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Binge eating (BE) is a core eating disorder behavior that is present across nearly all

eating disorder diagnoses (e. g., bulimia nervosa, binge eating disorder, anorexia nervosa

binge/purge subtype), and is also widely present in the general population. Despite

the prevalence of BE, limited treatment options exist and there are often high rates

of relapse after treatment. There is evidence showing that genetic factors contribute

to the heritability of BE and support for biological contributions to BE. However, more

work is needed to fully understand neurobiological mechanisms underlying BE. One

approach to target this problem is to separate BE into its distinct clinical components that

can be more easily modeled using pre-clinical approaches. To date, a variety of animal

models for BE have been used in pre-clinical studies; but there have been challenges

translating this work to human BE. Here, we review these pre-clinical approaches by

breaking them down into three clinically-significant component parts (1) consumption of

a large amount of food; (2) food consumption within a short period of time; and (3) loss

of control over eating. We propose that this rubric identifies the most frequently used

and effective ways to model components of BE behavior using pre-clinical approaches

with the strongest clinical relevance. Finally, we discuss how current pre-clinical models

have been integrated with techniques using targeted neurobiological approaches and

propose ways to improve translation of pre-clinical work to human investigations of BE

that could enhance our understanding of BE behavior.

Keywords: binge eating, eating disorders, animal models, feeding behavior, pre-clinical

INTRODUCTION

Binge eating (BE) is a core eating disorder symptom that is present across nearly all eating disorder
diagnoses (e.g., binge eating disorder, bulimia nervosa, anorexia nervosa—binge/purge subtype)
(1) (Figure 1). The prevalence of BE disorder diagnoses continues to rise (2, 3), and rates of BE
are highly prevalent in the general population (4, 5), highlighting the serious clinical impact of BE.
BE is also associated with elevated rates of obesity (6–8), poor psychosocial outcomes (e.g., suicidal
ideation) (9, 10), and significant medical consequences including type II diabetes and metabolic
syndrome (11, 12). In addition, individuals with binge-related disorders often have high rates of
relapse after treatment (13), leading to a significant impact on quality of life. Despite the substantial
negative impact of BE, the etiology and mechanisms contributing to BE are still largely unknown.
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FIGURE 1 | Presence of binge eating across eating disorder diagnoses. Binge

eating is present across nearly all eating disorder diagnoses currently in the

Diagnostic and Statistical Manual of Mental Health Disorders−5th Edition.

Diagnoses include: binge eating disorder, bulimia nervosa, anorexia nervosa

binge-purge subtype, as well as eating disorders otherwise specified.

Clinical studies of individuals with BE have provided evidence
for neurobiological mechanisms underlying BE (14–16). For
example, aberrant activity within circuitry associated with reward
has been found in BE populations. Specifically, individuals with
BE have a blunted response within the insular cortex during
anticipation for a palatable food reward (sweet milkshake) (17)
as well as the ventral striatum during monetary reward tasks
(18, 19) compared to non-BE populations. Individuals with
binge-related disorders also have increased activity within the
medial orbitofrontal cortex, insular cortex, and anterior cingulate
cortex in response to images of palatable food (20) compared to
non-BE individuals. Additionally, individuals with BE have high
levels of impulsivity (21, 22), and other studies have associated
this with reduced activity in the prefrontal cortex during the
Stroop task, a cognitive assessment of impulsivity which requires
strong inhibitory control (23). The role of biological mechanisms
underlying BE is further supported by studies in twins which have
consistently shown that BE is a significantly heritable phenotype
[∼50% (24–26)], and studies which have found that diagnoses
of BE disorder strongly aggregate within families (27). While
this work has provided evidence for dysregulated neural activity
and genetic mechanisms in BE, studies in humans are also
complicated by a variety of factors such as comorbidity with
other psychiatric conditions (9, 28) and psychosocial factors
(29), which can make it challenging to fully disentangle patterns
of neurobiological function that are specifically related to BE.
However, pre-clinical approaches can isolate specificmechanisms
underlying components of BE in the absence of these factors to
provide additional insight into neural dynamics in BE.

There has been a steady increase in the development and
application of animal models to investigate mechanisms
underlying BE (30–33), consistent with the increasing
recognition of the impact of BE on quality of life. As with

FIGURE 2 | Clinical components of binge eating. Binge eating is comprised of

three core clinical components: (1) The consumption of a large amount of food

(that is typically palatable in nature). (2) The consumption of food is episodic

and occurs within in a short period of time. (3) Individuals experience a loss of

control over what and/or how much they are eating during binge eating

episodes.

any animal model used to investigate psychiatric conditions,
it is important to acknowledge that no pre-clinical approach
can completely model complex human illnesses (34) like binge-
related disorders. Nonetheless, pre-clinical approaches for BE
can be used to isolate components of BE behavior that can
be mechanistically dissected in animals. BE is comprised of
three components according to criteria in the Diagnostic and
Statistical Manual of Mental Disorders (1) (Figure 2). First, BE is
associated with the consumption of objectively large amounts of
food (1, 35). While not a diagnostic requirement, food consumed
during BE is typically palatable food (PF), which is high in
sweetness and fat, but low in nutritional value (36–39). Second,
the large amounts of food are consumed during intermittent
BE episodes that occur over a short amount of time–typically
completed within 2 h according to diagnostic guidance (1),
and consistent with observations in clinical populations (40).
Third, individuals experience a loss of control over what and/or
how much they are eating during these BE episodes (1). Loss
of control is a subjective experience that is associated with
significant levels of psychological distress (41), and is described
by individuals that binge eat as the most salient or important
feature of BE (42). By modeling these three core components of
BE in animal models, we can dissect the circuits and specific cell
populations underlying these BE constructs. This will provide
novel information to improve our understanding of core BE
components in humans and inform future clinical studies of BE.
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The overarching aim of this review is to evaluate how each
of these three components of human BE behavior have been
assessed using pre-clinical models (Figure 3). These include:
what animals are eating in the model (i.e., what type of palatable
substance is provided), how much animals are consuming (i.e.,
how is an “objectively large amount of food” being defined),
what period of time is being used to capture a BE episode
(i.e., what intermittent access schedule and short period of
time is being used to examine BE), and how loss of control
over eating during BE is being assessed (i.e., what approach
is being used to assess loss of control over what/how much is
being consumed). The goal of this review is not to identify one
specific model that is best for examining circuit and cellular
mechanisms underlying BE, but rather to break down previously
used approaches into component parts that are translationally
relevant for understanding clinical BE. Now, as new technologies
become available that provide increased precision for monitoring
and manipulating individual cell types and circuits, it is critical to
evaluate which models for each BE component are best aligned
with these methods to advance our understanding about how
specific neurobiological factors contribute to BE.

OVERVIEW OF APPROACHES FOR
MODELING BINGE EATING IN ANIMALS

Over the last two decades, there has been an increase in the
development of pre-clinical approaches to study BE (30, 33, 43,
44). These approaches have modeled many of the core clinical
BE components listed above (Figure 2) and models have also
been developed to examine other clinical characteristics related
to BE such as the impact of caloric restriction and stress on BE.
Notably, the following five models described are not intended to
be a comprehensive review of all animal models for BE. These
examples have been selected to highlight the progress in BE
model development and provide a brief overview showing the
diversity of approaches to modeling the core BE components in
animals (Table 1). Subsequent sections of this review will further
examine these models, along with other studies using animal
models for BE, by breaking them down into the core components
of BE (Figure 2) to directly examine how each component is
modeled in animals (Figure 3).

Corwin and Wojnicki—Intermittent Access
to High Fat Palatable Food Elicits
Binge-Like Eating
Some of the earliest pre-clinical investigations of BE highlighted
the role of intermittent access to PF in the development of
binge-like eating. Corwin and colleagues developed a model that
provided direct support for the use of intermittent exposure to
PF by examining the impact of different access schedules to a
high fat PF (i.e., Crisco, “what,” Table 1) on binge-like eating
(60, 61). Animals were divided into three groups: intermittent
access (Monday, Wednesday, Friday, 2 h PF access), daily 2 h
PF access, or a continuous chow only control (60, 61) (“period of
time, ” Table 1). Animals with intermittent access (i.e., Monday,
Wednesday, Friday for 2 h) had a higher total intake of PF than

animals that received daily 2 h access (“how much,” Table 1),
suggesting that more restricted or intermittent presentations
of PF result in the most significant intake of PF reminiscent
of binge-like eating (60–64). Further support for the role of
intermittent PF access in the development of binge-like eating
was found in another study that included an additional group
of animals with continuous, non-intermittent access to PF. Here,
intermittent access animals still consumed significantly more PF
within the 2 h access period compared to continuous PF animals
(64). Work using this model also confirmed that binge-like
feeding was specific to PF and not standard chow by providing
both PF and chow simultaneously. Animals on the intermittent
and daily PF access schedules consumed more than 50% of
their daily caloric intake on the high fat PF vs. chow (64, 65).
Overall, work using this model provided foundational support
for the importance of intermittent access to highly PF in eliciting
binge-like eating in animals.

Czyzyk et al.—Cyclic Access to Palatable
Food Leads to the Development of
Binge-Like Eating
The role of intermittent exposure to PF in the development of
binge-like eating was extended to examine how weekly cycles of
PF access impacted binge-like eating. Czyzyk et al. developed a
model (66) that used a weekly, 7 day cycle comprised of 6 days of
standard chow access followed by 1 day (24-h) of access to high
fat, high sweetness PF (i.e., high energy pellet, “what,” Table 1).
Intake was measured at two and a half hours and after 24-h on
the PF access day (“period of time,” Table 1). Across study days,
feeding in the weekly, cyclic PF access group was compared to
animals with continuous access to PF and standard chow, and
animals with continuous standard chow (66). After completion
of at least 6–7 weeks of the cycle, only animals with intermittent,
once weekly exposure to PF demonstrated a pattern of consistent
binge-like eating (66, 67) as evidenced by the consumption of
more than double the amount of kilocalories during the weekly
24-h PF exposure compared to animals in the continuous access
groups (“how much,” Table 1) (66). Weekly, cyclic PF exposure
animals displayed the majority of PF intake within the first
two and a half hours of access, suggesting that these animals
engaged in episodic consumption of PF, similar to human BE.
This model has since been used in studies examining biological
mechanisms underlying BE, in which ovariectomized female
mice decreased binge-like eating after estrogen replacement (68),
and that serotonin receptors are a potential treatment target to
reduce binge-like eating (67). Together, findings demonstrate
that this model of weekly, cyclic access to PF can be used to
examine underlying biological mechanisms of binge-like eating.

Halpern et al.—Consistency in PF
Consumption to Identify a Chronic Binge
Eating State
Diagnosis of many disorders characterized by BE (BE disorder,
bulimia nervosa) requires that individuals engage in a consistent
pattern of BE [i.e., at least one time per week for 3 months
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FIGURE 3 | Assessing components of binge eating in animals. (A) What animals are eating in the model (i.e., what type of palatable substance is being used), (B) how

much animals are consuming (i.e., how is an “objectively large amount of food” being defined), (C) what period of time is being used to capture a BE episode (i.e.,

intermittent/short period of time being used to examine BE), and (D) how loss of control over eating during BE is being determined (i.e., loss of control over what/how

much is being consumed). Images were created with BioRender.com.

(1)]. Consistency in PF consumption has therefore also been
used to characterize binge-like eating in a pre-clinical model for
BE developed by Halpern and colleagues (69). In this model,
all animals were equally exposed to high fat PF (i.e., high fat
pellet, “what,” Table 1) daily for 1 h (“period of time,” Table 1).
On this exposure schedule, animals consistently increased the
amount of PF consumed across days (69). Binge-like eating was
characterized as intake of PF of >25% of the caloric intake
for the entire day during the 1 h exposure (69). Animals were
considered to be in a chronic BE state once there was less than
a 15% difference in PF intake between three consecutive PF
exposures (“period of time,” Table 1), which occurred after seven
exposures (69). Other work employing this model used a 2-h
daily exposure to PF high in sugar and fat and a requirement
of <10% variability in PF intake across four consecutive feeding
tests to establish chronic BE (70, 71). Animals successfully
reached the chronic BE threshold after approximately eight
exposures (70), similar to the original model (69). This approach
to characterize chronic binge-like eating maximizes the sample
size of BE animals in an experiment since all animals have the
same PF exposure and threshold requirements to achieve BE.
This model has been used for targeted neural manipulation to
modify chronic BE. For example, Halpern and colleagues used
this model to show that chronic BE animals receiving deep brain
stimulation in the nucleus accumbens shell decreased binge-like
eating compared to chronic BE animals receiving only sham
surgery (69).

Boggiano et al.—Binge Eating
Resistant/Binge Eating Prone: Individual
Differences in Rates of Binge Eating
The Binge Eating Resistant/Binge Eating Pronemodel, developed
by Boggiano et al. (45), is an example of examining naturally
occurring individual differences in propensity to engage in
binge-like eating. To identify BE phenotypes, all rats in the
paradigm were exposed to PF (Oreo cookies, “what,” Table 1)
approximately three times per week, with at least 1 day in between
exposures (45, 47, 48, 51, 52). PF was measured at multiple time
points (1, 2, 4, and 24 h, “period of time,” Table 1). Animals
were classified as BE-resistant or BE-prone using a tertile [or
median split (45)] approach based on average PF intake across
the paradigm. Animals falling consistently in the highest tertile of
PF intake, and never in the bottom, are BE-prone (“how much,”
Table 1). Conversely, animals consuming the lowest amounts of
PF consistently across study days are labeled BE-resistant. Rates
of BE proneness are ∼20–30% of study populations (47, 72).
Other work classifying animals as BE-prone and BE-resistant
showed differences in feeding microstructure—i.e., BE-prone
animals had significantly more licks compared to BE-resistant
animals during a 1 h free access PF exposure (73). This may
point to differences in motivation for PF such that BE-prone
animals have higher motivation to consume PF compared to
BE-resistant animals (73). During a 1 h PF access period after a
stress-exposure, BE-prone animals had a shorter time to onset
of the first lick, a higher rate of licking in the first minute of
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TABLE 1 | Component assessment of selected animal models for binge eating.

Authors/Year What (palatable food

used)

How much (objectively large

amount of food)

What period of time

(access schedule)

Loss of control (over

what/how much)

Boggiano et al. (45, 46), Klump

et al. (47–50), Hildebrandt et al.

(51, 52), LeMon et al. (53)

Sweet/Fat combination

(Oreos, 4.8 kcal/g)

• Measured PF intake in grams

• Classified animals as

BE-prone/resistant based on

average kcal intake

• 3–5 times per week

• Measured intake at

1, 2, 4, and 24-h

Engagement in

repeated foot shock to

consume PF (54)

Cifani et al. (55), Di Bonaventura

et al. (56, 57), Piccoli et al. (58),

Romano et al. (59)

Sweet/Fat combination

(Nutella, food pellets,

water) (3.63 kcal/g)

• Measured PF intake in grams

• Assessed intake in total kcal

• Measured intake

after 2 and 24-h

Consumption of PF

after exposure to a

frustrative stress

Corwin and Wojnicki (60), Corwin

et al. (61), Corwin (62), Wojnicki

(63), Dimitriou et al. (64), Chawla

et al. (65)

High fat (Crisco, 9.2

kcal/g)

• Measured total PF intake after

exposure

• Assessed intake in total kcal

between groups

• Monday,

Wednesday, Friday

2-h PF access

• Daily 2-h PF access

• Continuous

chow only

–

Czyzyk et al. (66), Xu et al. (67),

Cao et al. (68)

“High energy pellet”

−40% fat, 16% sugar

(4.3 kcal/g)

• Measured total PF intake at 2.5

and 24 hrs in grams

• Assessed intake in total kcal

between groups

• 1 24-hr exposure per

week

• Ad libitum chow and

PF

• Ad libitum chow

–

Halpern et al. (69), Doucette et

al. (70), Sarica et al. (71)

High fat pellet (5.24

kcal/g)

• Assessed 1-h PF intake in

kilocalories

• BE criteria reached after consistent

consumption of PF

• Daily 1-h PF access –

PF, palatable food; hr, hour; kcal, kilocalorie. Authors/Year column includes the surname of primary author from the original work that developed the model. Additional numerical citations

indicate subsequent studies that have used or extended these models. Subsequent binge eating component columns include assessment of how each component was modeled in

the original approach. The use of - in the loss of control column indicates that work using those models did not incorporate an assessment of loss of control in the model.

PF exposure, and shorter time between bouts compared to BE-
resistant animals (73). These data may provide evidence for
increased hedonic value of PF (73), specifically after stressful
experience, in BE-prone animals.

The BE-Resistant/BE-Prone model has also been used
to investigate other clinical outcomes and phenotypic
characteristics of BE. Similar to human BE, there are strong
sex differences in BE-prone phenotypes, with higher rates of
BE-proneness among female rats vs. male rats in this model
(47). Additionally, puberty is strongly linked to the emergence
of BE in animals, similar to human BE in which puberty is a
particularly risky phase of development for the onset of BE
(48, 49, 74). There is also some evidence for compulsive behavior
in BE-prone animals, such that they are more likely to engage
in repeated and increasing foot shock to obtain PF compared to
BE-resistant rats (“loss of control,” Table 1) (54). Together, these
results support the BE-resistant/BE-prone model to examine
individual differences in BE.

Cifani et al.—Impact of Caloric Restriction
and Stress on Binge Eating
Clinical studies have pointed to the combination of stress and
caloric restriction as important risk factors for BE (75). An
approach developed by Cifani et al. (55) targeted this clinical
presentation of BE by combining a history of caloric restriction
with stress to examine the impact on binge-like eating. Animals
were food restricted to∼66% of their chow intake for 4 days (i.e.,
caloric restriction), then allowed to refeed on standard chow for
4 days (55). On the last day of the restriction/refeeding cycle, a
mild, frustrative stress was administered, in which PF was placed

outside of the feeding cage where it could be seen and smelled
by animals, but not consumed for 15min (55). This approach
has been shown to increase corticosteroid levels in animals after
15min, providing evidence for a stress response (55). The stressor
was followed by 2 h (“period of time,” Table 1) of access to a
high sweetness high fat PF (Nutella/food/water mixture, “what,”
Table 1). A significant increase in PF intake during exposure
(“how much,” Table 1) was observed in animals that experienced
the combination of both a history of caloric restriction and stress
compared to those with a history of only stress, only caloric
restriction, or exposure to neither stress nor caloric restriction
(55). A similar protocol using the forced swim test as the stressor
prior to PF access also showed an increase in PF intake in
animals with a history of caloric restriction compared to mice
with caloric restriction and no stressor (76). Studies using this
model have examined underlying biological mechanisms related
to BE across estrus cycle phases, with binge-like eating occurring
during the diestrus and proestrus phases and not the estrus
phase (56). Another study showed that changes in cytokine levels
within the hypothalamus during the estrous cycle were related
to changes in binge-like eating (77). Additionally, previous
work has used this model to identify potential candidates for
pharmacological treatment of BE. Gavage administration of
topiramate (55), systemic injections of corticotropin-releasing
factor antagonists (57), gavage administration of an orexin
receptor OX1R antagonist (58), and systemic oleoylethanolamide
administration (59) all successfully reduced PF intake in animals
with a history of caloric restriction and stress. Thus, this model
for BE mimics a specific risk pathway to BE in which an increase
in PF consumption is specific to animals with a history of
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caloric restriction and stress exposure, rather than dieting or
stress alone.

BREAKING DOWN MODELS FOR BE INTO
COMPONENT PARTS

The five models discussed above demonstrate ways in which the
core clinical components of BE (Figure 2) have been modeled
in animals (Figure 3, Table 1). While each model has uniquely
contributed to the establishment of pre-clinical approaches
for studying BE, it is important to independently assess how
each individual component of BE is represented within these
models and in other pre-clinical studies of binge-like eating.
This component assessment approach demonstrates the variety
of modifications used in pre-clinical BE studies, including the
variety of PF types used (“what” is being consumed during
binge-like eating), different assessment approaches to determine
how much PF is being consumed during binge-like eating
(identification of “how much” by measuring amount of food
consumed), and the range of PF exposure durations (over
what short “period of time” is binge-like eating occurring). By
considering the differences in how components are assessed in
various animal models, we can identify which approaches most
strongly map onto clinical BE in humans (Figure 2) to optimize
future pre-clinical studies.

PALATABLE FOOD USED (“WHAT”)

BE episodes in humans involve the consumption of large
amounts of PF (35). These foods tend to be high in sweetness
and fat, but low in nutritional value (36–38). While this criterion
is not a diagnostic requirement for BE (1), studies in humans
have identified that BE episodes rarely contain non-PF (37, 38).
Moreover, PF high in sweetness is shown to be preferred by BE
populations and may predict BE frequency (78). While animal
models for BE consistently use PF to elicit binge-like eating, the
type of PF used is diverse, and different types of PF evoke different
feeding responses from animals (33, 79).

High Sweetness Palatable Food
High sweetness PF has been used across animal models for BE
and is typically presented in the form of a liquid solution (e.g.,
sucrose, glucose) or high sugar pellet. Exposure to high sweetness
PF can effectively evoke binge-like eating after exposures as short
as 30min and up to 24 h of access (80–87). However, there is
evidence that the majority of high sweetness PF is consumed
within the first hour of access, even if animals are provided
longer (e.g., 12 h) access (88). There are individual differences
in the consumption of high sweetness PF. The variability in
PF intake allows for animals to be classified as BE-prone or
BE-resistant based on amount of PF consumed (73, 89, 90)
promoting the study of individual differences in BE phenotypes.
Additionally, the caloric makeup of high sweetness PF does
not impact binge-like eating, demonstrated by the fact that
there were no differences in sucrose (caloric) or saccharin (non-
caloric) consumption during a 4 h exposure (91). This finding

suggests that palatability, rather than caloric value, is driving
PF consumption.

High Fat Palatable Food
Intermittent exposure to high fat PF also evokes binge-like
eating in animals, with many similarities to models using high
sweetness PF. High fat PF is typically presented in pellet or
other solid (e.g., Crisco) forms. Binge-like eating on high fat
PF is strongly related to intermittent access schedules, such
that animals with intermittent exposure to high fat PF consume
significantly more PF compared to animals with continuous
access within the same timeframe (66, 67, 92). Animal models
using high fat PF can successfully elicit binge-like eating over a
short study duration (5–7 days) (68, 69) and caloric restriction
is not needed to see binge-like eating (62). Animals exposed
to high fat PF are able to consume a significant proportion
of their total daily caloric intake during one to 2 h exposures
(61, 63, 64, 93, 94). Additionally, intermittent binge-like eating on
high fat PF has resulted in impairments in reversal learning (65)
and changes to metabolic processes such as higher glucose and
insulin levels (93) demonstrating the consequences of binge-like
consumption. These findings reflect an aberrant eating pattern
with profound effects similar to those seen in clinical populations,
such that BE leads to impairments in cognitive tasks related
to attentional bias (95) and an increased risk of developing
metabolic syndrome (96).

Comparison of High Sweetness vs. High
Fat Palatable Food
Given similarities in the effects of exposure to high sweetness
or high fat PF on binge-like eating, direct comparisons have
been made to disentangle whether one PF has a stronger
impact. Animals with access to either type of PF consumed
a significant percentage of their daily caloric intake from PF
[high sweetness (20–45%); high fat (55–86%)] (97, 98). While the
greater percentage of daily consumption of high fat PF supports
the notion that high fat may more strongly effect binge-like
eating in animals (99), stronger effects of high sweetness PF have
been found during continuous reinforcement operant training
(FR1). Specifically, animals completedmore lever presses for high
sweetness PF compared to high fat PF (100). These discrepant
findings may be related to the different paradigms used to
assess binge-like behavior (i.e., free access schedule vs. operant
training). Additionally, animals may be able to consume a larger
amount of calories from high fat PF as this type of PF is higher
in its caloric value per mass compared to high sweetness PF.
Findings may also reflect differences in how the brain responds to
specific types of PF. This idea is supported by a study indicating
that systemic injections of baclofen, a GABA-B agonist, elicit
different responses in PF consumption in rats depending on
specific PF type, with reduced binge-like eating of high fat PF,
and no effect on high sweetness BE (101). However, across studies
there is evidence to suggest that both high sweetness PF and high
fat PF can be effectively used to evoke BE-like feeding in animals.
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High Sweetness/High Fat Complex
Palatable Food
More complex PF that is high in both sweetness and fat may
provide more consistent findings and have stronger translational
relevance to PF consumed during human BE episodes (36–38), as
humans do not usually consume foods that are only high sugar or
high fat. Indeed, complex PF developed for animals (e.g., pelleted
formulas) has been used to successfully elicit binge-like eating
after intermittent exposures ranging from 30min to 2 h (70, 71,
102). Findings have been replicated using a variety of complex
PFs including Nutella combined with food pellets and water (55–
59, 77), Reeses Peanut Butter Drops and Nestle Chocolate Drops
(103), Ensure drinks (104, 105), and sweetened condensed milk
(106). Rates of BE-proneness are similar across studies using
complex PF types high in both sweetness and fat such as Oreo
cookies (45, 54) and vanilla frosting (47, 49, 51, 52). Therefore,
while a range of PF has been used to successfully generate binge-
like eating in animals, PF that is high in both sweetness and fat
more strongly represents what is consumed during BE in humans
and may best represent the core BE component of “what” type of
food is being consumed.

MEASUREMENT OF LARGE AMOUNT OF
FOOD (“HOW MUCH”)

BE episodes in humans are characterized by the consumption
of an objectively large amount of food (1); however, the clinical
classification is defined only by guidance suggesting “an amount
of food that is definitely larger than what most people would
eat in a similar period of time under similar circumstances” (1).
Studies in humans have found that consumption >1,000 kcal
is appropriate to characterize an objectively large BE episode,
although the total amount consumed is often significantly higher
(40, 107). However, assessing size of BE episodes in human
populations is challenging due to inaccuracies in food recall
and underreporting of total food intake (108). Pre-clinical
approaches therefore have a distinct benefit over human studies
of BE because intake of food consumed during binge-like
eating in animals can be precisely measured by comparing total
intake (in mass or milliliters) between PF access groups and
controls (67, 88, 91). Additionally, examining the consistency
of PF consumption or escalation of PF intake over time can
highlight binge-like eating in animals (109), which is reflective
of the consistency of BE required for diagnosis of binge-related
disorders (i.e., one time per week for 3 months) (1).

Total Caloric Amount Consumed
(Kilocalories)
Pre-clinical approaches often measure PF consumed in grams
and then convert this measurement into total kilocalories. The
total caloric amount can be used to compare consumption
differences across multiple food types (e.g., PF, chow, or both)
(68, 98) and access schedules (e.g., intermittent, continuous)
(64, 102, 104, 110). Inclusion of both total mass (in grams)
and kilocalorie measurements within a study showed important
differences in consumption, with mass highest for high sweetness

PF, but larger total kilocalorie consumption of high fat PF
(100). Total kilocalorie consumption has strong translational
relevance given that kilocalorie assessments have been used in
food recall assessments (111) and laboratory ad libitum test meal
assessments (111) in human BE populations.

Percent of Daily Calories
A key benefit of pre-clinical approaches for studying BE is the
ability to accurately assess total food intake across not only
the PF access period, but across an entire study day. This
allows for important comparisons of intake between animals
with intermittent binge-like eating and continuous access to PF.
While research has shown that continuous PF access animals
consume more total kilocalories within a day, animals with
binge-like intermittent PF access consumed 44–85% of their
total daily caloric intake within a 2 h access period (94, 97,
98, 102). These temporal differences in PF intake between
continuous and intermittent access groups highlights important
differences in how large amounts of PF are consumed. Since
consumption of a large amount of food within a short period
of time during intermittent access is similar to the episodic
nature of human BE, it may trigger neural changes that are
important to model in animals (Figure 2). There are also
differences in percent of daily caloric intake consumed during
different intermittent PF exposure schedules in a head-to-head
study, such that animals with more restricted intermittent access
(Monday/Wednesday/Friday, 2 h) consumed over 50% of their
daily calories during exposure to PF compared to the 32%
consumed by daily 2 h PF access (61). Further evidence for
binge-like consumption during restricted intermittent access has
also been observed after intermittent PF exposures as short as
10min, resulting in consumption of nearly 43% of daily caloric
intake (81). Together, these findings highlight that animals
on intermittent access schedules engage in consumption of
objectively large amounts of PF in a short duration of time,
reflecting BE in humans.

Consistent Consumption of Large
Amounts of PF
Consistent engagement in BE is a requirement for diagnosis of
most binge-related disorders (one time per week for 3 months)
(1). Pre-clinical approaches for examining binge-like eating
have targeted this clinical criterion by identifying animals that
consume a large amount of food during PF access consistently
across multiple exposures. Using a consistency of consumption
threshold, animals that consumed high amounts of PF and
consistently maintained intake of PF within 10–15% across
consecutive days were identified as being in a chronic binge
eating state (69–71). Groupings have also been made using
statistical cutoffs (e.g., median split, tertiles) based on consistency
of PF intake during a study period to identify extreme groups of
BE-prone and BE-resistant animals (45, 48, 54, 65, 72, 73, 89, 90,
105). This allows for comparison between extreme BE and non-
BE groups for analysis, which is translationally relevant to work
comparing BE and non-BE human populations within a study
(112, 113).
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TIME ASSESSMENT (“PERIOD OF TIME”)

BE is intermittent and episodic, with a beginning and end to
each episode [“discrete” (1)]. In addition, diagnostic guidance
suggests that BE episodes occur within a 2 h timeframe (1), and
a 2 h duration has been reported in human BE populations as a
frequent time in which a BE episode occurs (40). The intermittent
PF access schedules used for eliciting binge-like eating in animals
often model this 2-h duration, however, there has been success at
triggering binge-like eating with other durations of intermittent
PF exposure.

Short-Duration Intermittent Access
Schedules (Two Hours or Less)
A large number of pre-clinical studies of BE use intermittent
access to PF for 2 h to elicit binge-like eating (55–62, 64, 70, 71,
86, 97, 103, 105, 106). Importantly, 2-h exposure to PF later in the
dark phase, when animals are likely sated from standard chow
consumption, still results in binge-like eating (93, 94, 98, 102),
suggesting that animals will engage in binge-like eating that is
beyond homeostatic needs. While 2 h access schedules align with
diagnostic guidance for binge-related disorders (1, 40), shorter
intermittent access periods of 1 h (33, 63, 65, 69, 73, 89, 90, 100),
and as short as 10min each day (81, 82), also result in significant
consumption of PF in a short period of time.

Long Intermittent Access Schedules (12–24
Hours)
The emergence of binge-like eating in animals has also been
observed using intermittent schedules with longer PF exposures.
Animals with intermittent 12 h access to PF dramatically
increased their PF intake within the first hour of access (88).
The binge-like eating evoked by this model was persistent
after 2 weeks without PF access, shown by animals with
a history of binge-like eating lever pressing for PF at a
significantly higher rate than controls (114). Two days of PF
access (i.e., 48 h) followed by 5 days of standard chow access
also resulted in binge-like eating on PF exposure days (80,
83). Less frequent intermittent 24 h exposures occurring only 1
day per week also evoked binge-like eating such that animals
consumed twice as many calories as continuous PF access
animals during the exposure (66, 67), with the majority of
the PF consumed within the first few hours (66). Similarly,
evidence from other studies using longer access schedules shows
that animals still consume the majority of PF during the first
few hours of access (33, 66, 88). This highlights that while
animals may have longer exposures to PF, consumption patterns
are episodic and binge-like, occurring over a short duration
of time.

Comparison of Short vs. Long Access
Schedules
Studies directly comparing short and long intermittent access
schedules have found relatively consistent findings. Animals with
2, 4, or 8 h access to PF all increased PF intake across exposures
(85), and assessments of PF intake at 1, 2, 3, and 24 h found
that the majority of PF was consumed in the 4 h measurement

(45, 54). Brief (30min) vs. extended (24 h) intermittent PF
exposures resulted in binge-like eating on both access schedules;
however, the brief access animals consumed more PF within
30min compared to the extended access group (84, 87). While
both short and long access schedules may lead to binge-like
eating, the majority of PF intake occurs within the initial hours
of exposure. Therefore, PF exposure schedules of 2 h or less have
strong evidence for binge-like eating in animals that also is highly
reflective of BE episode duration in humans (40).

LOSS OF CONTROL

While most BE components can be modeled with relative ease,
loss of control over eating provides a unique challenge for pre-
clinical approaches. In humans, loss of control during BE is
a subjective experience associated with psychological distress
(41); and loss of control during BE has been identified as the
most salient component to individuals engaging in BE, more
so than the size or amount consumed during the episode
(115, 116). The inherent subjectivity of this experience makes
it much more difficult to conceptualize and assess in pre-
clinical studies thanmore quantitativemeasures (33). Recent pre-
clinical efforts have tried to address this challenge by probing
loss of control using specific paradigms developed to assess
compulsive behavior, which is linked to loss of control in BE
(117). The compulsive-like behavior paradigms used in pre-
clinical approaches determine if animals that engage in binge-
like eating are more likely to endure punishment or negative
outcomes (e.g., foot shock) in order to receive a palatable reward
(117), indicating more compulsivity and/or increased motivation
to consume PF which is reflective of loss of control relevant
behavior. Specifically, animals with a history of intermittent
access to PF demonstrate more willingness to experience foot
shock (84, 86), endure repeated foot shocks increasing in
intensity (54), and spend more time in the light side of a light-
dark chamber where PF was presented compared to animals
without a history of intermittent PF access (73, 89). BE-prone
animals were also more likely to continue daily consumption of
PF combined with lactose (which leads to physical discomfort)
compared to BE-resistant animals that reduced PF + lactose
intake over time (105). These findings suggest that animals with
binge-like eating may have a higher likelihood of compulsive
behavior, suggesting potential relevance to loss of control
in BE.

Additionally, craving for PF may represent an additional
loss of control relevant behavior. Previous work in humans has
shown that higher levels of craving are associated with loss of
control (118) and that craving mediates the relationship between
addictive-like feeding behavior and BE (119). Food craving is also
associated with loss of control eating in adolescents (120) and
individuals with binge-related disorders experience higher levels
of food craving compared to those that do not engage in BE (121).
Therefore, assessments specifically related to cravingmay provide
additional insight into loss of control relevant behavior using pre-
clinical approaches. For example, animals with binge-like eating
forced to abstain from PF intake are more likely to have increased
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rates of lever pressing for PF, which may suggest increased
craving for PF after abstinence (122). Pavlovian conditioning
paradigms aimed at associating environmental context cues with
consumption of PF have shown increased consumption of PF,
but not standard chow, suggesting a potential mechanism of
cue-induced craving underlying increased PF intake (123). This
may have relevance to how cues such as advertisements or social
interactions could precipitate BE episodes in humans. Together,
given the challenges of directly assessing loss of control in
animals, it may be important to include multiple assessments of
proxy behaviors (e.g., compulsivity, craving) to obtain a more
comprehensive assessment of loss of control in BE when using
pre-clinical models.

IMPACT OF STRESS AND CALORIC
RESTRICTION

As reviewed above, pre-clinical approaches for examining
BE have been successful at modeling the three core clinical
components underlying BE: (1) consumption of a large amount
of PF (2) in a short duration of time, and (3) loss of control
over eating. Beyond these core components, other clinical
characteristics of BE have been modeled in animals. While BE
in response to stress is not listed among diagnostic criteria for
binge-related disorders, there is evidence that stress and negative
affect may increase food intake and BE in humans (124–128) and
animals (73, 89, 90, 103). Additionally, caloric restriction has also
been shown to increase the likelihood of BE in humans (129) and
animals (130).

In animals, the combination of caloric restriction and stress
elicits a strong BE response (131, 132). Animals with history of
caloric restriction and stress (via foot shock) increased PF food
intake compared to animals with only caloric restriction or only
stress (132). Similar protocols found that other stressors, such as
the forced swim test (76), a frustrative stress (55–59, 77), or the
use of multiple stressors (e.g., wet bedding, novel noises, predator
scent) (133) also led to binge-like eating in animals with a history
of caloric restriction. It is important to caution that the increases
in PF consumption in protocols involving caloric restriction may
be driven by hunger (33), and overeating observed in human
BE is not always driven by hunger (30). Therefore, while stress
and caloric restriction are strongly linked to inducing binge-like
eating in rodents, these models may be relevant only to a specific
type of BE in humans.

CONTROLS AND COMPARISON GROUPS
FOR PRE-CLINICAL STUDIES OF BINGE
EATING

Pre-clinical approaches for BE allow for careful selection of
control and comparison groups. The ability to control food
access on the levels of duration, amount, and type are not easily
controlled in human studies, and highlight a unique strength
of pre-clinical approaches. The most frequently used control for
animals on a binge-like intermittent PF access schedule is animals

with continuous access to standard chow diet and/or PF (60–
64, 66–68, 80, 82, 84, 85, 87, 88, 92–94, 98, 102, 104). This design
allows for comparisons aimed at understanding if any observed
effects are due to the intermittent presentation of PF (binge-like
access) or general PF consumption (non-intermittent PF access).
Other approaches using individual differences to identify BE
and control groups offer a more translatable approach to group
selection. Here, animals are offered equal access to PF, similar
to human exposure to PF. Groups are then identified based on
the PF consumption during the paradigm (highest/consistent PF
intake are BE, lowest/ consistent consumption of PF are non-
BE/control group) (45, 48, 52, 72, 73, 89, 90, 105, 134), resulting
in comparison of extreme groups of BE and non-BE animals.

Control groups for studies examining the impact of
intervention or manipulation on BE use treatment or exposure
specific controls (e.g., vehicle injection, sham surgery, stress/no
stress), in which animals receive equal access to a specific PF, but
the impact of intervention is determined by comparing binge-
like eating outcomes between treatment groups (69, 70, 91)
or after stress and/or caloric restriction (55–58, 76, 77, 103).
Overall, while human studies are restricted in factors that can
be controlled, pre-clinical approaches have the distinct benefit
of limiting variability by isolating specific mechanisms of BE in
control and comparison group selection.

DISCUSSION

BE is a core feature of eating disorders that is widely prevalent in
the general population (135–137). However, there is still limited
information regarding the neurobiological mechanisms that
contribute to BE. Pre-clinical research has begun to fill this gap by
using animal models for BE. There are unique benefits to using
pre-clinical approaches to study BE; however, it is challenging
to model all components of any psychiatric condition effectively
in rodents (34). Here we have reviewed pre-clinical studies
investigating BE and compared different approaches to modeling
core components of BE (Figures 2, 3) including: what PF was
used (“what”), how was a large amount of food representative
of BE assessed (“how much”), how long did the access to PF
last (“period of time”), and was there evidence of loss of control
over eating during BE. Overall, there are important consistencies
across studies, and these may highlight the most effective ways to
model BE components to ensure translational relevance.

Identification of the most effective methods used to model
BE components in animals will promote consistency across
future studies, which will increase translational impact for clinical
studies of BE. Broadly, PF has been used in all studies reviewed
to model “what” type of food is being consumed during binge-
like eating. However, complex PF that is high in sweetness and
fat aligns with the types of PF consumed during human BE
episodes (36–38). While work comparing high fat or complex PF
to high sweetness PF showed binge-like eating across all PF types
(97, 98, 110), complex PF evokes persistent binge-like eating with
the strongest translational relevance to human BE, as humans do
not typically consume foods that are exclusively high sugar or
high fat.
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Despite the challenges of assessing size of BE episodes and
developing clear cutoffs for what is considered an objectively
large amount of food in human BE (40, 107), “how much” food
consumed during binge-like eating in animals is assessed using
precise measurements of food intake. These measurements are
taken to examine how much PF is being consumed, decide if
it is an objectively large amount compared to control groups,
and determine if PF intake comprises a significant proportion
of total daily caloric consumption. The unique ability to make
assessments of food intake at multiple time points highlights a
relative strength for animal models for BE. Using these precise
measurements, studies applying statistical cutoffs or thresholds
related to consistent consumption of large amounts of PF to
identify BE animals (45, 48, 54, 65, 69–73, 89, 90, 105) map
strongly onto current diagnostic criteria requiring consistent BE
(1) for diagnosis of binge-related disorders.

Similar to diagnostic guidance and human studies (1,
40), animal models for BE have most frequently used short
intermittent PF access schedules to elicit binge eating (55–62, 64,
70, 71, 86, 93, 94, 97, 98, 102, 103, 105, 106) to capture a short
“period of time.” Despite work using longer access durations,
evidence shows that animals still consume the majority of PF
during the first few hours of access (33, 66, 88), and that
intermittent presentation of PF is key in modeling BE (43, 138).
Therefore, animal models for BE can mimic diagnostic guidance
in human BE by using 2-h intermittent PF exposure schedules to
successfully evoke binge-like eating. Additionally, BE in humans
occurs most frequently in the evening vs. morning (139). While
animal models have successfully elicited binge-like eating at
different points in the light cycle, studies presenting PF at later
portions of the dark (active) phase [e.g., 4–8 h into the dark phase
(98, 102, 110)] may provide additional translational relevance.

Finally, while “loss of control” is more challenging to assess in
animal models for BE (33), studies have highlighted that animals
with binge-like eating show more compulsive behavior for PF
reward, suggesting that compulsivity paradigms are a useful
proxy that is relevant to loss of control (54, 73, 84, 86, 89, 105,
117). However, much work remains to better conceptualize and
assess translationally relevant loss of control in animal models
for BE.

Animal models for BE that use components with strong
translational relevance to human BE provide an excellent
foundation for circuit level investigations, and research using
targeted neurobiological approaches to study feeding behaviors
is increasing (140, 141). Circuit manipulation techniques such
as optogenetics (84, 141) and chemogenetics (92) are excellent
tools to identify the role of specific neuronal projections or
cell populations during BE behaviors. Given the potential
role of reward related circuitry in BE (15), work using these
techniques has begun to target specific neuronal projections
within these circuits to modify binge-like eating behavior.
Optogenetic inhibition of projections from the insula to the
nucleus accumbens, brain regions strongly associated with taste
and reward, respectively, reduced compulsive responding for
palatable rewards during an operant task in animals with

binge-like eating (84). Similarly, chemogenetic inhibition of
specific prefrontal cortical projections to the nucleus accumbens
decreased impulsive behavior measured by a serial reaction task
in animals with binge-like eating (92). Application of deep
brain stimulation to the nucleus accumbens or prefrontal cortex
also successfully reduced binge-like eating behavior in animals
(69–71, 142, 143). This work provides important information
implicating activity in these regions—particularly the nucleus
accumbens—as drivers of aberrant eating behavior, highlighting
potential targets for clinical intervention.

Pre-clinical approaches combined with targeted circuit and
cellular level techniques have the potential to deeply impact our
understanding of the neurobiological mechanisms underlying of
BE. Therefore, as more techniques become available for studying
circuit dynamics in animals, we suggest using a component
assessment approach (see Table 1 as an example) during the
first steps of study design. With this strategy, researchers can
first clearly identify the specific ways in which their work will
model core components of BE (Figures 1, 2). The Research
Domain Criteria (RDoC) approach (144) provides a precedent
for using such a component assessment approach to break
down complex psychiatric illness into manageable pieces for
investigation. The RDoC framework is an excellent approach for
understanding eating disorders (145), particularly BE behavior,
as it cuts across multiple dimensions of eating disorder diagnoses
(Figure 1). After assessing how BE components will be modeled,
circuit and cellular level techniques, currently unavailable in
human research, can then be used to investigate the selected
components in BE and non-BE animals. After experiment
completion, explicit discussion of the component assessment
approach should be included in publication and dissemination
of pre-clinical findings. This will promote clarity of approach
for potential replication studies, while also providing important
information for clinical investigators to translate circuit level
findings in animals to study development in clinical BE samples.

In sum, animal models for BE are an essential tool for
understanding neurobiological mechanisms underlying
BE and binge-related eating disorders. A component
assessment approach based on the work reviewed here will
increase the utility of translation between pre-clinical and
clinical studies, advancing our understanding of BE and
allowing us to work toward development of targeted and
effective interventions.

AUTHOR CONTRIBUTIONS

BH conceptualized and drafted the work. SA reviewed the
work. All authors contributed to the article and approved the
submitted version.

FUNDING

Research for this manuscript was supported the NIH Brain
Initiative of the National Institutes of Health under award
number F32MH118687.

Frontiers in Psychiatry | www.frontiersin.org 10 August 2021 | Volume 12 | Article 728535

https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org
https://www.frontiersin.org/journals/psychiatry#articles


Hildebrandt and Ahmari Binge Eating Animal Model Components

REFERENCES

1. American Psychiatric Association. Diagnostic and Statistical Manual of

Mental Disorders. 5th ed. Arlington, VA: American Psychiatric Association
(2013). doi: 10.1176/appi.books.9780890425596

2. Hudson JI, Hiripi E, Pope HG, Kessler RC. The prevalence and correlates
of eating disorders in the National Comorbidity Survey Replication. Biol
Psychiatry. (2007) 61:348–58. doi: 10.1016/j.biopsych.2006.03.040

3. Kessler RC, Berglund PA, Chiu WT, Deitz AC, Hudson JI, Shahly V, et
al. The prevalence and correlates of binge eating disorder in the World
Health Organization World Mental Health Surveys. Biol Psychiatry. (2013)
73:904–14. doi: 10.1016/j.biopsych.2012.11.020

4. Mitchison D, Hay P, Slewa-Younan S, Mond J. Time trends in
population prevalence of eating disorder behaviors and their relationship
to quality of life. PLoS ONE. (2012) 7:e48450. doi: 10.1371/journal.pone.00
48450

5. Mitchison D, Touyz S, González-Chica DA, Stocks N, Hay P. How
abnormal is binge eating? 18-year time trends in population prevalence
and burden. Acta Psychiatr Scand. (2017) 136:147–55. doi: 10.1111/acps.
12735

6. Spitzer RL, Yanovski S, Wadden T, Wing R, Marcus MD, Stunkard A, et al.
Binge eating disorder: its further validation in a multisite study. Int J Eat
Disord. (1993) 13:137–53. doi: 10.1002/1098-108X(199303)13:2<137::AID-
EAT2260130202>3.0.CO;2-%23

7. Stice E, Cameron RP, Killen JD, Hayward C, Taylor CB. Naturalistic weight-
reduction efforts prospectively predict growth in relative weight and onset
of obesity among female adolescents. J Consult Clin Psychol. (1999) 67:967–
74. doi: 10.1037/0022-006X.67.6.967

8. Stice E, Presnell K, Spangler D. Risk factors for binge eating onset in
adolescent girls: a 2-year prospective investigation. Health Psychol. (2002)
21:131–8. doi: 10.1037/0278-6133.21.2.131

9. Telch CF, Stice E. Psychiatric comorbidity in women with binge eating
disorder: prevalence rates from a non-treatment-seeking sample. J Consult
Clin Psychol. (1998) 66:768–76. doi: 10.1037/0022-006X.66.5.768

10. Conti C, Lanzara R, Scipioni M, Iasenza M, Guagnano MT, Fulcheri M.
The relationship between binge eating disorder and suicidality: a systematic
review. Front Psychol. (2017) 8:2125. doi: 10.3389/fpsyg.2017.02125

11. Herpertz S, Albus C, Wagener R, Kocnar M, Wagner R, Henning
A, et al. Comorbidity of diabetes and eating disorders: does diabetes
control reflect disturbed eating behavior? Diabetes Care. (1998) 21:1110–
6. doi: 10.2337/diacare.21.7.1110

12. Mitchell JE. Medical comorbidity and medical complications
associated with binge eating disorder. Int J Eat Disord. (2016)
49:319–23. doi: 10.1002/eat.22452

13. Kober H, Boswell RG. Potential psychological and neural mechanisms in
binge eating disorder: implications for treatment. Clin Psychol Rev. (2018)
60:32–44. doi: 10.1016/j.cpr.2017.12.004

14. Smith DG, Robbins TW. The neurobiological underpinnings of obesity
and binge eating: a rationale for adopting the food addiction model. Biol
Psychiatry. (2013) 73:804–10. doi: 10.1016/j.biopsych.2012.08.026

15. Kessler RM, Hutson PH, Herman BK, Potenza MN. The neurobiological
basis of binge-eating disorder. Neurosci Biobehav Rev. (2016) 63:223–
38. doi: 10.1016/j.neubiorev.2016.01.013

16. Boswell RG, Potenza MN, Grilo CG. The neurobiology of binge-eating
disorder compared with obesity: implications for differential therapeutics.
Clin Ther. (2020) 45:50–69. doi: 10.1016/j.clinthera.2020.10.014

17. Bohon C, Stice E. Reward abnormalities among women with full and
subthreshold bulimia nervosa: a functional magnetic resonance imaging
study. Int J Eat Disord. (2011) 44:585–95. doi: 10.1002/eat.20869

18. Balodis IM, Grilo CM, Kober H, Worhunsky PD, White MA, Stevens
MC, et al. A pilot study linking reduced fronto–striatal recruitment during
reward processing to persistent bingeing following treatment for binge-
eating disorder. Int J Eat Disord. (2014) 47:376–84. doi: 10.1002/eat.22204

19. Balodis IM, Grilo CM, PotenzaMN. Neurobiological features of binge eating
disorder. CNS Spectr. (2015) 20:557. doi: 10.1017/S1092852915000814

20. Schienle A, Schäfer A, Hermann A, Vaitl D. Binge-eating disorder: reward
sensitivity and brain activation to images of food. Biol Psychiatry. (2009)
65:654–61. doi: 10.1016/j.biopsych.2008.09.028

21. Schag K, Schönleber J, Teufel M, Zipfel S, Giel KE. Food-related impulsivity
in obesity and binge eating disorder–a systematic review. Obes Rev. (2013)
14:477–95. doi: 10.1111/obr.12017

22. Oliva R, Morys F, Horstmann A, Castiello U, Begliomini C. The impulsive
brain: neural underpinnings of binge eating behavior in normal-weight
adults. Appetite. (2019) 136:33–49. doi: 10.1016/j.appet.2018.12.043

23. Balodis IM, Molina ND, Kober H, Worhunsky PD, White MA, Sinha R,
et al. Divergent neural substrates of inhibitory control in binge eating
disorder relative to other manifestations of obesity. Obesity. (2013) 21:367–
77. doi: 10.1002/oby.20068

24. Bulik CM, Sullivan PF, Kendler KS. Heritability of binge-eating
and broadly defined bulimia nervosa. Biol Psychiatry. (1998)
44:1210–8. doi: 10.1016/S0006-3223(98)00280-7

25. Bulik CM, Sullivan PF, Kendler KS. Genetic and environmental
contributions to obesity and binge eating. Int J Eat Disord. (2003)
33:293–8. doi: 10.1002/eat.10140

26. KlumpKL,McGueM, IaconoWG.Differential heritability of eating attitudes
and behaviors in prepubertal versus pubertal twins. Int J Eat Disord. (2003)
33:287–92. doi: 10.1002/eat.10151

27. Javaras KN, Laird NM, Reichborn-Kjennerud T, Bulik CM, Pope Jr HG,
Hudson JI. Familiality and heritability of binge eating disorder: results of
a case-control family study and a twin study. Int J Eat Disord. (2008)
41:174–9. doi: 10.1002/eat.20484

28. Grilo CM, White MA, Masheb RM. DSM-IV psychiatric disorder
comorbidity and its correlates in binge eating disorder. Int J Eat Disord.
(2009) 42:228–34. doi: 10.1002/eat.20599

29. Keel PK, Forney KJ. Psychosocial risk factors for eating disorders. Int J Eat
Disord. (2013) 46:433–9. doi: 10.1002/eat.22094

30. Kim SF. Animal models of eating disorders. Neuroscience. (2012) 211:2–
12. doi: 10.1016/j.neuroscience.2012.03.024

31. Avena NM, Bocarsly ME. Dysregulation of brain reward systems in eating
disorders: neurochemical information from animal models of binge eating,
bulimia nervosa, and anorexia nervosa. Neuropharmacology. (2012) 63:87–
96. doi: 10.1016/j.neuropharm.2011.11.010

32. Mathes WF, Brownley KA, Mo X, Bulik CM. The biology of binge eating.
Appetite. (2009) 52:545–53. doi: 10.1016/j.appet.2009.03.005

33. Perello M, Valdivia S, García Romero G, Raingo J. Considerations
about rodent models of binge eating episodes. Front Psychol. (2014)
5:372. doi: 10.3389/fpsyg.2014.00372

34. Nestler EJ, Hyman SE. Animal models of neuropsychiatric disorders. Nat
Neurosci. (2010) 13:1161–9. doi: 10.1038/nn.2647

35. Rosen JC, Leitenberg H, Fisher C, Khazam C. Binge-eating episodes in
bulimia nervosa: the amount and type of food consumed. Int J Eat

Disord. (1986) 5:255–67. doi: 10.1002/1098-108X(198602)5:2<255::AID-
EAT2260050206>3.0.CO;2-D

36. Kales EF. Macronutrient analysis of binge eating in bulimia. Physiol Behav.
(1990) 48:837–40. doi: 10.1016/0031-9384(90)90236-W

37. Gendall KA, Joyce PR, Abbott RM. The effects of meal composition
on subsequent craving and binge eating. Addict Behav. (1999) 24:305–
15. doi: 10.1016/S0306-4603(98)00046-X

38. Yanovski SZ, Leet M, Yanovski JA, Flood M, Gold PW, Kissileff HR, et al.
Food selection and intake of obese women with binge-eating disorder. Am J

Clin Nutr. (1992) 56:975–80. doi: 10.1093/ajcn/56.6.975
39. Drewnowski A, Bellisle F, Aimez P, Remy B. Taste and bulimia. Physiol Behav.

(1987) 41:621–6. doi: 10.1016/0031-9384(87)90320-9
40. Wolfe BE, Baker CW, Smith AT, Kelly-Weeder S. Validity and utility of

the current definition of binge eating. Int J Eat Disord. (2009) 42:674–
86. doi: 10.1002/eat.20728

41. Colles SL, Dixon JB, O’Brien PE. Loss of control is central to psychological
disturbance associated with binge eating disorder. Obesity. (2008) 16:608–
14. doi: 10.1038/oby.2007.99

42. Telch CF, Pratt EM, Niego SH. Obese women with binge eating disorder
define the term binge. Int J Eat Disord. (1998) 24:313–7. doi: 10.1002/
(SICI)1098-108X(199811)24:3<313::AID-EAT9>3.0.CO;2-P

43. Corwin RL, Avena NM, Boggiano MM. Feeding and
reward: perspectives from three rat models of binge eating.
Physiol Behav. (2011) 104:87–97. doi: 10.1016/j.physbeh.2011.
04.041

Frontiers in Psychiatry | www.frontiersin.org 11 August 2021 | Volume 12 | Article 728535

https://doi.org/10.1176/appi.books.9780890425596
https://doi.org/10.1016/j.biopsych.2006.03.040
https://doi.org/10.1016/j.biopsych.2012.11.020
https://doi.org/10.1371/journal.pone.0048450
https://doi.org/10.1111/acps.12735
https://doi.org/10.1002/1098-108X(199303)13:2<137::AID-EAT2260130202>3.0.CO;2-%23
https://doi.org/10.1037/0022-006X.67.6.967
https://doi.org/10.1037/0278-6133.21.2.131
https://doi.org/10.1037/0022-006X.66.5.768
https://doi.org/10.3389/fpsyg.2017.02125
https://doi.org/10.2337/diacare.21.7.1110
https://doi.org/10.1002/eat.22452
https://doi.org/10.1016/j.cpr.2017.12.004
https://doi.org/10.1016/j.biopsych.2012.08.026
https://doi.org/10.1016/j.neubiorev.2016.01.013
https://doi.org/10.1016/j.clinthera.2020.10.014
https://doi.org/10.1002/eat.20869
https://doi.org/10.1002/eat.22204
https://doi.org/10.1017/S1092852915000814
https://doi.org/10.1016/j.biopsych.2008.09.028
https://doi.org/10.1111/obr.12017
https://doi.org/10.1016/j.appet.2018.12.043
https://doi.org/10.1002/oby.20068
https://doi.org/10.1016/S0006-3223(98)00280-7
https://doi.org/10.1002/eat.10140
https://doi.org/10.1002/eat.10151
https://doi.org/10.1002/eat.20484
https://doi.org/10.1002/eat.20599
https://doi.org/10.1002/eat.22094
https://doi.org/10.1016/j.neuroscience.2012.03.024
https://doi.org/10.1016/j.neuropharm.2011.11.010
https://doi.org/10.1016/j.appet.2009.03.005
https://doi.org/10.3389/fpsyg.2014.00372
https://doi.org/10.1038/nn.2647
https://doi.org/10.1002/1098-108X(198602)5:2<255::AID-EAT2260050206>3.0.CO;2-D
https://doi.org/10.1016/0031-9384(90)90236-W
https://doi.org/10.1016/S0306-4603(98)00046-X
https://doi.org/10.1093/ajcn/56.6.975
https://doi.org/10.1016/0031-9384(87)90320-9
https://doi.org/10.1002/eat.20728
https://doi.org/10.1038/oby.2007.99
https://doi.org/10.1002/(SICI)1098-108X(199811)24:3<313::AID-EAT9>3.0.CO;2-P
https://doi.org/10.1016/j.physbeh.2011.04.041
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org
https://www.frontiersin.org/journals/psychiatry#articles


Hildebrandt and Ahmari Binge Eating Animal Model Components

44. Turton R, Chami R, Treasure J. Emotional eating, binge eating and animal
models of binge-type eating disorders. Curr Obes Rep. (2017) 6:217–
28. doi: 10.1007/s13679-017-0265-8

45. Boggiano MM, Artiga AI, Pritchett CE, Chandler-Laney PC, Smith ML,
Eldridge AJ. High intake of palatable food predicts binge-eating independent
of susceptibility to obesity: an animal model of lean vs obese binge-eating
and obesity with and without binge-eating. Int J Obes. (2007) 31:1357–
67. doi: 10.1038/sj.ijo.0803614

46. Boggiano MM, Dorsey JR, Thomas JM, Murdaugh DL. The Pavlovian
power of palatable food: lessons for weight-loss adherence from a new
rodent model of cue-induced overeating. Int J Obes. (2009) 33:693–
701. doi: 10.1038/ijo.2009.57

47. Klump KL, Racine SE, Hildebrandt B, Sisk CL. Sex differences in binge
eating patterns in male and female adult rats. Int J Eat Disord. (2013)
46:729–36. doi: 10.1002/eat.22139

48. Klump KL, Suisman JL, Culbert KM, Kashy DA, Sisk CL. Binge eating
proneness emerges during puberty in female rats: a longitudinal study. J
Abnorm Psychol. (2011) 120:948–55. doi: 10.1037/a0023600

49. Klump KL, Kashy DA, Culbert KM, Sinclair EB, Hildebrandt BA, Van
Huysee JL, et al. The effects of puberty and ovarian hormone removal on
developmental trajectories of palatable food and chow intake in female rats.
Physiol Behav. (2021) 235:113394. doi: 10.1016/j.physbeh.2021.113394

50. Klump KL, Suisman JL, Culbert KM, Kashy DA, Keel PK, Sisk C. The effects
of ovariectomy on binge eating proneness in adult female rats. Horm Behav.
(2011) 59:585–93. doi: 10.1016/j.yhbeh.2011.02.015

51. Hildebrandt BA, Klump KL, Racine SE, Sisk CL. Differential strain
vulnerability to binge eating behaviors in rats. Physiol Behav. (2014) 127:81–
6. doi: 10.1016/j.physbeh.2014.01.012

52. Hildebrandt BA, Sinclair EB, Sisk CL, Klump KL. Exploring reward system
responsivity in the nucleus accumbens across chronicity of binge eating
female rats. Int J Eat Disord. (2018) 51:989–93. doi: 10.1002/eat.22895

53. LeMon JV, Sisk CL, Klump KL, Johnson AW. Reduced
sensitivity to devaluation for instrumental but not consummatory
behaviors in binge eating prone rats. Physiol Behav. (2019)
206:13–21. doi: 10.1016/j.physbeh.2019.03.005

54. Oswald KD, Murdaugh DL, King VL, Boggiano MM. Motivation for
palatable food despite consequences in an animal model of binge eating. Int
J Eat Disord. (2011) 44:203–11. doi: 10.1002/eat.20808

55. Cifani C, Polidori C, Melotto S, Ciccocioppo R,Massi M. A preclinical model
of binge eating elicited by yo-yo dieting and stressful exposure to food: effect
of sibutramine, fluoxetine, topiramate, andmidazolam. Psychopharmacology.
(2009) 204:113–25. doi: 10.1007/s00213-008-1442-y

56. Di Bonaventura MVM, Lutz TA, Romano A, Pucci M, Geary N, Asarian
L, et al. Estrogenic suppression of binge-like eating elicited by cyclic food
restriction and frustrative-nonreward stress in female rats. Int J Eat Disord.
(2017) 50:624–35. doi: 10.1002/eat.22687

57. Di Bonaventura MVM, Ciccocioppo R, Romano A, Bossert JM, Rice KC,
Ubaldi M, et al. Role of bed nucleus of the stria terminalis corticotrophin-
releasing factor receptors in frustration stress-induced binge-like palatable
food consumption in female rats with a history of food restriction. J Neurosci.
(2014) 34:11316–24. doi: 10.1523/JNEUROSCI.1854-14.2014

58. Piccoli L, Di Bonaventura MVM, Cifani C, Costantini VJ, Massagrande
M, Montanari D, et al. Role of orexin-1 receptor mechanisms on
compulsive food consumption in a model of binge eating in female rats.
Neuropsychopharmacology. (2012) 37:1999–2011. doi: 10.1038/npp.2012.48

59. Romano A, Di Bonaventura MVM, Gallelli CA, Koczwara JB, Smeets D,
Giusepponi ME, et al. Oleoylethanolamide decreases frustration stress-
induced binge-like eating in female rats: a novel potential treatment
for binge eating disorder. Neuropsychopharmacology. (2020) 45:1931–
41. doi: 10.1038/s41386-020-0686-z

60. Corwin RL, Wojnicki FHE. Binge eating in rats with limited
access to vegetable shortening. Curr Protoc Neurosci. (2006)
36:9–23. doi: 10.1002/0471142301.ns0923bs36

61. Corwin RL, Wojnicki FHE, Fisher JO, Dimitriou SG, Rice
HB, Young MA. Limited access to a dietary fat option affects
ingestive behavior but not body composition in male rats.
Physiol Behav. (1998) 65:545–53. doi: 10.1016/S0031-9384(98)
00201-7

62. Corwin RL. Binge-type eating induced by limited access in rats does not
require energy restriction on the previous day. Appetite. (2004) 42:139–
42. doi: 10.1016/j.appet.2003.08.010

63. Wojnicki FHE, Johnson DS, Corwin RL. Access conditions affect binge-
type shortening consumption in rats. Physiol Behav. (2008) 95:649–
57. doi: 10.1016/j.physbeh.2008.09.017

64. Dimitriou SG, Rice HB, Corwin RL. Effects of limited access to a fat
option on food intake and body composition in female rats. Int J Eat

Disord. (2000) 28:436–45. doi: 10.1002/1098-108X(200012)28:4<436::AID-
EAT12>3.0.CO;2-P

65. Chawla A, Cordner ZA, Boersma G, Moran TH. Cognitive impairment
and gene expression alterations in a rodent model of binge eating disorder.
Physiol Behav. (2017) 180:78–90. doi: 10.1016/j.physbeh.2017.08.004

66. Czyzyk TA, Sahr AE, Statnick MA. A model of binge-like eating behavior
in mice that does not require food deprivation or stress. Obesity. (2010)
18:1710–7. doi: 10.1038/oby.2010.46

67. Xu P, He Y, Cao X, Valencia-Torres L, Yan X, Saito K, et al. Activation of
serotonin 2C receptors in dopamine neurons inhibits binge-like eating in
mice. Biol Psychiatry. (2017) 81:737–47. doi: 10.1016/j.biopsych.2016.06.005

68. Cao X, Xu P, Oyola MG, Xia Y, Yan X, Saito K, et al. Estrogens stimulate
serotonin neurons to inhibit binge-like eating in mice. J Clin Invest. (2014)
124:4351–62. doi: 10.1172/JCI74726

69. Halpern CH, Tekriwal A, Santollo J, Keating JG, Wolf JA, Daniels D, et
al. Amelioration of binge eating by nucleus accumbens shell deep brain
stimulation in mice involves D2 receptor modulation. J Neurosci. (2013)
33:7122–9. doi: 10.1523/JNEUROSCI.3237-12.2013

70. Doucette WT, Khokhar JY, Green AL. Nucleus accumbens deep brain
stimulation in a rat model of binge eating. Transl Psychiatry. (2015) 5:1–
6. doi: 10.1038/tp.2015.197

71. Sarica C, Ozkan M, Bay HH, Sehirli U, Onat F, Ziyal MI. Prelimbic cortex
deep brain stimulation reduces binge size in a chronic binge eating rat model.
Stereotact Funct Neurosurg. (2018) 96:33–9. doi: 10.1159/000486965

72. Fowler N, Russell N, Sisk CL, Johnson AW, Klump KL. The binge eating-
prone/binge eating-resistant animal model: a valuable tool for examining
neurobiological underpinnings of binge eating. In: Avena NM, editor.
Animal Models of Eating Disorders. New York, NY: Springer (2021). p.
7–24. doi: 10.1007/978-1-0716-0924-8_2

73. Calvez J, Timofeeva E. Behavioral and hormonal responses to stress
in binge-like eating prone female rats. Physiol Behav. (2016) 157:28–
38. doi: 10.1016/j.physbeh.2016.01.029

74. Klump KL. Puberty as a critical risk period for eating disorders: a
review of human and animal studies. Horm Behav. (2013) 64:399–
410. doi: 10.1016/j.yhbeh.2013.02.019

75. Woods AM, Racine SE, Klump KL. Examining the relationship between
dietary restraint and binge eating: differential effects of major and minor
stressors. Eat Behav. (2010) 11:276–80. doi: 10.1016/j.eatbeh.2010.08.001

76. Consoli D, Contarino A, Tabarin A, Drago F. Binge-like eating in mice. Int J
Eat Disord. (2009) 42:402–8. doi: 10.1002/eat.20637

77. Alboni S, Di Bonaventura MVM, Benatti C, Giusepponi ME, Brunello
N, Cifani C. Hypothalamic expression of inflammatory mediators in
an animal model of binge eating. Behav Brain Res. (2017) 320:420–
30. doi: 10.1016/j.bbr.2016.10.044

78. Goodman EL, Breithaupt L, Watson HJ, Peat CM, Baker JH, Bulik CM, et al.
Sweet taste preference in binge-eating disorder: a preliminary investigation.
Eat Behav. (2018) 28:8–15. doi: 10.1016/j.eatbeh.2017.11.005

79. Hone-Blanchet A, Fecteau S. Overlap of food addiction
and substance use disorders definitions: analysis of animal
and human studies. Neuropharmacology. (2014) 85:81–
90. doi: 10.1016/j.neuropharm.2014.05.019

80. Cottone P, Sabino V, Roberto M, Bajo M, Pockros L, Frihauf JB, et al. CRF
system recruitment mediates dark side of compulsive eating. Proc Natl Acad
Sci USA. (2009) 106:20016–20. doi: 10.1073/pnas.0908789106

81. Cottone P, Sabino V, Steardo L, Zorrilla EP. Opioid-dependent anticipatory
negative contrast and binge-like eating in rats with limited access
to highly preferred food. Neuropsychopharmacology. (2008) 33:524–
35. doi: 10.1038/sj.npp.1301430

82. Giuliano C, Robbins TW, Nathan PJ, Bullmore ET, Everitt BJ. Inhibition
of opioid transmission at the µ-Opioid receptor prevents both food

Frontiers in Psychiatry | www.frontiersin.org 12 August 2021 | Volume 12 | Article 728535

https://doi.org/10.1007/s13679-017-0265-8
https://doi.org/10.1038/sj.ijo.0803614
https://doi.org/10.1038/ijo.2009.57
https://doi.org/10.1002/eat.22139
https://doi.org/10.1037/a0023600
https://doi.org/10.1016/j.physbeh.2021.113394
https://doi.org/10.1016/j.yhbeh.2011.02.015
https://doi.org/10.1016/j.physbeh.2014.01.012
https://doi.org/10.1002/eat.22895
https://doi.org/10.1016/j.physbeh.2019.03.005
https://doi.org/10.1002/eat.20808
https://doi.org/10.1007/s00213-008-1442-y
https://doi.org/10.1002/eat.22687
https://doi.org/10.1523/JNEUROSCI.1854-14.2014
https://doi.org/10.1038/npp.2012.48
https://doi.org/10.1038/s41386-020-0686-z
https://doi.org/10.1002/0471142301.ns0923bs36
https://doi.org/10.1016/S0031-9384(98)00201-7
https://doi.org/10.1016/j.appet.2003.08.010
https://doi.org/10.1016/j.physbeh.2008.09.017
https://doi.org/10.1002/1098-108X(200012)28:4<436::AID-EAT12>3.0.CO;2-P
https://doi.org/10.1016/j.physbeh.2017.08.004
https://doi.org/10.1038/oby.2010.46
https://doi.org/10.1016/j.biopsych.2016.06.005
https://doi.org/10.1172/JCI74726
https://doi.org/10.1523/JNEUROSCI.3237-12.2013
https://doi.org/10.1038/tp.2015.197
https://doi.org/10.1159/000486965
https://doi.org/10.1007/978-1-0716-0924-8_2
https://doi.org/10.1016/j.physbeh.2016.01.029
https://doi.org/10.1016/j.yhbeh.2013.02.019
https://doi.org/10.1016/j.eatbeh.2010.08.001
https://doi.org/10.1002/eat.20637
https://doi.org/10.1016/j.bbr.2016.10.044
https://doi.org/10.1016/j.eatbeh.2017.11.005
https://doi.org/10.1016/j.neuropharm.2014.05.019
https://doi.org/10.1073/pnas.0908789106
https://doi.org/10.1038/sj.npp.1301430
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org
https://www.frontiersin.org/journals/psychiatry#articles


Hildebrandt and Ahmari Binge Eating Animal Model Components

seeking and binge-like eating. Neuropsychopharmacology. (2012) 37:2643–
52. doi: 10.1038/npp.2012.128

83. Iemolo A, Blasio A, St Cyr SA, Jiang F, Rice KC, Sabino V, et al.
CRF–CRF 1 receptor system in the central and basolateral nuclei of
the amygdala differentially mediates excessive eating of palatable food.
Neuropsychopharmacology. (2013) 38:2456. doi: 10.1038/npp.2013.147

84. Spierling S, De Guglielmo G, Kirson D, Kreisler A, Roberto M,
George O, et al. Insula to ventral striatal projections mediate
compulsive eating produced by intermittent access to palatable food.
Neuropsychopharmacology. (2020) 45:579–88. doi: 10.1038/s41386-019-
0538-x

85. Kreisler AD, Mattock M, Zorrilla EP. The duration of intermittent
access to preferred sucrose-rich food affects binge-like intake, fat
accumulation, and fasting glucose in male rats. Appetite. (2018) 130:59–
69. doi: 10.1016/j.appet.2018.07.025

86. Rossetti C, Spena G, Halfon O, Boutrel B. Evidence for a compulsive-like
behavior in rats exposed to alternate access to highly preferred palatable food.
Addict Biol. (2014) 19:975–85. doi: 10.1111/adb.12065

87. Kreisler AD, GarciaMG, Spierling SR, Hui BE, Zorrilla EP. Extended vs. brief
intermittent access to palatable food differently promote binge-like intake,
rejection of less preferred food, and weight cycling in female rats. Physiol
Behav. (2017) 177:305–16. doi: 10.1016/j.physbeh.2017.03.039

88. Colantuoni C, Schwenker J, McCarthy J, Rada P, Ladenheim B,
Cadet JL, et al. Excessive sugar intake alters binding to dopamine
and mu-opioid receptors in the brain. Neuroreport. (2001)
12:3549–52. doi: 10.1097/00001756-200111160-00035

89. Amissah RQ, Chometton S, Calvez J, Guèvremont G, Timofeeva E, Timofeev
I. Differential expression of deltaFosB in reward processing regions between
binge eating prone and resistant female rats. Front Syst Neurosci. (2020)
14:821355. doi: 10.3389/fnsys.2020.562154

90. Calvez J, de Ávila C, Matte L, Guèvremont G, Gundlach AL,
Timofeeva E. Role of relaxin-3/RXFP3 system in stress-induced
binge-like eating in female rats. Neuropharmacology. (2016)
102:207–15. doi: 10.1016/j.neuropharm.2015.11.014

91. Alcaraz-Iborra M, Carvajal F, Lerma-Cabrera JM, Valor LM, Cubero
I. Binge-like consumption of caloric and non-caloric palatable
substances in ad libitum-fed C57BL/6J mice: pharmacological and
molecular evidence of orexin involvement. Behav Brain Res. (2014)
272:93–9. doi: 10.1016/j.bbr.2014.06.049

92. Anastasio NC, Stutz SJ, Price AE, Davis-Reyes BD, Sholler DJ, Ferguson SM,
et al. Convergent neural connectivity in motor impulsivity and high-fat food
binge-like eating in male Sprague-Dawley rats. Neuropsychopharmacology.
(2019) 44:1752–61. doi: 10.1038/s41386-019-0394-8

93. Bake T, Morgan DGA, Mercer JG. Feeding and metabolic
consequences of scheduled consumption of large, binge-type meals
of high fat diet in the Sprague–Dawley rat. Physiol Behav. (2014)
128:70–9. doi: 10.1016/j.physbeh.2014.01.018

94. Bake T, Murphy M, Morgan DGA, Mercer JG. Large, binge-type meals of
high fat diet change feeding behaviour and entrain food anticipatory activity
in mice. Appetite. (2014) 77:62–73. doi: 10.1016/j.appet.2014.02.020

95. Kakoschke N, Aarts E, Verdejo-García A. The cognitive drivers
of compulsive eating behavior. Front Behav Neurosci. (2019)
12:338. doi: 10.3389/fnbeh.2018.00338

96. Hudson JI, Lalonde JK, Coit CE, Tsuang MT, McElroy SL, Crow SJ, et
al. Longitudinal study of the diagnosis of components of the metabolic
syndrome in individuals with binge-eating disorder. Am J Clin Nutr. (2010)
91:1568–73. doi: 10.3945/ajcn.2010.29203

97. Rospond B, Sadakierska-Chudy A, Kazek G, Krośniak M,
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