins as food ingredients. Trends Food
Sci Technol. 2004;15:137–42.

39. Astray G, Gonzalez-Barreiro C, Mejuto JC, Rial-Otero R, Simal-
Gándara J. A review on the use of cyclodextrins in foods. Food
Hydrocoll. 2009;23:1631–40.

40. Binello A, Robaldo B, Barge A, Cavalli R, Cravotto G. Synthesis of
cyclodextrin-based polymers and their use as debittering agents. J
Appl Polym Sci. 2008;107:2549–57.

41. Bilensoy E. Nanoparticulate delivery systems based on amphiphilic
cyclodextrins. J Biomed Nanotechnol. 2008;4:293–303.

42. Brewster ME, Loftsson T. Cyclodextrins as pharmaceutical
solubilizers. Adv Drug Deliv Rev. 2007;59:645–66.

43. Szejtli J, Szente L. Elimination of bitter disgusting tastes of
drugs and foods by cyclodextrins. Eur J Pharm Biopharm.
2005;61:115–25.

44. Astray G, Mejuto JC, Morales J, Rial-Otero R, Simal-Gándara J.
Factors controlling flavors binding constants to cyclodextrins and
their applications in foods. Food Res Int. 2010;43:1212–8.

45. Tamamoto LC, Schmidt SJ, Lee S-Y. Sensory properties of ginseng
solutions modified by masking agents. J Food Sci. 2010;75:S341–7.

46. Konno A,Misaki M, Toda J,Wadaand T, Yasumatsu K. Bitterness
reduction of naringin and limonin by β-cyclodextrin. Agric Biol
Chem. 1982;46:2203–8.

47. Ono NAO, Miyamoto Y, Ishiguro T, Motoyama K, Hirayama F,
Iohara D, et al. Reduction of bitterness of antihistaminic drugs by
complexationwith β-cyclodextrins. J Pharm Sci. 2011;100:1935–43.

48. Rescifina A, Chiacchio U, Iannazzo D, Piperno A, Romeo G. β-
cyclodextrin and caffeine complexes with natural polyphenols from
olive and olive oils: NMR, thermodynamic, and molecular model-
ing studies. J Agric Food Chem. 2010;58:11876–82.

49. Gaudette NJ, Pickering GJ. The efficacy of bitter blockers on
health-related bitterants. J Funct Foods. 2012;4:177–84.

50. Funasaki N, Uratsuji I, Okuno T, Hirota S, Neya S. Masking
mechanisms of bitter taste of drugs studied with ion selective elec-
trodes. Chem Pharm Bull (Tokyo). 2006;54:1155–61.

51. Funasaki N, Sumiyoshi T, Ishikawa S, Neya S. Solution structures
of 1:1 complexes of oxyphenonium bromide with - and γ-cyclodex-
trins. Mol Pharm. 2003;1:166–72.

52. Linde GA, Junior AL, De Faria EV, Colauto NB, De Moraes FF,
Zanin GM. Taste modification of amino acids and protein hydro-
lysate by α-cyclodextrin. Food Res Int. 2009;42:814–8.

53. Linde GA, Junior AL, De Faria EV, Colauto NB, De Moraes FF,
Zanin GM. The use of 2D NMR to study β-cyclodextrin complex-
ation and debittering of amino acids and peptides. Food Res Int.
2010;43:187–92.

54. Yang S,MaoX-Y, Li F-F, ZhangD, LengX-J, Ren F-Z, TENGG-
X. The improving effect of spray-drying encapsulation process on
the bitter taste and stability of whey protein hydrolysate. Eur Food
Res Technol. 2012;91–7.

55. Gaudette NJ, Pickering GJ.Optimizing the orosensory properties of
model functional beverages: the influence of novel sweeteners,
odorants, bitter blockers, and their mixtures on (+)-catechin. J
Food Sci. 2012;77:S226–32.

56. Stojanov M, Wimmer R, Larsen KIML. Study of the inclusion
complexes formed between cetirizine and α -, β -, and γ -
cyclodextrin and evaluation on their taste-masking properties. J
Pharm Sci. 2011;100:3177–85.

57. Stojanov M, Larsen KL. Cetrizine release from cyclodextrin for-
mulated compressed chewing gum. Drug Dev Ind Pharm. 2012;38:
1061–7.

58. Jagdale SC, Gawali VU, Kuchekar BS, Chabukswar AR.
Formulation and in vitro evaluation of taste-masked oro-dispersible
dosage form of diltiazem hydrochloride. Braz J Pharm Sci.
2011;47:907–16.

59. Lee C-W, Kim S-J, Youn Y-S, Widjojokusumo E, Lee Y-H, Kim J,
et al. Preparation of bitter taste masked cetirizine dihydrochloride/
β-cyclodextrin inclusion complex by supercritical antisolvent (SAS)
process. J Supercrit Fluids. 2010;55:348–57.

60. Patel AR, Vavia PR. Preparation and evaluation of taste masked
famotidine formulation using drug/beta-cyclodextrin/polymer ternary
complexation approach. AAPS Pharm Sci Technol. 2008;9:544–50.

61. Katsuragi Y, Yasumasu T, Kurihara K. Lipoprotein that selectively
inhibits taste nerve responses to bitter substances. Brain Res.
1996;713:240–5.

62. Maehashi K, Matano M, Nonaka M, Udaka S, Yamamoto Y.
Riboflavin-binding protein is a novel bitter inhibitor. Chem
Senses. 2008;33:57–63.

63. Thakral S, Thakral NK, Majumdar DK. Eudragit: a technology
evaluation. Expert Opin Drug Deliv. 2013;10:131–49.

64. Soppimath KS, Aminabhavi TM, Kulkarni AR, Rudzinski WE.
Biodegradable polymeric nanoparticles as drug delivery devices. J
Control Release. 2001;70:1–20.

65. Barratt G. Colloidal drug carriers: achievements and perspectives.
Cell Mol Life Sci. 2003;60:21–37.

66. Repka MA, Shah S, Lu J, Maddineni S, Morott J, Patwardhan K,
et al. Melt extrusion: process to product. Expert Opin Drug Deliv.
2012;9:105–25.

67. RepkaMA, SoumyajitM, Sun B. Applications of hot-melt extrusion
for drug delivery. Expert Opinon Drug Deliv. 2008;5:1357–76.

68. Van der Linden E, Venema P. Self-assembly and aggregation of
proteins. Curr Opin Colloid Interface Sci. 2007;12:158–65.

69. Jones M-C, Leroux J-C. Polymeric micelles - a new generation of
colloidal drug carriers. Eur J Pharm Biopharm. 1999;48:101–11.

70. Lee JS, Feijen J. Polymersomes for drug delivery: design, formation
and characterization. J Control Release. 2012;161:473–83.

71. Horne DS. Casein structure, self-assembly and gelation. Curr Opin
Colloid Interface Sci. 2002;7:456–61.

72. Roach A, Dunlap J, Harte F. Association of triclosan to casein
proteins through solvent-mediated high-pressure homogenization.
J Food Sci. 2009;74:N23–9.

73. Hamidi M, Azadi A, Rafiei P. Hydrogel nanoparticles in drug
delivery. Adv Drug Deliv Rev. 2008;60:1638–49.

74. Agarwal R,Mittal R, Singh A. Studies of ion-exchange resin complex
of chloroquine phosphate. Drug Dev Ind Pharm. 2000;26:773–6.

75. Yan Y-D,Woo JS, Kang JH, YongCS, Choi H-G. Preparation and
evaluation of taste-masked donepezil hydrochloride orally
disintegrating tablets. Biol Pharm Bull (Tokyo). 2010;33:1364–70.

76. Shukla D, Chakraborty S, Singh S, Mishra B. Fabrication and
evaluation of taste masked resinate of risperidone and its orally
disintegrating tablets. Chem Pharm Bull (Tokyo). 2009;57:
337–45.

Physical Approaches to Masking Bitter Taste 2937



77. Malladi M, Jukanti R, Nair R, Wagh S, Padakanti HS, Mateti A.
Design and evaluation of taste masked dextromethorphan
hydrobromide oral disintegrating tablets. Acta Pharm. 2010;60:
267–80.

78. Madgulkar AR, Bhalekar MR, Padalkar RR. Formulation design
and optimization of novel taste masked mouth-dissolving tablets of
tramadol having adequate mechanical strength. AAPS Pharm Sci
Tech. 2009;10:574–81.

79. WeiB G, Knoch A, Laicher A, Stanislaus F, Daniels R.
Simple coacervation of hydroxypropyl methylcellulose
pthalate (HPMCP). 2: Microencapsulation of ibuprofen. Int
J Pharm. 1995;124:97–105.

80. LuM, Borodkin S,Woodward L, Li P. A polymer carrier system for
taste masking of macrolide antibiotics. Pharm Res. 1991;8:706–12.

81. YajimaT, Nogata A, DemachiM,Umeki N, Itai S, Yunoki N, et al.
Particle design for taste-masking using a spray-congealing tech-
nique. Chem Pharm Bull (Tokyo). 1996;44:187–91.

82. Hashimoto Y, TanakaM,KishimotoH, ShiozawaH,HasegawaK,
Matsuyama K, et al. Preparation, characterization and taste-
masking properties of polyvinylacetal diethylaminoacetate micro-
spheres containing trimebutine. J Pharm Pharmacol. 2002;54:
1323–8.

83. Maniruzzaman M, Boateng JS, Bonnefille M, Aranyos A, Mitchell
JC, Douroumis D. Taste masking of paracetamol by hot-melt
extrusion: an in vitro and in vivo evaluation. Eur J Pharm
Biopharm. 2011;80:433–42.

84. Gryczke A, Schminke S, Maniruzzaman M, Beck J, Douroumis D.
Development and evaluation of orally disintegrating tablets (ODTs)
containing Ibuprofen granules prepared by hot melt extrusion.
Colloids Surf B: Biointerfaces. 2011;86:275–84.

85. Molina Ortiz SE, Mauri A, Monterrey-Quintero ES, Trindade
MA, Santana AS, Favaro-Trindade CS. Production and properties
of casein hydrolysate microencapsulated by spray drying with soy-
bean protein isolate. LWT Food Sci Technol. 2009;42:919–23.

86. Rocha GA, Trindade MA, Netto FM, Favaro-Trindade CS.
Microcapsules of a casein hydrolysate: production, characteriza-
tion, and application in protein bars. Food Sci Technol Int.
2009;15:407–13.

87. Favaro-Trindade CS, Santana AS, Monterrey-Quintero ES,
Trindade MA, Netto FM. The use of spray drying technology to
reduce bitter taste of casein hydrolysate. Food Hydrocoll. 2010;24:
336–40.

88. Pripp AH, Busch J, Vreeker R. Effect of viscosity, sodium caseinate
and oil on bitterness perception of olive oil phenolics. Food Qual
Prefer. 2004;15:375–82.

89. Smid SD, Maag JL, Musgrave IF. Dietary polyphenol-derived
protection against neurotoxic β-amyloid protein: from molecular
to clinical. Food Funct. 2012;3:1242–50.

90. Bieschke J, Russ J, Friedrich RP, Ehrnhoefer DE, Wobst H,
Neugebauer K, et al. EGCG remodels mature alpha-synuclein
and amyloid-beta fibrils and reduces cellular toxicity. Proc Natl
Acad Sci U S A. 2010;107:7710–5.

91. Shpigelman A, Cohen Y, Livney YD. Thermally-induced β-lacto-
globulin–EGCG nanovehicles: loading, stability, sensory and
digestive-release study. Food Hydrocoll. 2012;29:57–67.

92. Attwood D, Florence AT. Surfactants. Phys. Pharm. London:
Pharmaceutical Press; 2008;43–62.

93. Li J, Tao L. Pharmaceutical applications of non-ionic surfactants.
In: Wendt PL, Hoystead DS, editors. Non-ionic surfactants. New
York: Nova Science Publishers, Inc.; 2010. p. 173–5.

94. Katsuragi Y, Mitsui Y, Umeda T. Basic studies for the practical use
of bitterness inhibitors: selective inhibition of bitterness by phospho-
lipids. Pharm Res. 1997;14:720–4.

95. Stephan A, Steinhart H. Bitter taste of unsaturated free fatty acids in
emulsions: contribution to the off-flavour of soybean lecithins. Eur
Food Res Technol. 2000;212:17–25.

96. Waters LJ, Hussain T, Parkes GMB. Titration calorimetry of sur-
factant–drug interactions: Micelle formation and saturation studies.
J Chem Thermodyn. 2012;53:36–41.

97. McClements DJ. Nanoemulsions versus microemulsions: terminol-
ogy, differences, and similarities. Soft Matter. 2012;8:1719.

98. Malmsten M. Soft drug delivery systems. Soft Matter. 2006;2:
760–9.

99. Taylor TM, Davidson PM, Bruce BD, Weiss J. Liposomal
nanocapsules in food science and agriculture. Crit Rev Food Sci
Nutr. 2005;45:587–605.

100. Sirk TW, Brown EF, Sum AK, Friedman M. Molecular dynamics
study on the biophysical interactions of seven green tea catechins with
lipid bilayers of cell membranes. J Agric Food Chem. 2008;56:7750–8.

101. Kajiya K, Kumazawa S, Nakayama T. Effect of external factors on
the interaction of tea catechins with lipid bilayers. Biosci Biotechnol
Biochem. 2002;66:2330–5.

102. Suzuki H, Onishi H, Takahashi Y, Iwata M, Machida Y.
Development of oral acetominophen chewable tablets with
inhibited bitter taste. Int J Pharmacol. 2003;251:123–32.

103. KoprivnjakO, ŠkevinD, Petričević S, BrkićBubolaK,MokrovčakŽ.
Bitterness, odor properties and volatile compounds of virgin olive oil
with phospholipids addition. LWT Food Sci Technol. 2009;42:50–5.

104. Gülseren I, Guri A, CorredigM. Encapsulation of Tea polyphenols
in nanoliposomes prepared with milk phospholipids and their effect
on the viability of HT-29 human carcinoma cells. Food Dig. 2012.
doi:10.1007/s13228-012-0019-8.

105. Sun Y,HungW-C, Chen F-Y, Lee C-C, HuangHW. Interaction of
tea catechin (−)-epigallocatechin gallate with lipid bilayers. Biophys
J. 2009;96:1026–35.

106. Leo A, Hansch C, Elkins D. Partition coefficients and their uses.
Chem Rev. 1971;71:525–616.

107. Costa M, Losada-Barreiro S, Paiva-Martins F, Bravo-Díaz C.
Effects of acidity, temperature and emulsifier concentration on the
distribution of caffeic acid in stripped corn and olive oil-in-water
emulsions. J Am Oil Chem Soc. 2013;90:1629–36.

108. Schwarz K, Frankel EN, German JB. Partition behaviour of anti-
oxidative phenolic compounds in heterophasic systems. Lipid/Fett.
1996;98:115–21.

109. Sangster J. Octanol-water partition coefficients of simple organic
compounds. J Phys Chem Ref Data. 1989;18:1111–227.

110. Tetko IV, Bruneau P. Application of ALOGPS to predict 1-
octanol/water distribution coefficients, logP, and logD, of
AstraZeneca in-house database. J Pharm Sci. 2004;93:3103–10.

111. Huang S, Frankel EN, Aeschbach R, German JB. Partition of
selected antioxidants in corn oil-water model. J Agric Food Chem.
1997;45.

112. Lisete-Torres P, Losada-Barreiro S, Albuquerque H, Sánchez-Paz
V, Paiva-Martins F, Bravo-Díaz C. Distribution of hydroxytyrosol
and hydroxytyrosol acetate in olive oil emulsions and their antiox-
idant efficiency. J Agric Food Chem. 2012;60:7318–25.

113. Bahal SM, Romansky JM, Alvarez FJ. Medium chain triglycerides
as vehicle for palatable oral liquids. Pharm Dev Technol. 2003;8:
111–5.

114. McClements DJ. Food emulsions. Principles, practices and tech-
niques. 2nd ed. Boca Raton: CRC Press; 2004.

115. Bunjes H. Structural properties of solid lipid based colloidal drug
delivery systems. Curr Opin Colloid Interface Sci. 2011;16:405–11.

116. Fathi M, Mozafari MR, Mohebbi M. Nanoencapsulation of food
ingredients using lipid based delivery systems. Trends Food Sci
Technol. 2011;23:13–27.

117. Yucel U, Elias RJ, Coupland JN. Emulsions; Nanoemulsions and
Solid Lipid Nanoparticles as Delivery Systems in Food. In: Dunford
N, ed. Food Ind. Prod. Bioprocess. Wiley-Blackwell. 2012;145–66.

118. Yucel U, Elias RJ, Coupland JN. Effect of liquid oil on the distri-
bution and reactivity of a hydrophobic solute in solid lipid nano-
particles. J Am Oil Chem Soc. 2013;90:819–24.

2938 Coupland and Hayes



119. McClements DJ. Theoretical analysis of factors affecting the forma-
tion and stability of multilayered colloidal dispersions. Langmuir.
2005;21:9777–85.

120. Ghosh S, Peterson DG, Coupland JN. Effects of droplet crystalliza-
tion and melting on the aroma release properties of a model oil-in-
water emulsion. J Agric Food Chem. 2006;54:1829–37.

121. Stockmann H, Schwarz K. Partitioning of low molecular weight
compounds in oil-in-water emulsions. Langmuir. 1999;15:6142–9.

122. Gunaseelan K, Romsted LS, Gallego M-JP, González-Romero E,
Bravo-Díaz C. Determining alpha-tocopherol distributions between
the oil, water, and interfacial regions of macroemulsions: novel
applications of electroanalytical chemistry and the pseudophase
kinetic model. Adv Colloid Interface Sci. 2006;123–126:303–11.

123. Losada-Barreiro S, Sánchez-Paz V, Bravo-Díaz C, Paiva-Martins
F, Romsted LS. Temperature and emulsifier concentration effects
on gallic acid distribution in a model food emulsion. J Colloid
Interface Sci. 2012;370:73–9.

124. Yucel U, Elias RJ, Coupland JN. Solute distribution and stability in
emulsion-based delivery systems: an EPR study. J Colloid Interface
Sci. 2012;377:105–13.

125. Watrobska-Swietilowska D, SznitowskaM. Partitioning of parabens
between phases of submicron emulsions stabilized with egg lecithin.
Int J Pharm. 2006;312:174–8.

126. Mackey A. Discernment of taste substances as affected by solvent
medium. Food Res. 1958;23:580–3.

127. Lynch J, Liu Y-H, Mela DJ, MacFie HJH. A time—intensity study
of the effect of oil mouthcoatings on taste perception. Chem Senses.
1993;18:121–9.

128. Metcalf KL, Vickers ZM. Taste intensities of oil-in-water emulsions
with varying fat content. J Sens Stud. 2001;17:379–90.

129. Ares G, Barreiro C, Deliza R, Gámbaro A. Alternatives to reduce
the bitterness, astringency and characteristic flavour of antioxidant
extracts. Food Res Int. 2009;42:871–8.

130. Mattes RD. Effects of linoleic acid on sweet, sour, salty, and bitter
taste thresholds and intensity ratings of adults. Am J Physiol
Gastrointest Liver Physiol. 2007;292:G1243–8.

131. Keast RS. Modification of the bitterness of caffeine. Food Qual
Pref. 2008;19:465–472.

132. Bennett SM, Zhou L,Hayes JE. Usingmilk fat to reduce the irritation
and bitter taste of ibuprofen. Chemosens Percept. 2012;5:231–6.

133. García-Mesa JA, Pereira-Caro G, Fernández-Hernández A,
García-Ortíz Civantos C, Mateos R. Influence of lipid matrix in
the bitterness perception of virgin olive oil. Food Qual Prefer.
2008;19:421–30.

134. Koriyama T, Wongso S, Watanabe K, Abe H. Fatty acid compo-
sitions of oil species affect the 5 basic taste perceptions. J Food Sci.
2002;67:868–73.

135. Tucker RM,Mattes RD. Are free fatty acids effective taste stimuli in
humans? J Food Sci. 2012;77:S148–51.

136. Wieser H, StempflW,GroschW, BelitzH. Studies of the bitter taste
of fatty acid emulsions. Z Lebensm Forschungsergeb. 1984;179:
447–9.

137. Thurgood JE, Martini S. Effects of three emulsion compositions on
taste thresholds and intensity ratings of five taste compounds. J Sens
Stud. 2010;25:861–75.

138. Mendanha DV, Molina Ortiz SE, Favaro-Trindade CS, Mauri A,
Monterrey-Quintero ES, Thomazini M. Microencapsulation of
casein hydrolysate by complex coacervation with SPI/pectin.
Food Res Int. 2009;42:1099–104.

139. Suzuki H, Onishi H, Hisamatsu S, Masuda K, Takahashi Y, Iwata
M, et al. Acetominophen-containing chewable tablets with sup-
pressed bitterness and improved oral feeding. Int J Pharm.
2004;278:51–61.

140. NakayaK, Kohata T, Doisaki N, Ushio H, Ohshima T. Effect of oil
droplet sizes of oil-in-water emulsion on the taste impressions of
added tastants. Fish Sci. 2006;72:877–83.

141. Barylko-Pikielna N, Martin A, Mela DJ. Perception of taste and
viscosity of oil-in-water and water-in-oil emulsions. J Food Sci.
1994;59:1318–21.

142. Di Mattia CD, Sacchetti G, Mastrocola D, Sarker DK, Pittia P.
Surface properties of phenolic compounds and their influence on
the dispersion degree and oxidative stability of olive oil O/W
emulsions. Food Hydrocoll. 2010;24:652–8.

143. Luo Z, Murray BS, Yusoff A, MorganMRA, Povey MJW, Day AJ.
Particle-stabilizing effects of flavonoids at the oil-water interface. J
Agric Food Chem. 2011;59:2636–45.

144. Caballero I, Blanco CA, PorrasM. Iso-α-acids, bitterness and loss of
beer quality during storage. Trends Food Sci Technol. 2012;26:21–
30.

145. SimpsonW, Hughes P. Stabilization of foams by hop-derived bitter
acids chemical interactions in beer foam. Cerevisia Biotechnol.
1994;19:39044.

146. Van Aken GA, Vingerhoeds MH, de Hoog EHA. Food colloids
under oral conditions. Curr Opin Colloid Interface Sci. 2007;12:
251–62.

147. Vingerhoeds MH, Blijdenstein TBJ, Zoet FD, van Aken GA.
Emulsion flocculation induced by saliva and mucin. Food
Hydrocoll. 2005;19:915–22.

Physical Approaches to Masking Bitter Taste 2939


	Physical Approaches to Masking Bitter Taste: Lessons from Food and Pharmaceuticals
	Abstract
	Introduction
	Taste Masking in Foods versus Pharmaceuticals
	Mechanism of Bitter Taste
	Bitter Tasting Molecules
	Delivery Systems to Mask Bitter Taste
	Cyclodextrins
	Structures and Interactions
	Examples

	Polymers
	Structures and Interactions
	Examples

	Surfactants and Microemulsions
	Structures and Interactions
	Examples

	Lipids and Emulsions
	Structures and Interactions
	Examples


	Conclusions
	References


