REVIEWS I

50 years of hurdles and hope
In anxiolytic drug discovery

Guy Griebel and Andrew Holmes?

Abstract | Anxiety disorders are the most prevalent group of psychiatric diseases, and have
high personal and societal costs. The search for novel pharmacological treatments for
these conditions is driven by the growing medical need to improve on the effectiveness
and the side effect profile of existing drugs. A huge volume of data has been generated
by anxiolytic drug discovery studies, which has led to the progression of numerous new
molecules into clinical trials. However, the clinical outcome of these efforts has been
disappointing, as promising results with novel agents in rodent studies have very rarely
translated into effectiveness in humans. Here, we analyse the major trends from preclinical
studies over the past 50 years conducted in the search for new drugs beyond those that
target the prototypical anxiety-associated GABA (y-aminobutyric acid)-benzodiazepine
system, which have focused most intensively on the serotonin, neuropeptide, glutamate
and endocannabinoid systems. We highlight various key issues that may have hampered
progress in the field, and offer recommendations for how anxiolytic drug discovery can be

Sanofi, Exploratory Unit,
Chilly-Mazarin 91385, France.
?Laboratory of Behavioral
and Genomic Neuroscience,
US National Institute

on Alcohol Abuse and
Alcoholism, US National
Institutes of Health, Bethesda,
Maryland 20852, USA.
Correspondence to G.G.
e-mail:
Guy.Griebel@sanofi.com
doi:10.1038/nrd4075

more effective in the future.

Anxiety disorders are chronic, disabling conditions that
impose enormous costs both on individuals and on
society'™. These disorders are the most frequently diag-
nosed neuropsychiatric diseases in Western countries.
According to a recent 3-year multi-method study covering
30 European countries and a population of 514 million
people, anxiety disorders had the highest 12-month pre-
valence estimates (a total of 14%) compared to all other
psychiatric conditions?.

There are currently seven recognized anxiety syn-
dromes: panic disorder, agoraphobia, social anxiety
disorder (SAD), generalized anxiety disorder (GAD),
specific phobias, obsessive compulsive disorder (OCD)
and post-traumatic stress disorder (PTSD) (TABLE 1).
However, it should be borne in mind that the catego-
rization of anxiety disorders is constantly evolving and
very recently changed with the pending revision of the
Diagnostic and Statistical Manual of Mental Disorders.
There has also been renewed debate about the validity of
imposing strict categorical boundaries between neuro-
psychiatric disorders; some authors have argued that
these boundaries fall along a dimensional spectrum®’.
The ever-changing diagnostic landscape clearly compli-
cates attempts to model and develop drugs for specific
disorders. This may be compounded by failings in the

design of the clinical trials for novel anxiolytics. Although
it is beyond the scope of our expertise to adjudge the
fidelity of clinical trials, other authors have critically
analysed whether trials for anxiolytics have been opti-
mally designed to detect a reasonable efficacy of novel
treatments for mood and anxiety disorders®.

The other widely discussed issue that confounds
neuropsychiatric drug discovery is the lack of an ade-
quate account of the pathogenic mechanisms underlying
neuropsychiatric conditions such as anxiety disorders.
Although there has been a growing appreciation of how
emotional disorders result from a combination of genetic
and environmental risk factors’, identifying reliable bio-
chemical biomarkers or genetic variants that can be used
to diagnose anxiety disorders and help predict treatment
outcomes remains a major challenge'®.

Beyond these issues, the key challenge of this field ulti-
mately remains the identification of new medications that
are devoid of the limitations in efficacy and tolerability
that characterize existing anxiolytics. Drugs that act on the
prototypical anxiety-associated GABA (y-aminobutyric
acid)-benzodiazepine system have been a benchmark for
anxiolytics since their discovery in the mid-1950s and, as
discussed briefly below, efforts have been made to develop
new compounds that target this system (for a review, see
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REF. 11). The strong need for new, alternative treatments
for anxiety has also fuelled the generation of a vast amount
of preclinical data on agents targeting other neurotrans-
mitter systems and led to the advancement of many drugs
from the laboratory to the clinic. FIGURE 1 shows the major

trends over the past 50 years, involving more than 10,000
experiments on nearly 1,500 novel drugs (for a full list,
including the drug, preclinical model, results and refer-
ences, see Supplementary information S1 (box)). This
analysis illustrates the steady increase in preclinical

Table 1| The five main anxiety disorders as described in the DSM-IV-TR

Symptoms
Generalized anxiety disorder (GAD)

The existence of chronic feelings of
excessive worry and anxiety are the main
symptoms; these are accompanied by
somatic symptoms such as elevated blood
pressure, increased heart rate, muscle
tension, sweating and shaking!#*'2

Post-traumatic stress disorder (PTSD)

The essential feature is the development
of distinct symptom clusters triggered

by a terrifying event, which may include
re-experiencing or flashbacks, nightmares
and severe anxiety, as well as persistent
thoughts about the event!?>!%

Panic disorder

The main feature is the panic attack,
which is defined as an abruptly developed
feeling of intense anxiety or fear that has
been present for a discrete period of time;
panic disorder involves a set of cognitive
and physical symptoms, such as choking
feelings, fear of losing control or dying,
depersonalization, accelerated heart

rate and trembling or shortness of breath;
agoraphobic avoidance can often be an
additional condition'?12°

Social anxiety disorder (SAD)

The vast majority of individuals will
experience mild anxiety in some social
situations (for example, public speaking),
but in SAD, public situations cause
irrational anxiety, fear, self-consciousness
and embarrassment, as well as avoidance
and anxious anticipation?2>12°

Obsessive compulsive disorder (OCD)

OCD is an anxiety disorder that is
characterized by unreasonable thoughts
and impulses that lead to stereotyped
behaviours with the aim of reducing the
distress caused by the obsession?>126

Prevalence

* GAD is one of the most common anxiety
disorders

* Approximately 3% of people in the
United States will develop GAD during a
given year, and 5% will have the disorder
at some point in their lives

* Approximately 25% of the people who
attend anxiety treatment clinics have
GADlZS

* The experience of a traumatic event
is common in the general population,
but the majority of individuals recover
without developing PTSD

* The NCS-R, conducted between 2001 and
2003, estimated the lifetime prevalence of
PTSD among adult Americans to be nearly
7%'%8, and the 12-month prevalence was
estimated at 3.5%'%

e Current past-year PTSD prevalence in
Europe was also estimated at 3.5%?

Lifetime prevalence estimates of panic
disorder (with or without agoraphobia)
range from 1-3.5%, whereas the 12-month
prevalence rates are 0.5-3.1%%'*

Lifetime prevalence estimates of SAD as
determined by the NCS for the American
adult population range from 3-13%,
whereas the 12-month prevalence rates
as reported in a recent pan-European
landmark study are 0.6-7.9%%'%%;

this makes SAD the most common anxiety
disorder and the third most common of all
psychiatric conditions

Lifetime prevalence estimates of OCD
range from 0.5-2%, whereas the 12-month
prevalence rates are 0.1-2.3%%'%

Treatment

Several different types of medications are used to treat
GAD, including SSRls, 5-HT-noradrenaline reuptake
inhibitors, benzodiazepines, the 5-HT , receptor partial
agonist buspirone and the calcium channel a26 subunit
ligand pregabalin'?

¢ Although evidence-based, trauma-focused
psychotherapy is the preferred treatment for PTSD,
pharmacotherapy is also an important treatment option

e First-line pharmacotherapy agents include SSRIs and
the selective 5-HT-noradrenaline reuptake inhibitor
venlafaxine

* Second-line agents include the a,-adrenergic receptor
antagonist mirtazapine, tricyclic antidepressants and
monoamine oxidase inhibitors**

* The main treatment options for panic attacks are
psychotherapy and medications

* SSRIs and venlafaxine are generally used as first-line
pharmacological agents in panic disorder, followed
by tricyclic antidepressants such clomipramine and
imipramine

* Some benzodiazepines (such as alprazolam,
clonazepam, diazepam and lorazepam) are also
efficacious in the acute management of panic
disorder!

* The two most common types of treatment are
medications and psychological counselling

* Although several types of medications are used to treat
SAD, SSRIs and venlafaxine are generally used as
first-line treatment

 Other medications for SAD include the benzodiazepines
bromazepam and clonazepam

* Some beta blockers are used to control symptoms for a
particular situation, such as giving a speech, but they are
not recommended for the general treatment of SAD**

* OCD treatment can be difficult; treatment with SSRIs
is generally used but it is only effective in about half of
patients

* Management of the remaining patients is challenging,
but can include augmentation with antipsychotics,
as well as the use of 5-HT-noradrenaline reuptake
inhibitors and monoamine oxidase inhibitors

* Non-pharmacological interventions such as cognitive
behavioural therapy can also be effective!**

5-HT, 5-hydroxytryptamine (serotonin); DSM-IV-TR, Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text Revision; NCS, National Comorbidity
Survey; NCS-R, National Comorbidity Survey Replication; SSRI, selective serotonin reuptake inhibitor.
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Validity

A feature that is assessed

(for a test or model of anxiety)
by determining how closely the
model or test resembles human
anxiety symptoms (known as
face validity); by determining
whether the model or test
reliably responds to clinically
efficacious anxiety medications
(known as predictive validity);
and by determining the degree
to which the model or test
recruits the same underlying
neurobiology as implicated

in human anxiety (known as
construct validity).
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Figure 1 | Fifty-year trends in preclinical anxiolytic drug discovery. The values represent the number of
experiments investigating the anxiety-related effects of targeting the 5-hydroxytryptamine (5-HT; also known as
serotonin), neuropeptide, glutamate and endocannabinoid systems between 1960 and 2012. The graph shows
that the volume of research steadily increased from the 1980s onwards, peaking at the end of the 1990s, and has
remained relatively constant up to now. More than half of the experiments focused on the 5-HT system, but
neuropeptide drugs have also been a major focus of anxiolytic drug discovery, accounting for about one-third
of all experiments. Over the past decade, the field has seen a rise in studies focusing on the glutamate and
endocannabinoid systems. In this figure, an experiment refers to one drug (single or multiple dosing) that is tested in
one assay or model. For more information on each experiment, including the drug, preclinical model, results and

references, see Supplementary information S1 (box).

anxiety research from the 1980s onwards, leading to a
peak in activity around the end of the 1990s and a robust
ongoing effort up to now.

As gauged from the number of preclinical experiments
conducted over the past 50 years, four other neurotrans-
mitter systems beyond the GABA-benzodiazepine sys-
tem stand out as being a principal focus of anxiolytic drug
discovery research. Owing to the remarkable success of
the selective serotonin reuptake inhibitors (SSRIs) as anti-
anxiety treatments, the 5-hydroxytryptamine (5-HT; also
known as serotonin) system has received much attention
and accounts for more than half of all preclinical studies.
Neuropeptides, in particular corticotropin-releasing fac-
tor (CRF), cholecystokinin (CCK) and the tachykinins,
have also been intensively studied and comprise a further
one-third of the studies. In addition, in recent years there
has been an increase in preclinical research on the anxiety-
related properties of the glutamate and endocannabinoid
systems.

Despite this intense preclinical research effort to find
new anxiolytics, the field has largely been perceived as a
failure. In this Review, we assess the current state of anxio-
lytic drug discovery at this critical juncture. To provide
some context to the preclinical literature, we first intro-
duce the tests and models of anxiety-like behaviours that

have been most commonly used to identify and evaluate
novel anxiolytic agents. We then turn to the main aim of
this Review, which is to analyse a database comprising
virtually all published preclinical studies over the past
50 years using animal models to identify novel anxiolytic
drugs beyond those that target the GABA-benzodiaz-
epine system. We focus on the most comprehensively
studied neurotransmitter systems: the serotonin, neuro-
peptide, glutamate and endocannabinoid systems. After
reviewing this literature, we highlight some of the key
issues that may have hampered progress and offer rec-
ommendations for how anxiolytic drug discovery could
be improved in the future.

Preclinical measures of anxiety

Numerous preclinical tests for anxiety have been devel-
oped, and the specifics of these tests have been described
in many comprehensive reviews'?'*. Here, we only briefly
introduce the most frequently used tests (FIC. 2; TABLE 2)
to illustrate the strengths and weaknesses of current
approaches.

One general consideration from the outset is validity.
The validity of a test for anxiety in an animal rests on
three criteria: face validity (does it measure something
analogous to one or more human anxiety symptoms?),
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conflict tests

Tests that generate
anxiety-related behaviours in
rodents by posing a conflict
between a natural drive to
explore a novel place and an
inherent tendency to avoid new
— particularly well-exposed —
areas that may be dangerous.

Figure 2 | The ten most commonly used tests in anxiolytic drug discovery. The values represent the number of
experiments performed with each test between 1960 and 2012. The elevated plus-maze test, the light/dark test and
the open-field test have been a mainstay of anxiolytic drug discovery research for many years. They assay anxiety-like
behaviour by generating a conflict between a drive to approach novel areas and, simultaneously, to avoid potential
threat therein. They have clear intuitive appeal, are inexpensive to construct, and ostensibly quick and easy to run.
The term ‘conflict-based test’ is also often used to describe measures of behaviour suppression by mild electric
shock. This group includes the Vogel conflict and Geller-Seifter tests, which measure anxiolytic-like activity as

the maintenance of a behavioural response (for example, licking or bar pressing) despite the receipt of a shock.
Another set of fear-based tests involves variations on classical Pavlovian fear conditioning. Here, an animal learns to
associate a context or specific environmental stimulus (for example, a light or a sound) with electric shock to produce
a conditioned fear response that can be quantified in various ways (for example, freezing, escaping, avoidance or
startle). Although the elevated plus-maze test, the light/dark test and the open-field test continue to be very popular,
conflict-based tests —which were part of many drug discovery programmes in the 1980s and 1990s — are less frequently
used today, perhaps because they require animals to be trained over multiple days and are more labour-intensive and

time-consuming than the approach-avoidance tests.

predictive validity (is it reliably sensitive to clinically
efficacious anxiolytics?) and construct validity (does
it involve some of the same pathophysiological mecha-
nisms found in human anxiety disorders?)'*. None of the
currently available tests or models of anxiety (see below)
can be said to unequivocally meet these criteria.
Approach-avoidance conflict tests — a group of tests that
have been a mainstay of preclinical anxiety research for
many years'® — assay anxiety-like behaviour in rodents

by generating a conflict between a drive to approach
novel areas and, simultaneously, to avoid potential
threat therein. These simple tests, which include the
well-known novel open-field test, the elevated plus-maze
test and the light/dark exploration test, were invented in
the 1980s to exploit the natural tendency of rats'” and
mice'®" to prefer enclosed areas over exposed and/or
elevated places. Among the different anxiety disorders,
the tests are thought to most closely model GAD and

670 | SEPTEMBER 2013 | VOLUME 12

www.nature.com/reviews/drugdisc

© 2013 Macmillan Publishers Limited. All rights reserved



REVIEWS

Table 2 | The fifteen most commonly used tests in anxiolytic drug discovery by order of importance*

Test

Elevated
plus-maze or
zero-maze

Light/dark
exploration

Social
interaction

Conflict

Open-field

Ultrasonic
distress
vocalizations

Conditioned
fear

Stress-induced
hyperthermia

Four-plate

Defensive
burying

Fear-
potentiated
startle

Holeboard

Novelty-
suppressed
feeding

Elevated
T-maze

Mouse
Defense Test
Battery

Anxiety
disorder

GAD

GAD

GAD, SAD

GAD

GAD

GAD

PTSD,
specific
phobia

GAD

GAD

GAD

GAD

GAD
GAD

GAD, panic
disorder
GAD, panic

disorder,
PTSD

Species

Rats, mice,
gerbils,
guinea pigs

Rats, mice,
hamsters

Rats, mice,
gerbils

Rats, mice,
pigeons,
squirrel
monkeys,
hamsters

Rats, mice,
zebrafish

Rats, mice,
guinea pigs

Rats, mice

Rats, mice

Mice,
gerbils

Rats, mice

Rats, mice,
monkeys

Rats, mice

Rats, mice

Rats, mice

Mice

Settingup Throughput Anxiolytic pharmacology

Easy

Easy

Easy

Difficult®

Easy

Somewhat
difficult!

Somewhat
difficult!

Easy

Somewhat
difficult!

Somewhat
difficult!

Difficult®

Easy

Easy

Easy

Somewhat
difficult!

+++

+H+

++

+++

+++

++

e+

+++

+++

++

+++

+++

+++

++

5-HT,, receptor agonists or antagonists; 5-HT, receptor
antagonists; 5-HT, receptor antagonists; AMPA receptor
antagonists; benzodiazepines; CB, receptor agonists;

CCK, and CCK, receptor antagonists; CRF, and CRF,
receptor antagonists; FAAH inhibitors; mGluR2 and mGluR3
agonists; mGluR5 antagonists; NMDA receptor antagonists;
NK; receptor antagonists; ORL1 agonists; SSRIs*; V., and V
receptor antagonists

5-HT,, receptor agonists or antagonists; 5-HT, receptor
antagonists; 5-HT, receptor antagonists; benzodiazepines;
CCK, and CCK, receptor antagonists; CRF, and CRF,
receptor antagonists; SSRIs*

5-HT,, receptor agonists; 5-HT, receptor antagonists;
5-HT, receptor antagonists; benzodiazepines;

CRF, and CRF, receptor antagonists; NK, receptor
antagonists; NMDA receptor antagonists; SSRIs*

5-HT,, receptor agonists or antagonists; 5-HT, receptor
antagonists; 5-HT, receptor antagonists; benzodiazepines;
CCK, and CCK, receptor antagonists; CRF, and CRF,
receptor antagonists; mGluR5 antagonists; NMDA receptor
antagonists

5-HT,, receptor agonists 5-HT, receptor antagonists;
5-HT, receptor antagonists; benzodiazepines; SSRIs*

5-HT,, receptor agonists; 5-HT, receptor antagonists;,
benzodiazepines; CRF, and CRF, receptor antagonists;
mGluR5 antagonists; NMDA receptor antagonists;
SSRIs; V, ; receptor antagonists

5-HT,, receptor agonists, 5-HT, receptor antagonists;

CB1 receptor agonists; CRF1 and CRFz receptor antagonists;
mGluR5 antagonists; NMDA receptor antagonists;

NMDA receptor glycine B agonists; SSRIs

5-HT,, receptor agonists; benzodiazepines; MCH, receptor
antagonists; mGluR2 agonists, antagonists or potentiators;
mGluR5 antagonists

5-HT, receptor agonists; benzodiazepines; CRF, receptor
antagonists; SSRIs

5-HT,, receptor agonists; 5-HT, receptor antagonists;
benzodiazepines; CRF, and CRF, receptor antagonists;
MCH, receptor antagonists; mGluR5 antagonists;
SSRIs; V,, receptor antagonists

5-HT,, receptor agonists or antagonists; 5-HT, receptor
antagonists; benzodiazepines; CRF, and CRF,
receptor antagonists; mGluR2 and mGluR3 agonists;
mGluR5 antagonists; NK| receptor antagonists; NPY1R
and NPY2R agonists

5-HT, receptor agonists; benzodiazepines

5-HT , receptor agonists; benzodiazepines;
mGluR5 antagonists; SSRIs*

5-HT,, receptor agonists or antagonists;
benzodiazepines; SSRIs*

5-HT, receptor agonists or antagonists; CRF, and
CRF, receptor antagonists; NK, receptor antagonists;
SSRIs*

Refs

17,19,
135-137

18,138

139,140

20,21,
141

16

142

38

143

144

145,146

147

148

149

150

22,23

+, low (requires several weeks to achieve a dose response); ++, medium (one dose response per week); +++, high (at least one dose response per day); 5-HT,
5-hydroxytryptamine (serotonin); AMPA, a-amino-3-hydroxy-5-methyl-4-isoxazole propionic acid; CB,, cannabinoid 1; CCK, cholecystokinin; CRF, corticotropin-
releasing factor; FAAH, fatty acid amide hydrolase; GAD, generalized anxiety disorder; MCH, melanin-concentrating hormone; mGluR, metabotropic glutamate
receptor; NMDA, N-methyl-p-aspartate; NK , neurokinin 1; NPY1R, neuropeptide Y receptor 1; ORL1, opiate receptor-like 1 (nociceptin/orphanin FQ receptor);
PTSD, post-traumatic stress disorder; SAD, social anxiety disorder; SSRI, selective serotonin reuptake inhibitor; V, ,, vasopressin V,, receptor; V., vasopressin V
receptor. *This table indicates the relevance of each test for modelling various aspects of anxiety disorders based on face and/or predictive validity, the species
that have been used, the difficulty in implementing the procedure, its throughput and the pharmacological classes that have shown anxiolytic-like activity in these
tests in at least five studies. *Only following repeated treatment. *Requires highly specialized equipment (for example, operant conditioning chambers), software
and training. IRequires specific equipment (for example, a shocker or a non-commercially available apparatus).
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Pavlovian fear conditioning
A learning process by which
neutral environmental stimuli,
by virtue of association with a
stressful event, evoke anxiety
reactions. Fear extinction
involves the learned
inhibition of these reactions.
Abnormalities in fear
conditioning and extinction
are thought to underlie
anxiety disorders, notably
specific phobias and post-
traumatic stress disorder.

Neural circuitry

A network of interconnected
regions of the brain that
mediate anxiety, including

cortical structures (for example,

the prefrontal cortex), limbic
structures (for example, the
amygdala, lateral septum
and hippocampus) and

the midbrain (for example,
the dorsal raphe).

Anxiety models

Models that generate lasting
or permanently heightened
anxiety; for example, by
subjecting animals to chronic
stress or by identifying or
engineering ‘high-anxiety’
rodent strains. By contrast,
simple tests or assays

only transiently evoke an
anxiety-like behaviour.

Intermediate phenotype
A specific behavioural or
neural feature of an anxiety
disorder that might be more
easily modelled in rodents
than the whole constellation
of symptoms found in an
anxiety disorder.

specific phobias, largely based on their perceived face
validity and sensitivity to benzodiazepine anxiolytics.
These tests have been used in nearly 4,000 drug dis-
covery experiments and continue to be very popular.
Indeed, well over half of the rodent-based experiments
on anxiety-related drugs have used one or more of these
tests; among them, by far the most commonly used ones
have been the elevated plus-maze test and the light/dark
exploration test.

The term ‘conflict-based test’ is also often used to
describe measures of behaviour suppression by mild elec-
tric shock. This group includes the Vogel conflict test*
and the Geller-Seifter* test, which measure anxiolytic-like
activity via the maintenance of a behavioural response
(for example, licking or bar pressing) despite the receipt
of a shock. These putative GAD-related tests were part of
many drug discovery programmes in the 1980s and
1990s but have since fallen out of favour, perhaps because
they require animals to be trained over multiple days and
are more labour-intensive and time-consuming than the
approach-avoidance tests.

Some anxiety tests have been designed to tap into the
fundamental defensive responses shown by animals in
the face of immediate danger. Such defensive or ‘fear’
behaviours can be conceptually distinguished from the
anxiety states produced by less imminent and more
ambiguous threats'®, and may be most relevant to anxiety
disorders such as panic disorder and PTSD. For example,
the ‘Mouse Defense Test Battery’ (MDTB) was designed
to provide multiple measures related to fear and anxiety,
based on observations of how wild rodents respond to
danger®. In this task, mice are placed in an oval runway
and tested for their responses (fight, flight, freeze, vocal-
ize or scan) to an approaching anaesthetized rat (a natural
predator). Specific behavioural measures in the MDTB
are sensitive to specific classes of anxiolytic medication.
For example, benzodiazepines that are effective in GAD
reduce mouse risk assessment, whereas serotonergic
agents that are efficacious in panic disorder and PTSD
attenuate fight and flight behaviours®. In spite of these
promising results, however, the MDTB has not been
widely adopted, again probably owing to the training and
technical demands involved. As a practical compromise,
researchers have incorporated measures derived from the
analysis of defensive behaviours, such as risk assessment,
into anxiety-related tests such as the elevated plus-maze
test; in some cases, this has resulted in improved sensitivity
to certain anxiolytic drug classes®.

Another set of fear-based tests that are relevant to
PTSD and specific phobias involve variations on classical
Pavlovian fear conditioning. Here, an animal learns to asso-
ciate a context or a specific environmental stimulus (for
example, a light or a sound) with electric shock to pro-
duce a conditioned fear response that can be quantified
in various ways (for example, freezing, escape, avoidance
or startle). Studies of Pavlovian fear conditioning have
contributed greatly to our understanding of the basic
neural circuitry and molecular mechanisms of memory; but
they have not been traditionally considered to be among
the ‘classical’ tests in anxiolytic drug discovery. This may
be changing, however, with the recent focus on devising

ways to pharmacologically attenuate fearful memories
through the process of reconsolidation or extinction (see
below)* and, more generally, through a growing apprecia-
tion of abnormal learning and cognition in anxiety.

Preclinical anxiety models and endophenotypes
Tests or assays for anxiety, in which the animal is placed in
an experimental situation to evoke an acute anxiety-like
response, can be distinguished from models of anxiety,
in which an animal has been manipulated in some way to
produce a more lasting or permanent increase in anxiety.
The goal of anxiety models is to produce a form of abnor-
mally elevated anxiety that more closely resembles, by
definition, the pathological nature of human anxiety
disorders. This can be achieved, for instance, by acutely
or chronically subjecting animals to stressors before test-
ing®*?. Another approach involves identifying genetic
populations (inbred and selectively bred strains)** or
engineering mutant mice with innate anxiety-like pheno-
types (TABLE 3). This approach has proven to be valuable
for screening novel anxiolytics®=* and testing the phar-
macoselectivity of putative anxiolytics®; emerging genetic
technologies such as optogenetics® will be integral to
future basic anxiety research®?.

The term endophenotype (an immediate phenotype
or biomarker) describes a premorbid or symptomatic
behavioural, neural or biological feature of an anxiety
disorder that, in principle, is more easily quantified than
the disorder as a whole. An example of a neural inter-
mediate phenotype in panic disorder and certain other
anxiety disorders is the exaggerated blood-oxygen-level-
dependent (BOLD) functional magnetic resonance
imaging (fMRI) amygdala response to threatening
stimuli¥”. In rodents, specific behavioural measures can
also be viewed as endophenotypes of anxiety symptoms;
for example, risk assessment and flight in the MDTB
task may relate to threat avoidance and hypervigilance
in GAD and panic disorder, respectively*.

There is growing interest in identifying anxiety endo-
phenotypes that are comparable across rodents and
humans with a view to foster translation (TABLE 4). A
good example that has grown in popularity is the extinc-
tion of fear memories. Extinction is an extension of the
aforementioned conditioned fear paradigms and is typi-
cally assessed by measuring the decrease in a fear-related
behaviour (for example, freezing or a startle response)
following repeated presentation of an environmental
cue or context that is associated with an aversive event
(for example, electric shock). Given that extinction has a
close therapeutic analogue in the form of exposure ther-
apy, preclinical studies have applied extinction to test for
drugs that function as adjuncts to strengthen extinction
and reduce intrusive fear memories in PTSD and specific
phobias®®*. There has been encouraging progress in the
development of anxiolytics (for example, D-cycloserine)
based on preclinical findings that have used extinction
as a paradigm®.

Below, we assess the preclinical evidence that has
accrued — using these and other preclinical approaches
— on the neurotransmitter systems that have been the
main targets of anxiolytic drug discovery.
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Table 3 | Genetic mouse and rat* models of anxiety

Model

Description Tests

Single-gene engineered models

3xTg-AD*
5-HT, , receptor

5-HT,, and 5-HT  receptor
5-HT, receptor

5-HT, receptor

5-HT transporter

CaMKlla

Adenosine A, receptor
Adrenergic a,, receptor
Angiotensin |l receptor type 2
Apolipoprotein E

APP

CB, receptor

FAAH

COMT

CCK; OLETF, CCK1 receptor
CCK; CCK, receptor

CCK; CCKZ receptor

CRF

CRF-binding protein

CRF, receptor

CRF, receptor

Desert hedgehog
Dopamine D4 receptor
Oestrogen receptor-a
FMR1

FYN tyrosine kinase
GABA, a, subunit receptor
GABA, a, subunit receptor
GABA, B, subunit receptor
GABA, y, subunit receptor

GABA, y, subunit receptor
GABA, receptor

GABA,, receptor

GABA GADG65

GAT1

GALR1

Glucocorticoid

DAO

NMDA receptor subunit
NR2B

mGluR4
mGluR5
mGluR8

Transgenic

Knockout

Knockout
Knockout
Knockout

Knockout

Transgenic
Knockout
Knockout
Knockout
Knockout
Transgenic

Knockout

Knockout
Knockout
Knockout*
Knockout
Transgenic
Transgenic
Knockout
Knockout
Knockout
Knockout
Knockout
Knockout
Knockout
Knockout
Knockout
Knockout
Knockout

Knockout

Knockdown
Knockout
Knockout
Knockout
Knockout
Knockout
Transgenic
Knockout

Knock-in

Knockout
Knockout

Knockout

Conditioned fear stress test, light/dark test, open-field test

Conditioned fear stress test, elevated plus-maze test, elevated zero-maze test, light/
dark test, novelty-suppressed feeding, open-field test, stress-induced hyperthermia

Elevated plus-maze test, novelty-suppressed feeding, open-field test
Elevated plus-maze test
Conditioned fear stress test, defensive withdrawal test

Conditioned fear stress test, elevated plus-maze test, emergence test, light/dark test,
novelty-suppressed feeding, open-field test, successive alleys, shock-escape paradigm

Elevated zero-maze test, light/dark test, open-field test, social interaction test
Elevated plus-maze test, light/dark test

Elevated plus-maze test, light/dark test, marble burying test, open-field test
Elevated plus-maze test, light/dark test

Elevated plus-maze test

Conditioned fear stress test, light/dark test, open-field test

Conditioned fear stress test, elevated plus-maze test, light/dark test, open-field test,
social interaction test

Elevated plus-maze test

Light/dark test

Elevated plus-maze test, light/dark test, open-field test

Elevated plus-maze test

Conditioned fear stress test, open-field test, social interaction test
Conditioned fear stress test, elevated plus-maze test, light/dark test, open-field test
Elevated plus-maze test, open-field test, defensive withdrawal test
Light/dark test

Elevated plus-maze test, light/dark test, open-field test, Vogel conflict test
Vogel conflict test

Open-field test

Light/dark test

Mirror chamber, social interaction test

Elevated plus-maze test, light/dark test, open-field test

Conditioned fear stress test

Conditioned emotional response

Elevated plus-maze test, marble burying

Conditioned fear stress test, elevated plus-maze test, free exploration test, light/dark
test, novelty-suppressed feeding

Elevated plus-maze test, forced novelty exploration

Elevated zero-maze test, light/dark test, staircase test

Light/dark test

Conditioned fear stress test, elevated plus-maze test, light/dark test, open-field test
Elevated plus-maze test

Elevated plus-maze test

Elevated plus-maze test, light/dark test

Elevated plus-maze test, novel object test, open-field test

Elevated plus-maze test

Elevated zero-maze test, open-field test
Elevated plus-maze test

Acoustic startle, elevated plus-maze test, elevated zero-maze test, open-field test

Refs

151
152-163

164

165
166,167
168-175

176

177

178,179
180,181

182

151
107,183-192

105

193
194,195
196-198
199
200-204
205,206
207
208-210
211

212

213

214

215

216

217
218,219
220-222

223
224-226
224
227-231
232
233
234
235
236

237
238
239-243
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Table 3 (cont.) | Genetic mouse and rat* models of anxiety

Model

HDC

Interferon-y
Interleukin-6

MAS oncogene
Midkine

NCAM

Nicotinic AChR a4 subunit
Nociceptin

NOS

Nociceptin
Nociceptin receptor
NPY

NPY

NPY1 receptor
Preproenkephalin

Puromycin-sensitive
aminopeptidase

SF1

Single-minded homolog 2
TRH receptor 2

Activin BE

NTRK3

Tumour necrosis factor
TSC-DN

Vasopressin V., receptor
Selective breeding
BALB/c

BTBR T+tf/)
Fawn-hooded

LAB/HAB

MR/Har and MNRA/Har
RHA/Verh and RLA/Verh
Wistar-Kyoto

Description Tests Refs
Knockout Elevated plus-maze test, light/dark test, open-field test 244
Knockout Elevated plus-maze test 245
Knockout Elevated plus-maze test 246
Knockout Elevated plus-maze test 247
Knockout Elevated plus-maze test 248
Knockout Elevated plus-maze test, light/dark test 249
Knockout Elevated plus-maze test 250
Transgenic  Acoustic startle, light/dark test 251
Knockout Elevated plus-maze test, open-field test 252
Knockout Elevated plus-maze test, light/dark test, open-field test 253
Knockout Elevated plus-maze test, elevated T-maze test, light/dark test 254
Knockout Acoustic startle, elevated plus-maze test, open-field test 255-257
Transgenic Elevated plus-maze test 258
Knockout Light/dark test 259
Knockout Elevated plus-maze test 260
Knockout Elevated plus-maze test 261
Knockout Elevated plus-maze test, light/dark test, marble burying test, open-field test 262
Transgenic Elevated plus-maze test 263
Knockout Novelty-suppressed feeding 264
Transgenic Elevated plus-maze test, open-field test 265
Transgenic Elevated plus-maze test, elevated zero-maze test, Mouse Defense Test Battery 266
Transgenic Light/dark test 267
Transgenic Elevated plus-maze test, open-field test 268
Transgenic Light/dark test 269
Inbred Conditioned fear stress test, free exploration test, light/dark test, elevated plus-maze 55,

test, open-field test 270-272
Inbred Elevated plus-maze test, social interaction test 273
Inbred* Socialinteraction test 274
Outbred* Elevated plus-maze test, light/dark test 275-277
Outbred* Acoustic startle, conflict test, open-field test, ultrasonic distress vocalizations 278-280
Inbred* Elevated plus-maze test, light/dark test, open-field test 281-283
Qutbred* Open-field test 284,285

5-HT, 5-hydroxytryptamine (serotonin); AChR, acetylcholine receptor; APP, amyloid precursor protein; CB,, cannabinoid 1; CCK, cholecystokinin; CaMKlla; calcium/
calmodulin-dependent protein kinase lla; COMT, catechol-O-methyltransferase; CRF, corticotropin-releasing factor; DAO, b-amino-acid oxidase; FAAH, fatty acid
amide hydrolase; FMR1, fragile X mental retardation 1; GABA, y-aminobutyric acid; GAD65, 65 kDa glutamate decarboxylase; GAT1, GABA transporter 1;
GALR1, galanin receptor 1; HAB, high anxiety behaviour; HDC, histidine decarboxylase; LAB, low anxiety behaviour; mGluR, metabotropic glutamate receptor;
MNRA/Har, Maudsley non-reactive; MR/Har, Maudsley reactive; NCAM, neural cell adhesion molecule; NOS, nitric oxide synthase; NMDA, N-methyl-p-aspartate;
NPY, neuropeptide Y; NTRK3, neurotrophic tyrosine kinase receptor type 3; OLETF, Otsuka Long-Evans Tokushima Fatty; RHA/Verh, Roman high avoidance;
RLA/Verh, Roman low avoidance; SF1, steroidogenic factor 1; TRH, thyrotropin releasing hormone; TSC-DN, tuberous sclerosis dominant negative. *The column
tests indicate the procedures in which these animals displayed increased anxiety-like behaviours. ¥3xTg-AD: transgenic mice expressing human mutant amyloid-p
precursor protein (APP'"™ and APPS*"Y) and tau.

GABA-benzodiazepine system

Benzodiazepines such as chlordiazepoxide and diazepam
have been reference anxiolytics for over 50 years. These
drugs exert their effects by allosterically activating spe-
cific GABA, receptor subtypes to promote inhibitory
neurotransmission in the brain. Benzodiazepines are effi-
cacious in the acute treatment of GAD, SAD and panic

disorder but have limited to no efficacy in other anxiety
conditions**. In addition, the long-term use of benzo-
diazepines is hampered by the occurrence of troublesome
side effects, including sedation, memory disturbances,
tolerance and dependence liability*® (TABLE 1).

The inherent therapeutic limitations of benzodiaz-
epine anxiolytics led to the search for compounds that
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Table 4 | Translatable measures of anxiety endophenotypes

Measure

Impaired fear extinction
Elevated startle response
Fear generalization

Increased BOLD amygdala
response to threat

Example of relevant anxiety disorder Refs
Post-traumatic stress disorder 25
Generalized anxiety disorder 286
Post-traumatic stress disorder 25
Panic disorder 37

BOLD, blood-oxygen-level-dependent.

Anxiety traits

Persistent anxiety
characteristics that manifest
across a variety of situations
and are considered to be

an enduring feature of an
individual.

were chemically unrelated to the benzodiazepines, with
more specific therapeutic actions and without their con-
comitant unwanted effects. As a result, novel compounds
were developed to preferentially bind to specific GABA,
receptor subtypes, to combine preferential affinity and dif-
ferential intrinsic activity at these receptors or to display
low efficacies at each GABA, receptor subtype*. A com-
prehensive programme of preclinical research provided
very encouraging results and led to clinical studies of par-
tial agonists of GABA | receptors or agonists of GABA
receptor a2 or a3 subunits for GAD*. However, none of
these drugs has reached the market.

The development of some compounds, such as the
benzodiazepine receptor partial agonist bretazenil (a
benzodiazepine derivative)*>** and the GABA, receptor
a2 and a3 subunit agonist SL651498 (REF. 47), was dis-
continued owing to unexpected sedative and/or amnes-
tic effects. Ocinaplon*®, which combines preferential
affinity and differential intrinsic activity at GABA,
receptors, failed clinically owing to toxicity, as did the
GABA, receptor a2 and a3 subunit agonist TPA023
(REF. 49), despite exhibiting anxioselective activity in
GAD. The mitochondrial benzodiazepine receptor ago-
nist XBD-173 (REF. 50) also failed in a Phase II trial for
GAD, although this may have been attributable to the
choice of outcome measure (CCK-induced panic) and
because the trial was not controlled for the presence of
a genetic polymorphism moderating the binding of the
drug®'. Nonetheless, these disappointments have been a
major reason why pharmaceutical companies seem to
have abandoned the development of drugs targeting the
GABA-benzodiazepine system for anxiety; to our knowl-
edge there are no drugs targeting this system currently
under development.

5-HT

The serotonin (5-HT) system has long been implicated in
the mediation of anxiety*2. For example, genetic variation
in the human 5-HT transporter and in the 5-HT |, recep-
tor influences anxiety traits®>**, and knockout mice lacking
the genes encoding the 5-HT transporter and the 5-HT,,
receptor show increased anxiety-related behaviour®**>3.
5-HT is also a primary target of existing anxiolytic medi-
cations. Indeed, the 5-HT, receptor partial agonist bus-
pirone was the first pharmacotherapeutic alternative to
benzodiazepines for the treatment of GAD. It was first
described by Goldberg et al.*” and later shown to have
anxiolytic efficacy in controlled clinical studies® before
being launched in 1985by Kwizda Pharma. Buspirone

REVIEWS

and other partial agonists of the 5-HT,, receptor may
exert anxiolytic activity via the activation of 5-HT,,
heteroreceptors in forebrain areas*-*'. However, drugs
targeting the 5-HT, , receptor have failed to demonstrate
efficacy in other anxiety disorders, such as panic disorder
or OCD®, and their utility is further limited by extensive
first-pass hepatic metabolism®.

The serendipitous observation that antidepressants
such as tricyclic antidepressants or monoamine oxidase
inhibitors have anxiolytic properties® stimulated research
on the anxiolytic properties of newer-generation,
better-tolerated antidepressants such as SSRIs*>%. SSRIs
are thought to exert their therapeutic effects by increasing
extracellular 5-HT levels®. This class has proven to have
efficacy across a range of anxiety disorders, and fluox-
etine was the first SSRI to be approved for GAD in 1999
(REFS 41,42). Today, SSRIs are a first-line treatment for
many anxiety disorders and are some of the most com-
monly prescribed medications in the field of psychiatry.
However, many patients do not respond to SSRIs, and
adverse effects such as sexual dysfunction and a delayed
onset of action — sometimes associated with a transient
period of increased anxiety — have reduced the accept-
ability of SSRIs in clinical practice®.

A vast amount of preclinical pharmacological data
has been accumulated on the effects of 5-HT-interacting
drugs in anxiety-related procedures (Supplementary
information S1 (box)). FIGURE 1 shows that the number of
experiments focusing on 5-HT was the highest during
the 1990s and, despite a decrease since the early 2000s,
5-HT remains the primary focus of drug testing in pre-
clinical anxiety research. Not surprisingly, given their clin-
ical success, studies on the anxiety-modulating actions of
5-HT-targeting drugs predominantly examined 5-HT,
receptor agonists and SSRIs, typified by buspirone and
fluoxetine, respectively. The former (buspirone) has
been, by far, the most studied anxiolytic outside the
benzodiazepine class. Anxiolytic-like properties of bus-
pirone and other 5-HT,, receptor agonists have been
reported in about two-thirds of experiments. However,
there are also reports that 5-HT,, receptor agonists
induce pro-anxiety effects, and several studies did not
reveal any modification of anxiety-like behaviours by
these drugs (FIC. 3).

The effects of SSRIs are also inconsistent. Anxiolytic-
like actions were observed in approximately 40% of the
experiments conducted, whereas 20% reported anxio-
genic-like effects and the remainder failed to detect any
behavioural changes. 5-HT, and 5-HT, receptors have
also been proposed as potential targets for anxiolytics
but, again, compounds with high affinity and selectivity
at these receptors produced equivocal results in preclinical
experiments (FIG. 3).

What might account for these inconsistencies?
Variability in experimental conditions across laboratories
has often been cited as a potential influence on rodent
anxiety-like behaviour®. In the case of 5-HT, recep-
tor agonists, increasing lighting levels in the elevated
plus-maze test can switch an anxiogenic-like effect to
anxiolytic-like activity”®, and manipulating shock asso-
ciations in a conditioned suppression task can transform
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an inactive drug profile into an anxiolytic-like profile”.
Findings such as these raise the possibility that certain
key procedural factors, notably those affecting stress,
determine the magnitude and direction of the anxiety-
related effects of drugs acting on the 5-HT system.
Although it remains to be thoroughly investigated, this
attractive hypothesis is in line with the known, complex,
stress-modulating role of the 5-HT system’ and could
have important implications for the design and choice
of the animal model used in studies of 5-HT-targeting
anxiolytics.

Overall, despite the intense focus on 5-HT receptor
ligands, only the 5-HT, , receptor agonist tandospirone
has made it to the market, and only in Japan and China.
Agomelatine is an agonist of melatonin MT, and MT,
receptors and an antagonist of the 5-HT, receptor
that has been developed and launched in Europe as an
antidepressant; it has also demonstrated efficacy in a
Phase II trial in GAD?’?, but the exact contribution of
5-HT, . receptor antagonism to these anxiolytic effects
is unclear. Some other drugs that either selectively or
non-selectively target 5-HT receptor subtypes or mod-
ulate 5-HT reuptake are in active clinical development
for anxiety disorders (TABLE 5). However, the anxiolytic
effects of these drugs in preclinical settings have not
been reported in the published literature.

Neuropeptides
The field of neuropeptide research has seen considerable
progress in the past two decades, with the identification
of new centrally expressed peptides and the elucidation
of their functions using genetic manipulations and newly
developed specific receptor ligands™ 7. Almost 20 dif-
ferent peptide systems have been suggested to have a
role in the modulation of anxiety (FIG. 4). This line of
research was driven by the finding that these neurotrans-
mitters and neuromodulators, as well as their receptors,
are found in areas of the brain that are implicated in
the control of anxiety. Further support emerged from
studies showing that the central infusion or genetic
manipulation of neuropeptides modified anxiety-related
behaviours””®. A detailed review of the vast preclinical
literature in this area is beyond the scope of this article
(for a full summary of experiments, see Supplementary
information S1 (box)). Below, we consider three of the
most intensively studied neuropeptides — CCK, CRF
and tachykinins — and we also mention some other
promising neuropeptides such as neuropeptide Y (NPY).
CCK was the first peptide to be discovered in the
central nervous system (CNS)”, where it is abundantly
distributed and binds to two receptor subtypes, the CCK
receptor and the CCK, receptor, with the latter having
a much broader distribution pattern®. Initial research
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Figure 3 | Anxiety-related effects of drugs targeting the 5-HT, neuropeptide, glutamate and endocannabinoid
systems. Findings from experiments conducted between 1960 and 2012 are shown as the percentage of experiments
that showed anxiolytic-like, anxiogenic-like and inactive effects. The number of experiments reporting anxiolytic-like
effects is shown on the graph. This figure shows that although compounds modulating the 5-hydroxytryptamine (5-HT),
corticotropin-releasing factor (CRF), cholecystokinin (CCK), endocannabinoid and tachykinin systems have shown
variable effects, compounds acting at several glutamatergic receptors (that is, metabotropic glutamate receptor 2
(mGluR2) and mGluR5), compounds targeting neuropeptide Y (NPY) and compounds that block melanin-concentrating
hormone (MCH) receptors have all produced relatively consistent anxiolytic-like effects. CB , cannabinoid 1; FAAH, fatty
acid amide hydrolase; MPEP, 2-methyl-6-(phenylethynyl)pyridine; NK,, neurokinin 1; NMDA, N-methyl-p-aspartate;
NPS, neuropeptide S; SSRI, selective serotonin reuptake inhibitor.
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Table 5 | Compounds in clinical development for anxiety disorders

Drug Companies Properties Disorder Phase
Vortioxetine Lundbeck/Takeda 5-HT, receptor antagonist, GAD Pre-
(LU-AA-21004) 5-HT,, receptor agonist registration
and 5-HT enhancer
Agomelatine Servier Melatonin 1 and melatonin 2 GAD il
(S90098)* receptor agonist, 5—HTZC
receptor antagonist
Pregabalin® Pfizer Calcium channel a28 subunit SAD 1l
ligand
Vilazodone Merck KGaA 5-HT, , receptor agonist and GAD 1l
(EMD 68843) SSRI
ADX-71149 Addex/Johnson Positive allosteric modulator NA 1]
& Johnson of mGluR2
Androstadienol Pherin Vomeropherin GAD, SAD 1]
(PH-94B)
AVN-101 Avineuro 5-HT, receptor antagonist NA Il
Pharmaceuticals
AVN-397 Avineuro 5-HT, receptor antagonist GAD Il
Pharmaceuticals
Bitopertin Roche Glycine transporter 1 inhibitor OCD Il
(R-1678)
Guanfacine Shire Unknown GAD, SAD 1]
(SPD-503)
Orvepitant GlaxoSmithKline NK receptor antagonist PTSD Il
Pivagabine CeNeRx BioPharma Hypothalamic—pituitary—adrenal NA Il
(CXB-722) axis modulator
TGFK-08AA Fabre-Kramer 5-HT,, receptor partial agonist GAD Il
Pharmaceutical
Verucerfont GlaxoSmithKline CRF, receptor antagonist PTSD Il
(GSK561679)
YKP-3089 Sunkyoung Group Undisclosed NA Il
Holdings
BNC-210 Bionomics GABA, receptor modulator GAD |
JNJ-19385899 Johnson & Johnson OPRL1 agonist NA |
RGH-618 Gedeon Richter mGluR1 and mGluR5 antagonist NA |
SPD-554 Shire a,-adrenergic receptor agonist NA I
SRX-246 Azevan Vasopressin V,, receptor PTSD |
Pharmaceuticals antagonist
TriRima CeNeRx BioPharma MAQ inhibitor NA |
(CX-157)

5-HT, 5-hydroxytryptamine (serotonin); CRF, corticotropin-releasing factor; GABA, y-aminobutyric acid; GAD, generalized anxiety
disorder, NA, information not available; NK,, neurokinin 1; MAO, monoamine oxidase; mGluR, metabotropic glutamate receptor;
OPRL1, opiate receptor-like 1 (nociceptin/orphanin FQ receptor); OCD, obsessive compulsive disorder; PTSD, post-traumatic
stress disorder; SAD, social anxiety disorder. *Agomelatine has been launched as an antidepressant in Europe. *Pregabalin has

been launched for the treatment of GAD in Europe.

focused mainly on CCK and the development of selective
CCK, receptor antagonists as potential anxiolytics; this
generated much interest in the late 1980s through to the
1990s. These compounds produced anxiolytic-like effects
in less than two-thirds of the experiments; the remainder
of experiments failed to detect any behavioural changes,
and some even showed pro-anxiety effects (FIC. 3). The
results of CCK, receptor deletion in animal models of
anxiety are similarly discrepant, with both anxiolytic- or
anxiogenic-like effects being reported, and about half
of studies have shown no clear change in anxiety-like

behaviour (FIC. 3). This questioned the idea that CCK
represents a valid target for anti-anxiety medications.
Clinical trials undertaken with CCK, receptor antago-
nists in anxiety disorders, including GAD and panic
disorder, have also been unsuccessful’”*! and no CCK-
based drugs have yet been approved.

CREF is the major physiological regulator of the stress
response® and has been one of the most studied neuropep-
tides in anxiety (FIG. 4). CRF binds to at least two receptors:
the CRF, receptor and the CRE, receptor. Most preclinical
studies have focused on the CRF, receptor because it is
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Figure 4 | Experiments in animal models that investigated the effects of drugs modulating neuropeptide systems
in models of anxiety disorders from 1960 to 2012. Seventeen different peptide systems have been suggested to have
arole in the modulation of anxiety behaviours. This graph shows that, among them, corticotropin-releasing factor
(CRF), the tachykinins and cholecystokinin (CCK) have been a major focus of anxiolytic drug discovery, accounting for
about one-third of all experiments. MCH, melanin-concentrating hormone; NPS, neuropeptide S; NPY, neuropeptide Y;

OFQ, orphanin FQ/nociceptin; TRH, thyrotropin-releasing hormone.

expressed at high density in corticotropic cells in regions
of the brain that mediate anxiety®. Anxiolytic-like effects
of CRF, receptor antagonists have been reported in the
majority of preclinical experiments (one-third of these
experiments failed to detect effects), which is consistent
with the anxiolytic-like phenotype of Crfr1-null mutant
mice (FIC. 3). Echoing the literature data on 5-HT, stress
might have a strong influence on the effects of these drugs.
CRF, receptor antagonists most reliably produce anxio-
lytic-like effects under conditions of elevated stress (for
example, in tests involving predator or shock exposure)
or in animals displaying excessive CRF-CRF, receptor
signalling (for example, CRF-overexpressing mice)’**!.
As in the case of drugs that target 5-HT, the choice of
experimental models is therefore critical for the accurate
assessment of the anxiolytic potential of targeting CRF.
This issue could also extend to clinical studies. Controlled
trials with CRF, receptor antagonists in anxiety disorders
such as GAD and SAD have yielded negative results, but
these studies were carried out in heterogeneous patient
groups®, raising the question of whether effects would be
more readily detected in patient subpopulations with the
highest levels of anxiety.

The tachykinins substance P (also known as neuro-
kinin 1), neurokinin A (NKA; also known as tachykinin
precursor 1) and neurokinin B (NKB; also known as

tachykinin 3) are widely distributed in the CNS*. Sub-
stance P and NKA, along with their respective receptors
tachykinin receptor 1 (TACRI; also known as the NK,
receptor) and TACR?2 (also known as the NK| receptor), are
especially well expressed in structures of the brain that
are implicated in anxiety, including the amygdala and
septum®. Several non-peptide antagonists at NK, and
NK, receptors produced anxiolytic-like effects in a little
more than half of the experiments (FIG. 3; Supplementary
information S1 (box)). Variability in the outcomes of
these studies seems to be highest when certain behav-
ioural assays are utilized, in particular the elevated
plus-maze test and social interaction tests. NK, receptor
antagonists seem to have more reliable anxiolytic effects
in tests involving strong or explicit stressors, such as in the
MDTB. However, late-stage clinical trials with NK, recep-
tor blockers have shown either negative or inconclusive
results in GAD, SAD and PTSD®.. Thus, selective block-
ade of tachykinin receptors may be insufficient to achieve
therapeutic efficacy®*. Differences in tachykinin recep-
tor physiology between rodents and humans have also
been suggested to account for at least some of the failure
to translate preclinical data on this target to the clinic®".
Other neuropeptides that have been studied for their
anxiolytic potential include NPY¥, nociceptin®, gala-
nin”>*, melanin-concentrating hormone (MCH)**** and
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neuropeptide S (NPS)* (FIC. 4; Supplementary informa-
tion S1 (box)). These peptides and their receptors are
densely expressed in various regions of the brain that
mediate anxiety. Preclinical experiments have investi-
gated the administration of nociceptin, galanin, NPS or
non-peptide ligands of their receptors either directly into
the brain or — in the case of putatively brain-penetrant
compounds — systemically; however, these experiments
have not produced consistent effects on anxiety-related
behaviours. Perhaps more promising are the results from
the administration of MCH receptor antagonists, which
have demonstrated anxiolytic-like effects in about three-
quarters of preclinical experiments conducted to date
(FIC. 3). The literature data on NPY is also encouraging®.
Based on around 100 pharmacological and gene mutant
experiments, many of which have been conducted in
recent years (FIC. 4), the preclinical evidence supports
the potent anxiolytic actions of NPY (BOX 1). However,
although there are some promising lead compounds,
there are no drugs targeting NPY, or any other neuropep-
tide, currently undergoing clinical evaluation for anxiety
disorders (TABLE 4).

Glutamate

Multiple lines of evidence strongly implicate glutamate
— the major excitatory neurotransmitter system in the
brain — in anxiety disorders. There are abnormal levels
of glutamate and various glutamate receptor classes in
the brains of patients with anxiety disorders, and gluta-
mate levels are altered in rodents by stressors®. However,
delineating the contribution of the glutamate system to
anxiety is a formidable task, given the large number of
signalling receptors involved in glutamate neurotrans-
mission. The glutamate system has nonetheless emerged
as an increasingly active area of preclinical research
within the past decade, with around 100 experiments
conducted in 2012 alone (FIG. 1).

Metabotropic glutamate receptors (mGluRs), par-
ticularly mGluR1, mGluR2, mGlu3 and mGluR5, have
been well studied preclinically and shown to have a role
in anxiety behaviour. Orthosteric agonists, negative allos-
teric modulators or antagonists at mGluR1 (for example,
JNJ16259685 and LY456236), at mGluR2 and mGIuR3
(for example, LY354740) or at mGluR5 (for example,
2-methyl-6-(phenylethynyl)pyridine (MPEP)) have
shown anti-anxiety effects across various rodent assays*.
Although there have been some negative results, around
80% of studies have been positive, with MPEP being
particularly notable for its robust anxiolytic-like activity
(FIC. 3; Supplementary information S1 (box)). MPEP was
in preclinical development by Merz Pharmaceuticals but
the drug was discontinued (for as yet undisclosed rea-
sons) before entering clinical trials. Drugs acting at other
mGluRs, including mGluR7 agonists (AMNO082), have not
been studied in as much depth and their effects still need
to be clarified®. Clinically, some mGluR compounds, such
as the mGIluR2 and mGluR3 orthosteric agonist LY354740
(or its pro-drug LY544344), have produced encouraging
preliminary results in GAD® (but not in panic disorder)*,
which have been somewhat tempered in some cases by
pro-convulsant activity in animals®. Clinical trials are
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currently underway for the mGluR2 positive allosteric
modulator ADX-71149 and for the mGluR1 and mGluR5
antagonist RGH-618 in anxiety disorders (TABLE 5).

The NMDA (N-methyl-p-aspartate) receptor antago-
nist ketamine was recently found to exert rapid antidepres-
sant effects in treatment-resistant major depression”. This
has generated considerable interest in NMDA and AMPA
(a-amino-3-hydroxy-5-methyl-4-isoxazole propionic
acid) receptors as targets for depression and is likely to
provide insights into the anxiety-related effects of these
compounds, for example, based on the effects observed
in patients with comorbid depression and anxiety who
receive ketamine”. In addition, the preclinical litera-
ture on the anxiolytic-like effects of NMDA and AMPA
receptor antagonists has substantially grown in recent
years. For example, the non-selective NMDA receptor
channel blocker MK-801 has shown anti-anxiety effects
across several assays, and NMDA receptor blockers
have shown anxiolytic effects in around three-quarters
of studies (FIC. 3; Supplementary information S1 (box)).
Because indiscriminate blockade of NMDA receptors is
unlikely to be a well-tolerated option for an anxiolytic,
compounds that target specific NMDA receptor sub-
units (for example, the NMDA receptor subunit NR2B
antagonist ifenprodil) have been studied but they do
not produce comparably robust effects (Supplementary
information S1 (box)). Similarly, the anxiety-related
preclinical effects of AMPA receptor antagonists such
as NBQX (2,3-dihydroxy-6-nitro-7-sulfamoyl-benzo|[f]
quinoxaline-2,3-dione) have overall proven to be incon-
sistent (Supplementary information S1 (box)).

Out of the other potential glutamate-acting targets
for anxiety, D-cycloserine — which potentiates NMDA
receptor signalling via the glycine co-agonist site — has,
as already noted, shown efficacy as a therapeutic adjunct
in various anxiety disorders®®. Another glycine-acting
drug, bitopertin (RG1678), which inhibits glycine reuptake
by glycine transporter 1, is currently being investigated
for efficacy in OCD (TABLE 5), but the class of glycine
transporter 1 inhibitors has produced mixed preclinical
data. Last, pregabalin, riluzole and topiramate are three
drugs that exert glutamatergic effects as part of a com-
plex pharmacological profile; pregabalin is approved
(in Europe) for GAD, whereas all three are undergoing
proof-of-concept studies for PTSD and SAD, with the
caveat that the precise contribution of glutamate to their
anxiolytic actions remains unclear.

Endocannabinoids

Endocannabinoids represent another system that has
attracted attention in recent years as a potential target for
novel anxiolytics (FIG. 1). The endocannabinoids ananda-
mide (also known as N-arachidonoylethanolamide) and
2-arachidonoylglycerol, and their principal CNS receptor
(the cannabinoid 1 (CB,) receptor), are densely expressed
in the brain, particularly in regions mediating anxiety'®.
Further implicating this system as a relevant translational
target, there is growing evidence that abnormalities in
the CB, receptor and other endocannabinoid systems
are implicated in anxiety disorders such as PTSD*"1%2,
The effects of CB, receptor agonists, inverse agonists and
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Box 1| Neuropeptide Y: an attractive system for the discovery of new anxiolytics

Neuropeptide Y (NPY) appears to act as an endogenous anxiolytic based on the numerous findings demonstrating that the
central application of NPY produces consistent anxiolytic-like actions — effects that correspond well with the low level of
anxiety observed in NPY-overexpressing transgenic mice. NPY and at least four of its receptors (NPY receptor 1 (NPY1R),
NPY2R, NPY4R and NPY5R) are found in the brain, with significant levels in regions that are believed to be implicated in
anxiety, such as the amygdala and the hippocampus (see the figure). NPY pathways originating in the arcuate nucleus
of the hypothalamus (Arc) project to the lateral septum (LS), amygdala and periacqueductal grey matter (PAG). Major
NPY-containing neurons in the amygdala also innervate the PAG and locus coeruleus (LC) — regions that have been shown
to have a crucial role in emotional processes. However, there are no NPY-based compounds currently in development.
The major challenge associated with targeting the NPY system is obtaining non-peptide brain-penetrant ligands, and it
is not clear at present which NPYR should be targeted, as peptide ligands of NPY1R, NPY2R and NPY5R have been
shown to produce anxiolytic-like effects. In principle, the simultaneous targeting of all three NPYRs would represent

the optimal approach.

antagonists on anxiety-related behaviours have been inten-
sively studied across a range of preclinical assays and mod-
els, with mixed results. There are examples of CB, receptor
ligands and gene mutations producing either anxiolytic-'"
or anxiogenic-like!**'® effects in rodents'® (FIC. 3).

Part of the complexity of the anxiety-related effects
associated with manipulating CB, receptors is very likely
to stem from the ubiquitous expression of CB, receptors
in different anxiety-mediating regions and circuits of the
brain, some of which may have opposing roles in anxi-
ety (for example, cortical regions versus the amygdala,
and GABAergic circuits versus glutamatergic circuits)'”.
In addition, the enthusiasm for developing agents that
target the CB, receptor was tempered by the withdrawal
of the CB, receptor antagonist rimonabant (also known
as SR141716) from the market as an anti-obesity medica-
tion owing to depression, suicidal ideation and anxiety
symptoms in the patient populations receiving the drug'®.

An alternative approach for pharmacologically mod-
ulating endocannabinoids is to target their post-release
reuptake and degradation. Endocannabinoids are thought

I NPY4R
[ NPYSR

B NPY1R
B NPY2R

— NPY
pathways

AA, anterior amygdaloid area; Acc, nucleus accumbens; BA, basolateral amygdala; CeA, central amygdala; CA3, hippocampal field
CA3; CinCx, cingulate cortex; CMN, centromedial thalamic nucleus; DG, dentate gyrus; DMV, dorsal motor nucleus of the vagus and
the trigeminal ganglion; DR, dorsal raphe; Hip, hippocampus; IClj, island of Calleja; MeA, median amygdala; MPA, medial preoptic
area; OT, olfactory tubercle; PIRCx, piriform cortex; PVN, paraventricular nucleus of the hypothalamus; ThN, thalamic nucleus;
VLN, ventral lateral nucleus; VMN, ventromedial nucleus; VTA, ventral tegmental area.

to be primarily released ‘on demand’ as a function of
physiological requirements. Therefore, pharmacologically
inhibiting their reuptake or degradation could augment
functionally relevant recruitment of endocannabinoids
and produce more selective effects on anxiety than CB,
receptor agonists. Although this is an attractive hypoth-
esis, preclinical studies have not shown robust anxiety-
related effects of, for example, compounds that augment
anandamide via inhibition of the catabolic enzyme fatty
acid amide hydrolase (FIG. 3; Supplementary informa-
tion S1 (box)).

More promising are the recent findings that both
anandamide transporter blockers (such as AM404) and
fatty acid amide hydrolase inhibitors (such as AM3506
and JNJ-5003) promoted the extinction of rodent fear'®*
and prevented stress-induced anxiety-like behaviour'®.
These preliminary observations suggest that this class of
compounds may be preferentially active under conditions
of high stress and abnormal endocannabinoid tone'"’.
The anxiolytic potential of fatty acid amide hydrolase
inhibitors is currently being investigated in early-phase
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Figure 5 | Fifty-year trends in the species, strain, sex and chronicity of drug
treatment in anxiolytic drug discovery studies. The values represent the absolute
numbers and percentages of experiments performed with different species (part a),
strains (parts b, ¢, d) and sexes (part e), regardless of whether these involved acute or
chronic treatment (part f), between 1960 and 2012. Rats represented the species of
choice for anxiety tests, but mice have been extensively used as well. In addition, the
majority of studies have used male subjects (part e) rather than females, and tested
the effects of drugs following acute treatment (part f) rather than chronic treatment.

clinical trials, and it remains to be confirmed whether
this or other approaches to targeting endocannabinoids'!
will prove to be an effective translational strategy.

Lessons learned and future perspectives

Taking stock of half a century of intensive research,
where does the effort to find effective medications for
anxiety disorders now stand? Clearly, there are promising
targets in the various neurotransmitter systems dis-
cussed above, and there is reason to be optimistic that
one or more of these will yield a novel, safe and clinically
efficacious anxiolytic. Considering the huge amount
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of data that has amassed, however, the drug discovery
efforts in this field can be, and often have been, viewed
as a failure.

However, this conclusion is not unique to the anxiety
field; in fact, it has been levelled at most of the drug dis-
covery efforts in psychiatry''2 It is worth reiterating the
point that finding medications for psychiatric illnesses
is made all the more daunting by fluid diagnostic end
points that are based almost entirely on behavioural
symptomatology rather than on a deep mechanistic
understanding of the underlying biology. Indeed, this
and various other issues have been offered as explana-
tions for why the search for new anxiolytics has stalled.
Some of the issues were reinforced by our systematic
analysis of the literature, and below we expand upon
three issues that came to the fore.

Current tests have limited predictive and postdictive
validity. An oft-cited explanation for the poor transla-
tional track record of preclinical anxiety studies is the
lack of validity of the available rodent tests and models.
On the one hand, the fact that the field has found the
need to continually devise new procedures (well over
100 by recent counts)' to assess rodent anxiety-like
behaviour reflects innovation, but on the other hand this
indicates the dissatisfaction with the tools available. Still,
as our analysis illustrates, the vast majority of studies
have relied on a limited subset of tests. Many of these
tests are excellent for demonstrating the effects of benzo-
diazepine anxiolytics but much less reliable in their
sensitivity to drugs acting on the 5-HT system, including
the SSRIs. This is concerning in view of the fact that sev-
eral SSRIs (including escitalopram, paroxetine, fluvox-
amine and sertraline) are approved for various anxiety
disorders and are now the most successful drugs in this
class. This means that, with the exception of the benzo-
diazepines, many preclinical anxiety tests lack not only
predictive validity (the ability to predict new drugs) but
also postdictive validity (sensitivity to existing drugs).
Some authors have contested that the available tests
have skewed the anxiety field towards detecting new
‘benzodiazepine-like’ anxiolytics'*''®. This argument has
been levelled most forcefully at the approach-avoidance
conflict tests (such as the elevated plus-maze test), which
have been, by far, the most frequently used tests and have
therefore shouldered most of the blame. These tests have
clear intuitive appeal, are inexpensive to construct and
ostensibly quick and easy to run, but they also produce
the most inconsistent findings. This may be due to
inadequate optimization: the elevated plus-maze test, in
particular, is known to be highly sensitive to laboratory
conditions'. However, our examination of the literature
does not reveal any systematic differences in results
across models, or any obvious experimental variables
(including strain, species, dose or route of administra-
tion), that predict the effects of any class of drugs. To give
just one example, buspirone has been found to exhibit
both anxiolytic- and anxiogenic-like properties after
either acute or repeated treatment across a large dose
range, and there is no indication of more reliable results
being obtained in any particular species, assay or model.
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Target validation

Key aspects to consider when addressing a new anxiolytic drug target:

* Alteration in neurotransmitter signalling is one of the pathogenic
factors

* Homologies between animal and human target, as well as the
pharmacology

¢ Genetically engineered animals that overexpress or lack the target
or neurotransmitter and display phenotypic features of the
targeted anxiety disorder using approach-avoidance conflict tests

Primary screening (large libraries of molecules)

* Approach-avoidance conflict tests have proven to be of limited utility
for detecting non-benzodiazepine anxiolytic activity, but they have a
high throughput

* As many anxiety tests are highly sensitive to procedural variables
and environment factors, the tests should be validated in-house and
methods fully reported

* Examples include the elevated plus-maze test and the light/dark test

}

Secondary screening (preclinical candidates)

* Tests that assess multiple anxiety-related behaviours and/or are
based on abnormal learning and cognitive processes in anxiety
disorders may offer a tractable and translatable approach

¢ Genetic populations or engineered animals that are inherently
anxiety-prone can be used

* Examples include the Mouse Defense Test Battery (MDTB),
conditioned fear paradigms, BALB/c mice and 5-HT transporter
knockout mice

Advanced profiling and integration (clinical candidate)

* The use of multiple techniques in addition to pharmacological tools,
such as neuroimaging, optogenetics and in vitro electrophysiology
will provide the convergence of information and deepen the
mechanistic understanding of the putative anxiolytic target

Low

High

>
=
=
<
i
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v
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Figure 6 | Recommendations for improving anxiolytic drug discovery. The figure
details simple and actionable, rather than idealized, suggestions and points to keep
in mind. Although the early stages of the anxiolytic discovery process require high-
throughput tests, these have generally limited predictive validity. Later-stage profiling
using behavioural models with increased translatability potential could confirm or
reject the initial findings, thereby increasing the probability of having selected the drug

candidate with the highest anxiolytic potential. 5-HT, 5-hydroxytryptamine.

This does not preclude the possibility that, with careful
scrutiny of the methods used across studies, ostensibly
contradictory findings could be reconciled and attrib-
uted to key procedural variables (for an example, see
REF. 114); however, at present the field does not have a
clear grasp of what these variables may be.

The literature is biased towards acute treatments in
‘normal’ male rodents. FIGURE 5 illustrates the main
characteristics of the animal models used in preclinical
anxiety studies. The majority of studies have used
rodents, mainly rats and somewhat less frequently mice,
with only a small fraction of tests conducted in other
species, ranging from zebrafish to monkeys. Anxiety
is a highly adaptive response in many situations and,
to the extent that they are understood, neural mecha-
nisms appear to be fairly well conserved across species.
However, differences between animals and humans

cannot be ignored in any type of translational research.
In fact, even among different strains of rats and mice,
there is profound variation in anxiety-related phenotypes.
This underscores the importance of careful model selec-
tion and provides the opportunity to make use of strains
that are innately anxious*®. Disease-susceptible ani-
mal models are commonplace in many non-psychiatry
drug discovery programmes (for example, diabetes
and cancer) but, despite their conceptual appeal, only a
minority of anxiety studies use such models.

Another potentially important statistic is that although
anxiety disorders are diagnosed in twice as many women
asmen'", there has been a greater than 10:1 bias in favour
of using male over female animals in anxiolytic drug
discovery''¢. The basic neurobiology of anxiety may be
similar between males and females, but there is a sig-
nificant degree of sexual differentiation in the formation
and function of anxiety circuits, as well as a significant
influence of steroid hormones on anxiety behaviour!"”.
Females also metabolize and respond differently to certain
drugs'®. As such, the generalizability of literature data to
both sexes may be limited if these data are predominantly
derived from male animals.

Finally, regardless of the species, strain or sex, most
studies have relied on acute drug administration in test-
ing for anti-anxiety effects. There may be good practical
reasons for this, given that it is more difficult to deliver
drugs repeatedly without stressing animals and con-
founding an experiment. Certain anxiolytics can reduce
anxiety symptoms in patients following a single adminis-
tered dose, but many effective interventions involve long-
term treatment to deal with these chronic conditions. The
possibility that preclinical results from acute treatments
could be misleading is exemplified by the profile of SSRIs,
which can transiently exacerbate anxiety symptoms yet
produce anxiolytic activity with chronic dosing.

The focus has been on single targets in poorly defined
neurobiological systems. A guiding principle of anxio-
Iytic drug discovery over the past 50 years has been that
identifying compounds that affect specific molecular tar-
gets would lead to more effective treatments with fewer
side effects. The reductionist approach has considerable
appeal but has not yielded significant successes. Indeed,
current anxiolytics — the benzodiazepines and the SSRIs
— are relatively non-selective. Benzodiazepines do not
discriminate among GABA,, receptor subtypes, whereas
SSRIs globally enhance 5-HT transmission. This raises
the question of whether the concept of designing maxi-
mally selective ligands to act on individual molecular
targets is the best — or at least the only — paradigm for
anxiolytic drug discovery.

Polypharmacology has gained traction in other areas
of drug discovery, including other CNS disorders''*'%.
It is based on the idea that superior efficacy can be
achieved by designing new chemical entities that simulta-
neously act on multiple pathogenic targets. The design of a
desired multi-target drug remains a complex and exceed-
ingly difficult task for medicinal chemists. However, new
approaches are emerging for improving the design of
ligands against profiles of multiple drug targets'>"'>2.
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Anxiolytic drug discovery, whether it is focused on
a single target or on multiple targets, will be greatly
facilitated by concerted efforts to elucidate the under-
lying neurobiology of anxiety. A better understanding
of anxiety at this level would provide the foundation for
a rational, mechanism-based approach for designing
anxiolytics. Fear extinction has already been mentioned
as an exemplar of a measure that is behaviourally under-
pinned by an excellent understanding of the underlying
neural systems and circuits. The neural circuitry sub-
serving behaviour in the classic anxiety tests has, by
contrast, not been well defined. This may be changing,
however, with the application of powerful new tech-
niques, such as optogenetics®'#'?, and could be further
bolstered by the incorporation of advances in the imag-
ing of the living brain of rodents. In parallel, evolving
technologies for studying the neuropathophysiology of
anxiety in humans, from diffusion tensor imaging and
fMRI to genome sequencing, will serve to inform and
direct the preclinical research. An optimal strategy will
integrate findings from humans and animals in an effort
to synergize convergent, cross-translational support for

REVIEWS

the clinical potential of an anxiolytic target. Other simple
and actionable — rather than idealized — suggestions
for how preclinical anxiety can be improved are detailed
in FIC. 6.

Concluding remarks

Anxiolytic disorders are serious medical problems that
are commonplace and becoming more prevalent in
many parts of the world. The growing burden of anxiety
disorders demands better treatments but, although the
field has promising leads, the efforts to identify new
anxiolytics seem to have reached an impasse. Here, we
have offered a comprehensive analysis of the published
preclinical research conducted to date with the aim of
providing an objective analysis of the major trends, biases
and limitations within the field in order to help direct a
more effective translational approach in the future. We are
optimistic that a new generation of preclinical studies
that are built around circuit-informed, pathogenic rodent
models and strong, bi-directional translational links to
clinical research can move us out of the age of anxiety
and into the age of discovery.
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5S-HT

Drug

Mechanism Test Animals Doses Route Effect Comments Reference
(-)-Alprenolol Non selective  Conflict ~ Pigeons 0.63-10 im, 5 o FR30 Colpaert et  J. Pharmacol. Exp. Ther.
antagonist test al., 1992 268:248-254
(-)-Alprenolol Non selective ~ Conflict ~ White Carneau pigeons (500- 10 im, 60 0 Schreiber et J. Psychopharmacol. 7:173-180
antagonist test 600g) al., 1995
(-)-Alprenolol Non selective  Elevated =~ PVG rats (180-260g) 0.1 ip, 30 + 10-min exposure Njung'e et  Pharmacol. Biochem. Behav.
antagonist plus-maze al., 1993 51:211-215
(-)-Alprenolol Non selective  Light/dark Swiss mice (20-30g) 5 ip, 30 o Fernandez-  Psychopharmacology 101:354-
antagonist test Guasti and 358
Lépez-
Rubalcava,
1990
(-)-Alprenolol Non selective  Light/dark Swiss-Webster mice (20-30g) 5 ip, 30 o Lépez- Pharmacol. Biochem. Behav.
antagonist test Rubalcava  50:375-382
etal., 1992
(-)-Alprenolol Non selective  Light/dark Hamsters (100-150g) 5 20 o Fernandez-  Pharmacol. Biochem. Behav.
antagonist test Guasti and ~ 43:433-440
Lépez-
Rubalcava,
1995
(-)-Alprenolol Non selective  Light/dark Hamsters (100-150g) 2 30 o Fernandez-  Pharmacol. Biochem. Behav.
antagonist test Guastiand  43:433-440
Lopez-
Rubalcava,
1995
(-)-Alprenolol Non selective ~ Shock- Wistar rats (300-350g) 5 ip, 30 0 Fernandez-  Brain Res. Bull. 28:497-501
antagonist probe Guasti et al.,
burying 1992
test
(-)-Alprenolol Non selective ~ Shock- Swiss-Webster mice (20-35g) 5 ip, 30 o Fernandez-  Brain Res. Bull. 28:497-501
antagonist probe Guasti et al.,
burying 1992
test
(-)-Alprenolol Non selective  Ultrasonic  Wistar rats (150-175g) ED50=37 sc, 30 + Four 1.0 mA Sanchez, Eur. J. Pharmacol. 264:259-264
antagonist distress inescapable 1993
vocalizati footshocks
ons



Drug Mechanism Test Animals Doses Route Effect Comments Reference
(-)-Alprenolol Non selective  Conflict ~ White Carneau pigeons (500- 10 im, 5 o Millan et J. Pharmacol. Exp. Ther.
antagonist test 600g) al., 1997 282:148-161
(-)-Flesinoxan 5-HT, full Stress- NMRI mice (12-14g) 10 po, 60 + Olivier et Eur. J. Pharmacol. 342:177-182
agonist induced al., 1998
hyperther
mia
(-)-Mianserin 5-HT, Social Sprague-Dawley rats (250- 1 sc, 30 0 Kennett, Psychopharmacology 107:379-
antagonist interaction 320g) 1992 384
(-)-Penbutolol Mixed 5- Ultrasonic  Wistar WU rats (150-175g) 8 sc, 45 o Rats received Sanchez and Eur. Neuropsychopharmacol.
HT A/ distress four 1 mA Mark, 1999  9:287-294
antagonist vocalizati inescapable
ons footshocks each
of 10's
(- Mixed 5- Ultrasonic Wistar WU rats (150-175g) sc, 15 ) (1) No Sanchez and Eur. Neuropsychopharmacol.
Penbutolol+EEDQ HT a8 distress antagonism of Mork, 1999  9:287-294
(0,31 mg/kg) antagonist vocalizati the effects of
ons EEDQ, (2) Rats
received four 1
mA inescapable
footshocks each
of 10's
(-)-Pindolol Non selective  Geller- Rats 6 sc, 30 o Kennettet ~ Psychopharmacology 114:90-
antagonist Seifter al., 1994 96
conflict
test
(-)-Pindolol Non selective  Geller- CFY rats (400-600g) 6 sc, 30 o VI30/FRS, Kennettet  Psychopharmacology 114:90-
antagonist Seifter electric shocks  al., 1994 96
conflict of 0.75 mA
test
(-)-Pindolol Non selective ~ Vogel Wistar rats (180-220g) 2-8 ip, 60 + 0.5mA Przegalinski Psychopharmacology 93:502-
antagonist conflict etal, 1994 506
test
(-)-Pindolol Non selective ~ Vogel Wistar rats (230-270g) 0.3-3 ug dorsal + 0.5 mA Przegalinski Pharmacol. Biochem. Behav.
antagonist conflict hippocamp etal., 1995  47:873-878
test us, 10
(-)-Pindolol Non selective ~ Elevated  Rats PVG (200-280g) 1 ip, 30 - 10-min exposure Critchley Neuropharmacology 34:1211-
antagonist plus-maze and 1217
Handley,
1987



Drug Mechanism Test Animals Doses Route Effect Comments Reference
(-)-Pindolol Non selective  Elevated  Rats PVG (200-280g) 0.10-0.25 ip, 30 + 10-min exposure Critchley Neuropharmacology 34:1211-
antagonist plus-maze and 1217
Handley,
1987
(-)-Pindolol Non selective  Elevated  PVG rats (180-260g) 0.1-1 ip, 30 + 10-min exposure Njung'e et  Psychopharmacology 101:354-
antagonist plus-maze al., 1993 358
(-)-Pindolol Non selective  Light/dark Swiss mice (20-30g) 2 ip, 30 o Fernandez-  Pharmacol. Biochem. Behav.
antagonist test Guasti and  50:375-382
Lépez-
Rubalcava,
1990
(-)-Pindolol Non selective  Light/dark Swiss-Webster mice (20-30g) 3.1 ip, 30 0 Loépez- Pharmacol. Biochem. Behav.
antagonist test Rubalcava  43:433-440
etal., 1992
(-)-Pindolol Non selective  Light/dark Hamsters (100-150g) 2 20 o Fernandez-  J. Psychopharmacol. 7:173-180
antagonist test Guasti and
Lépez-
Rubalcava,
1995
(-)-Pindolol Non selective  Light/dark Hamsters (100-150g) 2 30 0 Fernandez-  J. Psychopharmacol. 7:173-180
antagonist test Guasti and
Lopez-
Rubalcava,
1995
(-)-Pindolol Non selective  Light/dark Lundbeck mice strain (30-35g)  4-40 sc, 30 + Asymmetric Sanchez, Pharmacol. Biochem. Behav.
antagonist test umol/kg compartments 1995 46:67-72
(-)-Pindolol Non selective ~ Open- Sprague-Dawley rats (200- 10 ip, 60 + Locomotion Luckietal.,, Psychopharmacology 93:502-
antagonist field 250g) increased 1989 506
(-)-Pindolol Non selective  Social Sprague-Dawley rats (250- 1-6 sc, 30 o Locomotion Kennett, Psychopharmacology 107:61-
antagonist interaction 320g) increased 1992 68
(-)-Pindolol Non selective  Social Rats + LLF Critchley et  Psychopharmacology 107:379-
antagonist interaction al., 1987 384
(-)-Pindolol Non selective ~ Agonistic BSVS mice (25-35g) 1-20 sc, 30 + Bell and J. Pharmacol. Exp. Ther.
antagonist behavior Hobson, 249:155-164
1993
(-)-Pindolol Non selective ~ Marble Female MF1 mice (23-35g) 5-10 ip, 30 o Njung'e and Br. J. Pharmacol. 104:105-112
antagonist burying Handley,
1991



Drug Mechanism Test Animals Doses Route Effect Comments Reference
(-)-Pindolol Non selective ~ Shock- Wistar rats (300-350g) 3.1 ip, 30 0 Fernandez-  Pharmacol. Toxicol. 77:71-78
antagonist probe Guasti et al.,
burying 1992
test
(-)-Pindolol Non selective ~ Shock- Swiss-Webster mice (20-35g) 3.1 ip, 30 + Fernandez-  Pharmacol. Toxicol. 77:71-78
antagonist probe Guasti et al.,
burying 1992
test
(-)-Pindolol Non selective ~ Shock- Wistar rats (250-350g) 1.55and 6.2 ip, 30 + 0.3 mA Loépez- Eur. J. Pharmacol. 261:285-294
antagonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1994
(-)-Pindolol Non selective ~ Ultrasonic  Sprague-Dawley rats (11 day- 0.1-3 sc, 30 o Albinsson et Eur. J. Pharmacol. 218:91-100
antagonist distress old) al., 1994
vocalizati
ons
(-)-Pindolol Non selective ~ Ultrasonic Wistar rats (150-175g) ED50=5.9 sc, 30 + Four 1.0 mA Sanchez, Eur. J. Pharmacol. 218:15-25
antagonist distress inescapable 1993
vocalizati footshocks
ons
(-)-Pindolol Non selective  Stress- ddY mice (18-20g) 1-3 ip, 30 0 Tokuyama  Br. J. Pharmacol. 115:775-780
antagonist induced etal., 1993
analgesia
(-)-Pindolol Non selective ~ DPAG Rats 0 Jenck et al., Neuropharmacology 33:227-
antagonist stimulatio 1989 234
n
(-)-Pindolol Non selective  Elevated  Swiss-Webster (8-9-week-old)  0.1-1.6 ip, 30 + Cao and Pharmacol. Biochem. Behav.
antagonist plus-maze Rodgers, 58:583-591
1997
(-)-Pindolol Non selective  Free- BALB/c mice (8-week-old) 1-10 ip, 30 0 Belzung et  Behav. Pharmacol. 12:151-162
antagonist exploratio al., 2001
n test
(-)-Pindolol Non selective ~ Vogel ICR mice (25-30g) 10 ip, 30 o Electric shock of Liaoetal.,,  Eur. J. Pharmacol. 464:141-146
antagonist conflict 0.5mA/2 s 2003
test
(-)-Pindolol Non selective  Inhibitory ~ Wistar rats (230-250g) 1-15 ip, 90 + Probably non- Selaetal,,  Life Sci. 87:445-450
antagonist avoidance specific effects 2010
in the



Drug Mechanism Test Animals Doses Route Effect Comments Reference
elevated
T-maze
(-)-Pindolol Non selective  Escape Wistar rats (230-250g) 1 ip, 90 + Probably non- Selaetal,,  Life Sci. 87:445-450
antagonist behavior specific effects 2010
in the
elevated
T-maze
(-)-Pindolol Non selective  Inhibitory ~ Wistar rats (230-250g) 5 po, 90 o Selaetal,,  Life Sci. 87:445-450
antagonist avoidance 2010
in the
elevated
T-maze
(-)-Pindolol Non selective  Escape Wistar rats (230-250g) 5 po, 90 o Selaetal,,  Life Sci. 87:445-450
antagonist behavior 2010
in the
elevated
T-maze
(-)-Pindolol+baicalin  5-HT Vogel ICR mice (25-30g) 10 ip, 30 + (1) No blockade Liaoetal.,, Eur. J. Pharmacol. 464:141-146
10 mg/kg) antagonist/5- conflict of the effects of 2003
HT,p agonist test baicalin; (2)
Electric shock of
0.5mA/2s
(-)-Tertatolol 5-HTa Geller- Wistar AF rats (300-400g) 2-8 ip, 30 0 FR8/FR1 Charrieret ~ Pharmacol. Biochem. Behav.
antagonist Seifter al., 1994 48:281-289
conflict
test
(-)-Tertatolol 5-HTia Social Lister Hooded rats (200-300g)  0.0003 dorsal - HLU Andrews et  Behav. Pharmacol. 4:269-277
antagonist interaction hippocamp al., 1994
us
(-)-Tertatolol 5-HTa Social Lister Hooded rats (200-300g)  0.0003 median o HLU Andrews et  Behav. Pharmacol. 4:269-277
antagonist interaction raphe al., 1994
(-)-Zacopride 5-HT; Elevated  Lister rats (250g) 0.001-1 ip, 30 0 Chonic vehicle  File and Biochem. Soc. Symp. 59:97-
antagonist plus-maze treated rats (14 ~ Andrews, 106
days) 1993
(-)-Zacopride 5-HT; Light/dark BKW mice (30-35g) 0.000001-10 ip, 45 0 Asymmetric Barnes et Psychopharmacology 97:489-
antagonist test compartments al., 1992 495
(-)-Zacopride 5-HT; Light/dark BKW mice (30-35g) 0.00001- ip, 45 o Asymmetric Barnes et Behav. Pharmacol. 5:42-51
antagonist test 0.01 compartments al., 1992



Drug Mechanism Test Animals Doses Route Effect Comments Reference
(-)-Zacopride 5-HT; Light/dark Female ICR-DUB mice (17- 0.01-1 ip, 60 + Asymmetric Young and  Behav. Pharmacol. 4:269-277
antagonist test 35g) compartments Johnson,
1991
(-)-Zacopride 5-HT; Light/dark C57BL/6 mice (18-25g) 0.0000003-  po, 30 + Asymmetric Eglenetal.,, Jpn.J. Pharmacol. 61:237-242
antagonist test 0.03 compartments 1994
(-)-Zacopride 5-HT; Light/dark Female Tuck T/O mice (22-30g) 0.001-0.01  sc, 30 + Asymmetric Bill et al., Eur. J. Pharmacol. 201:151-155
antagonist test compartments 1995
(-)-Zacopride 5-HT; Social Lister rats (250-300g) 0.00001-1 ip, 45 - Barnes et Br. J. Pharmacol. 105:500-504
antagonist interaction al., 1992
(-)-Zacopride 5-HT; Light/dark BKW mice (30-35g) 0.01-1000 ip, 40 0 Costall and  Br. J. Pharmacol. 122:1105-118
antagonist test ug Naylor,
1997
(+)-Mianserin 5-HT, Social Sprague-Dawley rats (250- 2-4 sc, 30 + Kennett, Psychopharmacology 107:379-
antagonist interaction 320g) 1992 384
+)-Zacopride 5-HT; Elevated  Lister rats (250 0.001-1 ip, 30 o Chonic vehicle  File and Eur. J. Pharmacol. 237:127-130
p g p
antagonist plus-maze treated rats (14~ Andrews,
days) 1993
(+)-Zacopride 5-HT; Light/dark Female ICR-DUB mice (17- 0.00001-10  ip, 60 + Asymmetric Young and  Eur. J. Pharmacol. 218:91-100
antagonist test 35¢g) compartments Johnson,
1991
(+)-Zacopride 5-HT; Light/dark BKW mice (30-35g) 0.000001-10 1ip, 45 + Asymmetric Barnes et Eur. J. Pharmacol. 218:15-25
antagonist test compartments al., 1992
+)-Zacopride 5-HT; Light/dark BKW mice (30-35 0.0001-0.1 ip, 45 + Asymmetric Barnes et Eur. J. Pharmacol. 201:151-155
p g g p Yy
antagonist test compartments al., 1992
(+)-Zacopride 5-HT; Light/dark Mice 0.01 ip + Asymmetric Cheng et al., Eur. J. Pharmacol. 218:91-100
antagonist test compartments 1992
(+)-Zacopride 5-HT; Light/dark C57BL/6 mice (18-25g) 0.0000003-  po, 30 + Asymmetric Eglenetal., Br. J. Pharmacol. 115:775-780
antagonist test 0.03 compartments 1994
(+)-Zacopride 5-HT; Light/dark Female Tuck T/O mice (22-30g) 0.001-0.1 sc, 30 + Asymmetric Bill et al., In: 2nd International
antagonist test compartments 1995 Symposium on Serotonin, from

Cell Biology to Pharmacology
and Therapeutics, Houston, 15-
18th September :59



Drug Mechanism Test Animals Doses Route Effect Comments Reference
(+)-Zacopride 5-HT; Social Lister rats (250-300g) 0.00001-1 ip, 45 + Barnes et Drug Dev. Res. 26:21-48
antagonist interaction al., 1992
(+)-Zacopride 5-HT; Fear- CD rats (250-450g) 1 ip, 45 + 0.25 mA Nevins and  Neuropharmacology 33:227-
antagonist potentiate Anthony, 234
d startle 1994
reflex
(+)-Zacopride 5-HT; Fear- CD rats (250-450g) 0.01-1 ip, 45 + 0.5 mA Nevins and  Neuropharmacology 33:227-
antagonist potentiate Anthony, 234
d startle 1994
reflex
(+)-Zacopride 5-HT; Light/dark BKW mice (30-35g) 0.1-1 pg ip, 40 + Costall and  Br. J. Pharmacol. 122:1105-118
antagonist test Naylor,
1997
(+/-)-Flesinoxan 5-HT 4 full Stress- NMRI mice (12-14g) 1 po, 60 + Olivier et Eur. J. Pharmacol. 342:177-182
agonist induced al., 1998
hyperther
mia
(x)-Pindolol 5-HTia Ultrasonic Rat pups (3-day-old) o Distress Carden et Soc. Neurosci. Abstr. 23:520
antagonist distress vocalizations al., 1997
vocalizati were produced
ons by isolation
(+)-Pindolol 5-HTa Ultrasonic  Rat pups (10-day-old) 0 Distress Carden et Soc. Neurosci. Abstr. 23:520
antagonist distress vocalizations al., 1997
vocalizati were produced
ons by isolation
(x)-Pindolol 5-HTia Ultrasonic Rat pups (14-day-old) o Distress Carden et Soc. Neurosci. Abstr. 23:520
antagonist distress vocalizations al., 1997
vocalizati were produced
ons by isolation
(+)-Pindolol 5-HT 4 Fear- Rats 3-30 sc, 30 + Joordens et  Soc. Neurosci. Abstr. 23:2150
antagonist potentiate al., 1997
d startle
reflex
(+)-Pindolol 5-HTa Fear- Wistar rats (175-200g) 10-30 sc, 30 + Joordens et  Psychopharmacology 139:383-
antagonist potentiate al., 1998 390
d startle
reflex
(+)-Pindolol 5-HTia Ultrasonic Wistar rats (3-day-old) 0.3-3 ip, 0 o Joyce and Dev. Psychobiol. 34:109-117
antagonist distress Carden,
vocalizati 1999



Drug Mechanism Test Animals Doses Route Effect Comments Reference
ons
(+)-Pindolol 5-HTa Ultrasonic  10-day-old Wistar rats 0.3-3 ip, 0 o Joyce and Dev. Psychobiol. 34:109-117
antagonist distress Carden,
vocalizati 1999
ons
(+)-Pindolol 5-HTa Ultrasonic Wistar rats (14-day-old) 1 ip, 0 o Joyce and Dev. Psychobiol. 34:109-117
antagonist distress Carden,
vocalizati 1999
ons
(R)-RS-56812 5-HT; Vogel Rats 0.003-1 ip 0 Fontanaet  Behav. Pharmacol. 4:375-387
antagonist conflict al., 1993
test
(R)-RS-56812 5-HT; Light/dark Mice 0.0000003- ip o Fontanaet  Behav. Pharmacol. 4:375-387
antagonist test 30 al., 1993
(S)-RS-56812 5-HT; Vogel Rats 0.003-1 ip o Fontanaet  Behav. Pharmacol. 4:375-387
antagonist conflict al., 1993
test
(S)-RS-56812 5-HT; Light/dark Mice 0.0000003- ip + Fontanaet  Behav. Pharmacol. 4:375-387
antagonist test 30 al., 1993
(S)-UH-301 5-HT 5 Geller- Wistar rats 0.3-30 sc, 30 [ Moreau et Brain Res. Bull. 29:901-904
antagonist Seifter al., 1992
conflict
test
(S)-UH-301 5-HTia Elevated  Wistar rats 1 ip, 30 + Moreau et  Brain Res. Bull. 29:901-904
antagonist plus-maze al., 1992
(S)-UH-301 5-HTia Light/dark Swiss mice (10-week-old) 1 ip, 30 + Moreau et Brain Res. Bull. 29:901-904
antagonist test al., 1992
(S)-UH-301 5-HTa Mouse Swiss mice (10-week-old) 0.3-3 sc, 15 + Griebel et Psychopharmacology 144:121-
antagonist defense al., 1999 130
test
battery
(S)-UH-301 5-HTis Light/dark Wistar rats (280-320g) 0.3 ng/0.3 dorsal + Koprowska Acta Neurobiol. Exp. 62:63-74
antagonist test ml raphe, 3 et al., 2002
1192090 Mixed 5-HT;, Conflict =~ White Carneau pigeons 0.1 and 1 im, 15 + 1.5t0 5.5 mA, Rigdon et
agonist/5- test 250 msec al., 1996
HToanc
antagonist



Drug Mechanism Test Animals Doses Route Effect Comments Reference
1192U90 Mixed 5-HT;,  Geller- Ovariectomized female Long- 12.5 po, 60 + multi VI 2- Rigdon et Neuropsychopharmacology
agonist/5- Seifter Evans CD minute (food) al., 1996 15:231-242
HTZA/ZC conflict FR1
antagonist test (food+shock)
1192U90 Mixed 5-HT;,  Cork Ovariectomized female Long- 1.56-12.5 po, 60 + Rigdon et Neuropsychopharmacology
agonist/5- gnawing  Evans CD al., 1996 15:231-242
HTaanc
antagonist
1-NP Agonist Geller- Rats 0.5-1 sc, 30 + Kennettet  Psychopharmacology 114:90-
Seifter al., 1994 96
conflict
test
1-NP Agonist Geller- CFY rats (400-600g) 0.5-1 sc, 30 + VI30/FRS, Kennettet ~ Pharmacol. Biochem. Behav.
Seifter electric shocks al., 1994 48:281-289
conflict of 0.75 mA
test
1-NP Agonist Social Sprague-Dawley rats (250- 0.2-1 sc, 30 + Kennett, Eur. J. Pharmacol. 155:129-137
interaction 320g) 1992
1-NP Agonist Elevated  Long Evans hooded rats (300-  0.16-1.25 ip, 15 o Wallis and  Prog. Neuropsychopharmacol.
plus-maze 350g) Lal, 1998 Biol. Psychiatry 22:547-565
1-NP Agonist mCPP Long Evans hooded rats (300- 0.16-1.25 ip, 15 o Wallis and  Prog. Neuropsychopharmacol.
discrimina 350g) Lal, 1998 Biol. Psychiatry 22:547-565
tion
1-NP Agonist PTZ drug Long Evans hooded rats (300-  0.16-1.25 ip, 15 o Wallis and  Prog. Neuropsychopharmacol.
discrimina 350g) Lal, 1998 Biol. Psychiatry 22:547-565
tion
1-PP Azapirone's Geller- Sprague-Dawley rats (420- 5-80 po, 30 o Young et J. Psychopharmacol. 8:227-237
metabolite Seifter 480g) al., 1987
conflict
test
1-PP Azapirone's Geller- Wistar AF rats (300-400g) 0.5-4 ip, 30 o FR8/FR1 Charrieret  Psychopharmacology 107:379-
metabolite Seifter al., 1994 384
conflict
test
1-PP Azapirone's Geller- Wistar rats (250-300g) 1-8 ip, 30 o Modified test Hascoétet  Psychopharmacology 114:90-
metabolite Seifter and FR1/FR8 al., 1994 96
conflict

10



Drug Mechanism Test Animals Doses Route Effect Comments Reference
test
1-PP Azapirone's Vogel Sprague-Dawley rats (240- 1-3 sc, 30 + Modified Vogel Gower and  Eur. J. Pharmacol. 143:361-371
metabolite conflict 300g) test Tricklebank,
test 1988
1-PP Azapirone's Vogel Wistar rats 5-10 ip, 30 + De Vry et In: New Concepts in Anxiety,
metabolite conflict al., 1991 pp- 94-129
test
1-PP Azapirone's Vogel Sprague-Dawley rats (211- 25 po, 30 + Modified Vogel ~Amano et Jpn. J. Pharmacol. 61:311-317
metabolite conflict 347g) test al., 1993
test
1-PP Azapirone's Vogel Sprague-Dawley rats (211- 5-25 po, for 7 o Modified Vogel Amano et Jpn. J. Pharmacol. 61:311-317
metabolite conflict 347g) days test al., 1993
test
1-PP Azapirone's Conflict ~ White Carneau Pigeons 0.01-3 im, 5 0 Barrett et J. Pharmacol. Exp. Ther.
metabolite test al., 1986 238:1009-1013
1-PP Azapirone's Elevated  Sprague-Dawley rats (250- 8-2048 nmol sc, 10 - Soéderpalm  Pharmacol. Biochem. Behav.
metabolite plus-maze 350g) etal., 1989  32:259-265
1-PP Azapirone's Social Wistar rats 1.25 ip, 15 o De Vry et In: New Concepts in Anxiety,
metabolite interaction al., 1991 pp- 94-129
1-PP Azapirone's Ultrasonic Wistar rats 3-10 ip, 15 + De Vry et In: New Concepts in Anxiety,
metabolite distress al., 1991 pp- 94-129
vocalizati
ons
1-PP Azapirone's Ultrasonic Wistar rats ED50=3.2 ip, 15 + De Vry et Eur. J. Pharmacol. 249:331-339
metabolite distress al., 1993
vocalizati
ons
1-PP Azapirone's Ultrasonic Wistar rats ED50=6 po, 30 + De Vry et Eur. J. Pharmacol. 249:331-339
metabolite distress al., 1993
vocalizati
ons
1-PP Azapirone's Passive-  Wistar rats (220-240g) 1.25-10 ip, 30 o Sanger and  Behav. Pharmacol. 1:153-160
metabolite avoidance Joly, 1990
test
1-PP Azapirone's Fear- Sprague-Dawley rats (300- 0.5-40 sc, 0 o Kehne et al.,, J. Pharm. Pharmacol. 40:494-
metabolite potentiate  400g) 1988 500
d startle

11



Drug Mechanism Test Animals Doses Route Effect Comments Reference
reflex
1-PP Azapirone's Elevated  Swiss-Webster mice (31-42g) 0.5-13.5 ip, 30 + Cao and Neuropharmacology 36:1089-
metabolite plus-maze Rodgers, 1097
1997
1-PP Azapirone's Four-plate Swiss mice (20-24g) 0.06-0.5 ip, 45 0 Shock of 0.6 Hascoétet ~ Pharmacol. Biochem. Behav.
metabolite test mA/0.5s al., 2000 67:45-53
1-PP Azapirone's Light/dark Swiss mice (20-24g) 0.06-0.5 ip, 45 o Hascoétet  Pharmacol. Biochem. Behav.
metabolite test al., 2000 67:45-53
2-DMPI MAO A Elevated  Swiss mice (25-30g) 300 umol sc, 2h o Villarinho et Prog. Neuropsychopharmacol.
inhibitor plus-maze al., 2012 Biol. Psychiatry 39:31-39
2-Me-5-HT Non selective  Light/dark Mice (25-35g) 0.0000001-  dorsal - Asymmetric Costall et Psychopharmacology 94:8-13
agonist test 0.0001 raphe compartments al., 1988
2-Me-5-HT Non selective  Light/dark BKW mice (25-30g) 0.0000001-  dorsal - Asymmetric Costall et Behav. Pharmacol. 1:235-240
agonist test 0.0001 raphe or compartments al., 1989
amygdala
2-Me-5-HT Non selective  Light/dark BKW mice (25-30g) 0.0000001-  median o Asymmetric Costall et Behav. Pharmacol. 1:235-240
agonist test 0.0001 raphe compartments al., 1989
2-Me-5-HT Non selective  Social Lister rats (210-280g) 0.001-0.1 amygdala, 5 - LLF Higgins et  Psychopharmacology 104:545-
agonist interaction al., 1991 551
2-Me-5-HT Non selective  Social Lister rats (210-280g) 0.001- dorsal o HLU and LLF Higgins et ~ Psychopharmacology 104:545-
agonist interaction 0.0025 raphe, 5 al., 1991 551
2-Me-5-HT Non selective  Elevated  Swiss mice (4-week-old) 1 ip, 45 o Bourin et Behav. Brain Res. 124:87-95
agonist plus-maze al., 2001
5,6-DHT 5-HT Geller- Rats 100 pg icv, 2 + Stein et al.,  Pharmacol. Biochem. Behav.
neurotoxin Seifter 1975 12:875-882
conflict
test
5,6-DHT 5-HT Stress- Wistar rats (200g) 30 g icv, 13 days - Open-field and ~ Kameyama Pharmacol. Biochem. Behav.
neurotoxin induced Shuttle box etal., 1980  12:875-882
defecation
5,6-DHT S5-HT Elevated = Wistar mice (25-30g) 25 icv, 48 h o Bhattachary Indian J. Exp. Biol. 31:902-907
neurotoxin plus-maze pg/mouse a and
Acharya,
1993
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5,7-DHT S5-HT Geller- Wistar rats (195-205g) 3ug dorsal o CRF Thiébot et  Neuroscience 7:2287-2294
neurotoxin Seifter raphe, 21 al., 1982
conflict days
test
5,7-DHT 5-HT Geller- Wistar rats 1pg dorsal o CRF/FR7 Thiébot et ~ Pharmacol. Biochem. Behav.
neurotoxin Seifter raphe, 15 al., 1984 19:225-229
conflict days
test
5,7-DHT S5-HT Geller- Sprague-Dawley rats (250- 2 ug ventromedi + Tyeetal., Psychopharmacology 82:355-
neurotoxin Seifter 300g) an 1977 359
conflict tegmentum,
test 12 days
5,7-DHT 5-HT Geller- Sprague-Dawley rats (250- 1pg dorsal + CRF/FR7 Thiébot et  Nature 268:741-743
neurotoxin Seifter 300g) raphe, 15 al., 1983
conflict days
test
5,7-DHT S5-HT Geller- Wistar rats 2 ug substantia + CRF/FR7 Thiébot et  Nature 268:741-743
neurotoxin Seifter nigra, 15 al., 1983
conflict days
test
5,7-DHT 5-HT Geller- Rats 150pg icv + Schreiber et Eur. J. Pharmacol. 284:249-255
neurotoxin Seifter al., 1993
conflict
test
5,7-DHT S5-HT Geller- Sprague-Dawley rats (300- 150pg icv, 4-10 + Cervoand  Eur. J. Pharmacol. 249:341-351
neurotoxin Seifter 325g) days Samanin,
conflict 1995
test
5,7-DHT 5-HT Vogel Sprague-Dawley rats (180- 100 ug icv, 15-16 - Modified Vogel Shimizuet Jpn.J. Pharmacol. 58:283-289
neurotoxin conflict 200g) days test al., 1992
test
5,7-DHT S5-HT Vogel Wistar rats (180-200g) 50 pg dorsal o Modified Vogel Takao etal., Pharmacol. Biochem. Behav.
neurotoxin conflict raphe, 7 test 1992 43:503-508
test days
5,7-DHT 5-HT Vogel Wistar rats 1 ug dorsal + Thiébot et  Pharmacol. Biochem. Behav.
neurotoxin conflict raphe, 15 al., 1983 19:225-229
test days
5,7-DHT 5-HT Vogel Wistar rats 2ug Substantia + Thiébot et  Pharmacol. Biochem. Behav.
neurotoxin conflict nigra, 15 al., 1983 19:225-229
test days
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5,7-DHT S5-HT Vogel Sprague-Dawley rats (250- 450 pug icv, 14 days + Modified Vogel Soéderpalm  Psychopharmacology 101:187-
neurotoxin conflict 350g) test and Engel, 189
test 1991
5,7-DHT 5-HT Vogel Sprague-Dawley rats (250- 225 ug icv, 14 days + Modified Vogel Soderpalm  Br. J. Pharmacol. 96:829-836
neurotoxin conflict 350g) test and Engel,
test 1992
5,7-DHT 5-HT Elevated  Sprague-Dawley rats (280- 250 pg icv, 14 days + Briley et al., J. Affect. Disord. 1:115-122
neurotoxin plus-maze 300g) 1990
5,7-DHT S5-HT Light/dark CD-COBS rats (200-300g) 150 pg icv, 8 days o Transitions only Carlietal., Scand. J. Psychol. (Suppl 1):90-
neurotoxin test 1989 96
5,7-DHT 5-HT Open- CFHB rats (270-300g) Sug Fornix, 16- - Williams et Brain Res. Bull. 37:169-175
neurotoxin field 20 days al., 1990
5,7-DHT 5-HT Holeboard Sprague-Dawley rats (200- 3-100 pg icv, o Geyer et al., Pharmacol. Biochem. Behav.
neurotoxin 250g) hippocamp 1980 38:807-812
us or
median
raphe,12
days
5,7-DHT 5-HT Social Rats (200-250g) 4ug dorsal and o File et Pharmacol. Biochem. Behav.
neurotoxin interaction median al.,1979 38:807-812
raphe, 15
days
5,7-DHT 5-HT Social Wistar rats (250-350g) 150 pg/10 pl icv, 7 days o HLU Picazo et Eur. J. Pharmacol. 249:341-351
neurotoxin interaction al., 1995
5,7-DHT S5-HT Stress- Rats (15 day-old) 25 ug icv, 15 days + Hard etal., J. Pharmacol. Exp. Ther.
neurotoxin induced 1982 265:572-579
freezing
5,7-DHT 5-HT Ultrasonic Rats 150pg icv + Schreiber et  Life Sci. 49:139-153
neurotoxin distress al., 1993
vocalizati
ons
5,7-DHT S5-HT Ultrasonic  Wistar rats (220-250g) 150 ug icv, 3,9 + Schreiber Life Sci. 51:315-326
neurotoxin distress and 21 days and De Vry,
vocalizati 1993
ons
5,7-DHT 5-HT Shock- Wistar rats (250-300g) 10 pg icv, 5 days o Copulated males Saldivaret  Behav. Brain Res. 40:37-44
neurotoxin probe al., 1991
burying
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
test
5,7-DHT 5-HT Shock- Wistar rats (250-300g) 10 ug icv, 5 days + Non copulated ~ Saldivaret ~ Behav. Brain Res. 40:37-44
neurotoxin probe males al., 1991
burying
test
5,7-DHT 5-HT Stress- Swiss mice (25-30g) 200 pg icv, 9 days o Leccietal.,, J. Neural Transm. Gen. Sect.
neurotoxin induced 1990 82:219-230
hyperther
mia
5,7-DHT 5-HT Condition Long-Evans rats (280-300g) 100 pg icv, 8 days o Rocha et al., Neuroscience 56:687-693
neurotoxin ed place 1993
aversion
5,7-DHT 5-HT Vogel Sprague-Dawley rats (225- 200 pg icv, 5 days o Shock of 0.5 mA Ardayfio et  Soc. Neurosci. Abstr. 22:1584
neurotoxin conflict 250g) al., 1996
test
5,7-DHT S5-HT Elevated  Sprague-Dawley rats 10 pg/0.5 pl  median o Voits etal., Soc. Neurosci. Abstr. 24:1103
neurotoxin plus-maze raphe, 5 1998
days
5,7-DHT 5-HT Elevated  Sprague-Dawley rats 10 pg/0.5 ul  median 0 Voits et al., Soc. Neurosci. Abstr. 24:1103
neurotoxin plus-maze raphe, 14 1998
days
5,7-DHT 5-HT Elevated  Sprague-Dawley rats 10 pg/0.5 pl  median 0 Voits etal., Soc. Neurosci. Abstr. 24:1103
neurotoxin plus-maze raphe, 21 1998
days
5,7-DHT S5-HT Elevated  Sprague-Dawley rats (220- 4 ng/l amygdala + Wiklund et  Soc. Neurosci. Abstr. 24:1923
neurotoxin plus-maze 250g) ul/side al., 1998
5,7-DHT 5-HT Vogel Sprague-Dawley rats (220- 4 ng/l amygdala + Wiklund et Soc. Neurosci. Abstr. 24:1923
neurotoxin conflict 250g) ul/side al., 1998
test
5,7-DHT 5-HT Vogel Wistar rats (180-200g) 250 pug/10 ul icv, 2 + Shock of 0.4 mA Nazaretal.,, J. Neural Transm. 106:355-368
neurotoxin conflict weeks 1999
test before
5,7-DHT 5-HT Open- Wistar rats (180-200g) 250 pg/10 ul icv, 1 week o Nazar et al., J. Neural Transm. 106:355-368
neurotoxin field before 1999
5,7-DHT 5-HT Elevated  Wistar rats (200g) 8 ng/l pl median 0 Andrade Pharmacol. Biochem. Behav.
neurotoxin plus-maze raphe, 7 and Graeff, 70:1-14
days 2001
5,7-DHT 5-HT Elevated = Wistar rats (200g) 8 ng/l ul median + Animals had Andrade Pharmacol. Biochem. Behav.
neurotoxin plus-maze raphe, 7 restraint stress and Graeff, 70:1-14
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
days prior to testing 2001
5,7-DHT 5-HT Light/dark Wistar rats (200g) 8pg/l ul median o Andrade Pharmacol. Biochem. Behav.
neurotoxin test raphe, 7 and Graeff, 70:1-14
days 2001
5,7-DHT 5-HT Light/dark Wistar rats (200g) 8 ng/l ul median + Animals had Andrade Pharmacol. Biochem. Behav.
neurotoxin test raphe, 7 restraint stress and Graeff, 70:1-14
days prior to testing 2001
5,7-DHT 5-HT Elevated  Wistar rats (200g) 8 ng/l ul median + Andrade Pharmacol. Biochem. Behav.
neurotoxin plus-maze raphe, 7 and Graeff, 70:1-14
days 2001
5,7-DHT 5-HT Light/dark Wistar rats (200g) 8 png/l ul median + Andrade Pharmacol. Biochem. Behav.
neurotoxin test raphe, 7 and Graeff, 70:1-14
days 2001
5,7-DHT 5-HT Elevated  Sprague-Dawley rats (220- 4 pg/ul/side 7 days, o Sommer et  Neuropsychopharmacology
neurotoxin plus-maze 250g) amygdala al., 2001 24:430-440
5,7-DHT 5-HT Elevated  Sprague-Dawley rats (220- 4 pg/ul/side 7 days, o Animals had Sommer et  Neuropsychopharmacology
neurotoxin plus-maze 250g) amygdala restraint stress al., 2001 24:430-440
prior to testing
5,7-DHT 5-HT Vogel Sprague-Dawley rats (220- 4 ng/ul/side 7 days, o Sommer et  Neuropsychopharmacology
neurotoxin conflict 250g) amygdala al., 2001 24:430-440
test
5,7-DHT 5-HT Inhibitory ~ Wistar rats 8 ng/0.5ul  dorsal + Viana et al., Int. J. Neuropsychopharmacol.
neurotoxin avoidance raphe, 14 2002 5 (Suppl. 1):S153
in the days
elevated
T-maze
5,7-DHT 5-HT Escape Wistar rats 8 ng/0.5 ul  dorsal - Viana et al., Int.J. Neuropsychopharmacol.
neurotoxin behavior raphe, 14 2002 5 (Suppl. 1):S153
in the days
elevated
T-maze
5,7-DHT 5-HT Elevated  Sprague-Dawley rats (155- 10 pg/0,5 pl  dorsal o Rex et al., Pharmacol. Biochem. Behav.
neurotoxin plus-maze 185g) raphe, 7 2003 74:587-593
days
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5,7-DHT S5-HT IC- Wistar rats (250-300g) 8 ug/0.8 ul  central + Aversive Macedo et Brain Res. Bull. 59:189-195
neurotoxin stimulatio nucleus of theshold was al., 2002
n amygdala, 7 decreased
days
5,7-DHT 5-HT IC- Wistar rats (250-300g) 8 ug/0.8 ul  basolateral - Aversive Macedo et  Brain Res. Bull. 59:189-195
neurotoxin stimulatio amygdala, 7 theshold was al., 2002
n days increased
5,7-DHT 5-HT Elevated = Wistar rats (240-250g) 8 ng/l pul median 0 Netto et al., Prog. Neuropsychopharmacol.
neurotoxin plus-maze raphe, 7 2002 Biol. Psychiatry 26:1135-1141
days
5,7-DHT 5-HT Elevated  Wistar rats (240-250g) 8 ug/l ul median 0 Rats were Netto etal., Prog. Neuropsychopharmacol.
neurotoxin plus-maze raphe, 7 subjectedto2h 2002 Biol. Psychiatry 26:1135-1141
days immobilization
stress 24 h prior
testing
5,7-DHT 5-HT Elevated  Wistar rats (240-250g) 8 ng/l pul median - Rats were Netto et al., Prog. Neuropsychopharmacol.
neurotoxin plus-maze raphe, 7 subjected to 2002 Biol. Psychiatry 26:1135-1141
days seven 2 h
immobilization
stress sessions
(the last 24 h
prior testing)
5,7-DHT S5-HT Stress- Lister hooded rats (300g) 150 pug/10 ul icv, 10 days o The drug did not Temel et al., Neurosci. Lett. 338:139-142
neurotoxin induced produce freezing 2003
freezing
5,7-DHT 5-HT Inhibitory  Wistar rats (250-300g) 8pg/l ul median + The drug Andrade et  Behav. Brain Res. 153:55-60
neurotoxin avoidance raphe, 14 impaired al., 2004
in the days inhibitory
elevated avoidance
T-maze
5,7-DHT S5-HT Escape Wistar rats (250-300g) 8 pg/1 wl median o Andrade et Behav. Brain Res. 153:55-60
neurotoxin behavior raphe, 14 al., 2004
in the days
elevated
T-maze
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5,7-DHT S5-HT Novelty-  New Zealand rabbits (1.6-1.8 760 ng/20 ul icv, 25-30 + Aloyo et al., Behav. Pharmacol. 18:651-659
neurotoxin elicited kg) days prior 2007
head-bob to testing
behavior
5,7-DHT+CRF (250 5-HT Stress- Lister hooded rats (300g) 150 ug/10 ul icv, 10 days ) The drug did not Temel et al., Neurosci. Lett. 338:139-142
pmol/ul) neurotoxin induced modify freezing 2003
freezing produced by
CRF
5,7-DHT+Zolpidem 5-HT Open- Wistar rats (180-200g) 250 pg/10 ul icv, 1 week o No interaction Nazar et al., J. Neural Transm. 106:355-368
(0,1 mg) neurotoxin field before 1999
5-CT Non selective ~ Vogel Lister rats (200-250g) 0.0001- dorsal + Higginset  Br. J. Pharmacol. 90:658P
agonist conflict 0.001 raphe, 5 al., 1987
test
5-CT Non selective ~ Vogel Lister rats (210-270g) 0.00002- dorsal + Higgins et  Neuropharmacology 27:993-
agonist conflict 0.0005 raphe, 5 al., 1988 1001
test
5-CT Non selective  Elevated  Leeds-coloured guinea pigs 0.1 ip, 30 o Rex et al., J. Psychopharmacol. 7:338-345
agonist plus-maze (360-440g) 1993
5-CT Non selective ~ Open- Lister rats (200-250g) 1-10 nmol dorsal - Beckettet ~ Psychopharmacology 108:110-
agonist field PAG, 0 al., 1992 114
5-CT Non selective  Social Lister rats (200-250g) 0.00002 dorsal + HLU Higgins et  Br. J. Pharmacol. 90:658P
agonist interaction raphe, 5 al., 1987
5-CT Non selective  Social Lister rats (210-270g) 0.00002- dorsal + Higgins et ~ Neuropharmacology 27:993-
agonist interaction 0.0001 raphe, 5 al., 1988 1001
5-CT Non selective  Elevated  Female guinea-pigs (400-500g) 0.1 ip, 40 o Rex et al., Pharmacol. Biochem. Behav.
agonist plus-maze 1996 54:107-111
5-CT Non selective  Distress Guinea pig pups (5 day-old) ED50<0.3 ip + Molewijk et Psychopharmacology 128:31-
agonist vocalizati al., 1996 38
ons
5-CT Non selective ~ Acoustic ~ Sprague-Dawley rats (310- 10 mM/0.5  bed nucleus + Levita et al., Neuroscience 128:583-596
agonist startle 360g) ul of the stria 2004
reflex terminalis,
2
5-HT Endogenous Geller- Rats 1-10 pg icv, 10-20 - Wise etal.,, Science 177:180-183
ligand Seifter 1972
conflict
test
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-HT Endogenous Geller- Rats 20 ug icv, 0 - Stein et al.,  In: The Benzodiazepines, pp.
ligand Seifter 1973 299-326
conflict
test
5-HT Endogenous Geller- Rats (382-446g) 1-5 g amygdala, 0 - VI20 Hodges et Psychopharmacology 92:491-
ligand Seifter al., 1987 504
conflict
test
5-HT Endogenous Geller- Rats 1-10 pg icv, > 20 + Wise et al.,  Science 177:180-183
ligand Seifter 1972
conflict
test
5-HT Endogenous Geller- Wistar rats (195-205g) 10-100 nmol dorsal + CRF Thiébot et  Neuroscience 7:2287-2294
ligand Seifter raphe al., 1982
conflict
test
5-HT Endogenous Light/dark Mice (25-35g) 10 ng dorsal - Asymmetric Costall et J. Pharm. Pharmacol. 40:494-
ligand test raphe compartments al., 1988 500
S5-HT Endogenous Light/dark Swiss mice (10-week-old) 2.5-5 ug icv, 30 - Griebel, In: Serotonergic System and
ligand test 1993 Emotional Reactivity in Rats
and in Mice: Pharmacological
Approach, PhD Thesis
5-HT Endogenous Open- Rats (180-220g) 10 pg nucleus - Plaznik et Pharmacol. Biochem. Behav.
ligand field accumbens, al., 1991 39:43-48
5
S5-HT Endogenous Social Lister rats (210-280g) 100-10000  amygdala, 5 - LLF Higginset  Psychopharmacology 104:545-
ligand interaction ng al., 1991 551
5-HT Endogenous Social Lister rats (210-280g) 20-100 ng dorsal + HLU Higginset  Psychopharmacology 104:545-
ligand interaction raphe, 5 al., 1991 551
5-HT Endogenous Fear- Sprague-Dawley rats (320- 1-15.625 pg icv + Geyer et al., Pharmacol. Biochem. Behav.
ligand potentiate  400g) 1975 3:687-691
d startle
reflex
5-HT Endogenous Fear- Rats (300-400g) 200 pg icv, 8 days + Davis etal.,, Science 209:521-523
ligand potentiate 1980
d startle
reflex
5-HT Endogenous Fear- Rats (300-400g) 200 pg 1T - Davisetal.,, Science 209:521-523
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Drug

Mechanism Test Animals Doses Route Effect Comments Reference
ligand potentiate 1980
d startle
reflex
5-HT Endogenous Condition Rats 10 nmol dorsal + Thiébotet  Psychopharmacology 82:355-
ligand ed raphe al., 1984 359
emotional
response
5-HT Endogenous Ultrasonic  Wistar rats (220-250g) 0.01 hippocamp o Schreiber Prog. Neuropsychopharmacol.
ligand distress us, 5 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
5-HT Endogenous Ultrasonic  Wistar rats (220-250g) ED50=3.8 dorsal + Schreiber Prog. Neuropsychopharmacol.
ligand distress raphe, 5 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
5-HT Endogenous Stress- Wistar rats (200g) 055 ¢g icv + Open-field and ~ Kameyama Pharmacol. Biochem. Behav.
ligand induced Shuttle box etal., 1980  12:875-882
defecation
S5-HT Endogenous DPAG Wistar rats (250-300g) 5-20 nmol dorsal + Schiitz et Psychopharmacology 85:340-
ligand stimulatio PAG, 10 al., 1985 345
n
5-HT Endogenous DPAG Rats 5-20 nmol dorsal + Graeff et al., Behav. Brain Res. 22:173-180
ligand stimulatio PAG, 10 1986
n
5-HT Endogenous Elevated  Rats dorsal - Short et al.,  Soc. Neurosci. Abstr. 24:1193
ligand zero-maze raphe 1998
5-HT Endogenous Social Rats dorsal - Short et al.,  Soc. Neurosci. Abstr. 24:1193
ligand interaction raphe 1998
5-HT Endogenous DPAG Female Wistar rats (199-237g) 20 dorsal + Basal aversive Jacob etal., Pharmacol. Biochem. Behav.
ligand stimulatio nmol/0.25 ul  PAG, 10 theshold 2002 72:761-766
n inducing escape
was increased
5-HT Endogenous Escape Wistar rats (230-250g) 20 nmol/0.2  dorsal - Yamashita  Neuropharmacology 60:216-
ligand behavior ul PAG, 10 etal., 2011 222
in the
elevated
T-maze
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-HT Endogenous Inhibitory ~ Wistar rats (230-250g) 20 nmol/0.2  dorsal - Yamashita ~ Neuropharmacology 60:216-
ligand avoidance ul PAG, 10 etal., 2011 222
in the
elevated
T-maze
5-HT Endogenous Inhibitory ~ Wistar rats (230-300g) 8 ug/0.5ul  dorsal 0 Ronconet  J. Psychopharmacology 26:525-
ligand avoidance PAG, 10 al., 2012 531
in the
elevated
T-maze
5-HT Endogenous Escape Wistar rats (230-300g) 8 ug/0.5ul  dorsal + Ronconet  J. Psychopharmacology 26:525-
ligand behavior PAG, 10 al., 2012 531
in the
elevated
T-maze
5-HT Endogenous Inhibitory ~ Wistar rats (230-250g) 1.25-5 ventrolatera + de Paula Behav. Brain Res. 197:178-185
ligand avoidance nmol/0.5 ul  1PAG, 10 Soares and
in the Zangrossi,
elevated 2009
T-maze
5-HT Endogenous Escape Wistar rats (230-250g) 1.25-20 ventrolatera o de Paula Behav. Brain Res. 197:178-185
ligand behavior nmol/0.5 ul  1PAG, 10 Soares and
in the Zangrossi,
elevated 2009
T-maze
5-HT Endogenous DPAG Wistar rats (270-300g) 20 nmol/0.2  dorsal + de Oliveira  Psychopharmacology 218:725-
ligand stimulatio ul PAG, 10 Sergio etal., 732
n 2011
5-HT Endogenous Escape Wistar rats (290-310g) 16 nmol/0.2  basolateral o Vicente and Int. J. Neuropsychopharmacol.
ligand behavior ul amygdala, Zangrossi, 15:389-400
in the 10 2012
elevated
T-maze
5-HT Endogenous Inhibitory ~Wistar rats (290-310g) 16 nmol/0.2  basolateral - Vicente and Int. J. Neuropsychopharmacol.
ligand avoidance ul amygdala, Zangrossi,  15:389-400
in the 10 2012
elevated
T-maze
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-HT+bicuculline (5 Endogenous DPAG Wistar rats (270-300g) 20 nmol/0.2  dorsal (o) de Oliveira  Psychopharmacology 218:725-
pmol/0.2 ul) ligand stimulatio ul PAG, 10 Sergio etal., 732
n 2011
5-HT+flumazenil Endogenous Elevated  Rats dorsal - No antagonism  Short etal., Soc. Neurosci. Abstr. 24:1193
ligand zero-maze raphe 1998
5-HT+imipramine Endogenous DPAG Female Wistar rats (199-237g) 20 dorsal ) Basal aversive Jacob et al., Pharmacol. Biochem. Behav.
(15 mg/kg, 21-24 ligand stimulatio nmol/0.25 ul  PAG, 10 theshold 2002 72:761-766
days) n inducing escape
was increased
further by
imipramine
5-HT+ketanserin (10 Endogenous Inhibitory Wistar rats (230-250g) 1.25-5 ventrolatera (o) de Paula Behav. Brain Res. 197:178-185
nmol/0.2 pl) ligand avoidance nmol/0.5 ul 1 PAG, 10 Soares and
in the Zangrossi,
elevated 2009
T-maze
S5-HT+ketanserin (10 Endogenous Escape Wistar rats (230-250g) 5nmol/0.5  ventrolatera o No interaction de Paula Behav. Brain Res. 197:178-185
nmol/0.2 pl) ligand behavior ul 1PAG, 10 Soares and
in the Zangrossi,
elevated 2009
T-maze
5-HT+naloxone Endogenous Elevated  Rats dorsal - No antagonism  Shortetal., Soc. Neurosci. Abstr. 24:1193
ligand Zero-maze raphe 1998
5-HT+naloxone Endogenous Social Rats dorsal - No antagonism  Short et al., Soc. Neurosci. Abstr. 24:1193
ligand interaction raphe 1998
5-HT+naloxone (0.2 Endogenous Inhibitory ~ Wistar rats (230-300g) 8 ug/0.5 ul  dorsal o No interaction Ronconet  J. Psychopharmacology 26:525-
pg/0.5 ul in DPAG) ligand avoidance PAG, 10 al., 2012 531
in the
elevated
T-maze
5-HT+naloxone (0.2 Endogenous Escape Wistar rats (230-300g) 8 ng/0.5ul  dorsal (0) Ronconet  J. Psychopharmacology 26:525-
ug/0.5 ul in DPAG) ligand behavior PAG, 10 al., 2012 531
in the
elevated
T-maze
5-HT+pMPPI Endogenous Elevated  Rats dorsal (0) Antagonism of  Shortetal,, Soc. Neurosci. Abstr. 24:1193
ligand zero-maze raphe the anxiogenic- 1998

like effects
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-HT+SB 242084 Endogenous Escape Wistar rats (290-310g) 16 nmol/0.2  basolateral o No interaction Vicente and Int. J. Neuropsychopharmacol.
(0.01 nmol/0.2 pl) ligand behavior ul amygdala, Zangrossi,  15:389-400
in the 10 2012
elevated
T-maze
5-HT+SB 242084 Endogenous Inhibitory ~ Wistar rats (290-310g) 16 nmol/0.2  basolateral (0) Vicente and Int. J. Neuropsychopharmacol.
(0.01 nmol/0.2 pl) ligand avoidance ul amygdala, Zangrossi, 15:389-400
in the 10 2012
elevated
T-maze
5-HT+SB 242084 Endogenous Escape Wistar rats (230-250g) 20 nmol/0.2  dorsal o No interaction Yamashita ~ Neuropharmacology 60:216-
(10 nmol/0.2 pl) ligand behavior ul PAG, 10 etal,2011 222
in the
elevated
T-maze
5-HT+SB 242084 Endogenous Inhibitory ~ Wistar rats (230-250g) 20 nmol/0.2  dorsal (0) SB 242084 Yamashita ~ Neuropharmacology 60:216-
(10 nmol/0.2 pl) ligand avoidance ul PAG, 10 blocked the etal., 2011 222
in the effects of 5S-HT
elevated
T-maze
5-HTP 5-HT precursor Geller- Sprague-Dawley rats 15 ip, 120 - Gellerand  Eur. J. Pharmacol. 9:319-324
Seifter Blum, 1970
conflict
test
5-HTP 5-HT precursor Vogel Sprague-Dawley rats (200g) 18 ip, 30 - VI21 Kilts et al.,  Psychopharmacology 78:156-
conflict 1982 164
test
5-HTP 5-HT precursor Vogel Sprague-Dawley rats (250- 50 ip o Modified Vogel Soderpalm  J. Neural Transm. Gen. Sect.
conflict 350g) test; 0.16 mA,2 etal., 1995 100:175-189
test S
5-HTP 5-HT precursor Vogel Sprague-Dawley rats (180- 50 ip, 30 + Modified Vogel Hjorth et al., Psychopharmacology 92:96-99
conflict 250g) test 1987
test
5-HTP 5-HT precursor Vogel Sprague-Dawley rats (180- 100-400 ip, 30 - Modified Vogel Hjorth et al., Psychopharmacology 92:96-99
conflict 250g) test 1987
test
5-HTP 5-HT precursor Conflict White Carneau Pigeons (6- 50 im - FR50 Aprison and J. Neurochem. 6:350-357
test month-old) Ferster,
1961
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-HTP 5-HT precursor Elevated  Sprague-Dawley rats (250- 28-448 ip, 30 - Soderpalm  Pharmacol. Biochem. Behav.
plus-maze 350g) pmol etal, 1989  32:259-265
5-HTP 5-HT precursor Elevated  Wistar rats (150-200g) 40 30 - In combination =~ Kshamaet  Behav. Neural. Biol. 54:234-
plus-maze with al., 1990 253
tranylcypromine
5-HTP 5-HT precursor Light/dark Wistar rats (150-200g) 40 30 - In combination = Kshamaet  Behav. Neural. Biol. 54:234-
test with al., 1990 253
tranylcypromine
and asymmetric
compartments
5-HTP 5-HT precursor Light/dark Mice 25-100 ip - Asymmetric Cheng et al., In: 2nd International
test compartments 1992 Symposium on Serotonin, from
Cell Biology to Pharmacology
and Therapeutics, Houston, 15-
18th September :59
S-HTP 5-HT precursor Light/dark Mice 25-50 ip, 40 - Costall et Eur. J. Pharmacol. 234:91-99
test Naylor,
1993
5-HTP 5-HT precursor Light/dark BKW mice (30-36g) 12.5-50 ip, 40 - Asymmetric Cheng et al., Eur. J. Pharmacol. 255:39-49
test compartments 1994
5-HTP 5-HT precursor Light/dark BKW mice (30-36g) 25-50 ip, 40 - Costall and  Br. J. Pharmacol. 116:2989-
test Naylor, 2999
1995
S-HTP 5-HT precursor Light/dark Lundbeck mice strain (30-35g)  0.72-2.9 sc, 30 + Asymmetric Sanchez, Pharmacol. Toxicol. 77:71-78
test umol/kg compartments 1995
5-HTP 5-HT precursor Holeboard Wistar rats (150-200g) 40 30 - In combination =~ Kshamaet  Behav. Neural. Biol. 54:234-
with al., 1990 253
tranylcypromine
5-HTP 5-HT precursor Social Lister hooded rats (250-300g) 25 ip, 40 - Costall and  Br. J. Pharmacol. 116:2989-
interaction Naylor, 2999
1995
S-HTP 5-HT precursor Fear- Listar rats (375-415g) 25 ip, 60 - Glenn and  Behav. Pharmacol. 1:91-94
potentiate Green, 1989
d startle
reflex
5-HTP 5-HT precursor Shock- Wistar rats (250-280g) 2.5-160 sc, 60 o Meertand ~ Psychopharmacology 88:445-
probe Colpaert, 450
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
burying 1986
test
5-HTP 5-HT precursor Marble Female MF1 mice 5-50 ip, 30 + Locomotion Njung'e and Pharmacol. Biochem. Behav.
burying reduced Handley, 38:63-67
1991
5-HTP 5-HT precursor Stress- Rats 30 ip, 60 + Open-fieldand ~ Kameyama Pharmacol. Biochem. Behav.
induced Shuttle box etal., 1980  12:875-882
defecation
S5-HTP 5-HT precursor Fear- Sprague-Dawley rats (320- 100 ip, 40 - Svensson Psychopharmacology 79:104-
potentiate  350g) and 107
d startle Abhlenius,
reflex 1983
5-HTP 5-HT precursor Fear- Sprague-Dawley rats (320- 25-50 ip, 10 - Svensson, Psychopharmacology 85:469-
potentiate  350g) 1985 475
d startle
reflex
S-HTP 5-HT precursor Fear- Sprague-Dawley rats (310- 125 ip, 60 o Walters et ~ Psychopharmacology 62:103-
potentiate  380g) al., 1979 109
d startle
reflex
5-HTP 5-HT precursor DPAG Rats (250g) 75-150 ip, 30 to + Kiser etal., Pharmacol. Biochem. Behav.
stimulatio 120 1978 9:27-31
n
S5-HTP 5-HT precursor Condition Sprague-Dawley rats (250- 20 sc, 30 + Inescapable Inoue et al., Pharmacol. Biochem. Behav.
ed fear 300g) footshock of 2.5 1996 53:825-831
mA
5-HTP 5-HT precursor Light/dark Swiss mice (20-25g) 25-50 ip, 60 - Animals were Artaiz et al., Behav. Pharmacol. 9:103-112
test exposed twice to 1998
the test and
injected before
the second trial
5-HTP 5-HT precursor Ultrasonic Wistar WU rats (150-175g) 230-450 sc, 15 + Rats received Sanchez and Eur. Neuropsychopharmacol.
distress umol/kg four 1 mA Mork, 1999  9:287-294
vocalizati inescapable
ons footshocks each
of 10s
5-HTP 5-HT precursor Open- Swiss mice (20-25g) 50-250 ip, 60 o Wong and  Pharmacology 62:151-156
field Ong, 2001
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-HTP 5-HT precursor Novelty-  Sprague-Dawley rats (225- 30 30 - Bechtholt et Psychopharmacology 190:531-
suppresse  250g) al., 2007 540
d feeding
5-HTP+(-)- 5-HT precursor Ultrasonic Wistar WU rats (150-175g) 230-450 sc, 15 (o) (1) Antagonism  Sanchez and Eur. Neuropsychopharmacol.
penbutolol (8 distress pmol/kg of the effects of  Maork, 1999  9:287-294
mg/kg) vocalizati 5-HTP, (2) Rats
ons received four 1
mA inescapable
footshocks each
of 108
5-HTP+benserazide 5-HT precursor Condition Rats 20 + (1) Rats received Muraki et Soc. Neurosci. Abstr. 24:1192
(25 mg/kg) ed fear a subchonic al., 1998
pretreatment
with lithium; (2)
potentiation
5-HTP+benserazide 5-HT precursor Condition Rats 20 o Muraki et Soc. Neurosci. Abstr. 24:1192
(25 mg/kg) ed fear al., 1998
5-HTP+PCPA (150  5-HT precursor Novelty-  Sprague-Dawley rats (225- 30 30 - No interaction Bechtholt et Psychopharmacology 190:531-
mg/kg) suppresse  250g) al., 2007 540
d feeding
5-HTP+PCPA (360  5-HT precursor Open- Swiss mice (20-25g) 250 ip, 60 + The combination Wongand  Pharmacology 62:151-156
mg/kg) field yielded Ong, 2001
anxiolytic-like
activity
5-HTP+ritanserin (5 5-HT precursor Ultrasonic  Wistar WU rats (150-175g) 230-450 sc, 15 (o) (1) Antagonism  Sanchez and Eur. Neuropsychopharmacol.
mg/kg) distress umol/kg of the effects of Merk, 1999  9:287-294
vocalizati 5-HTP, (2) Rats
ons received four 1
mA inescapable
footshocks each
of 10 s
5-MeODMT Non-selective  Geller- Female Alderley Park rats (241- 1-3 ip, 12 o Shephard et Pharmacol. Biochem. Behav.
agonist Seifter 315g) al., 1982 16:741-744
conflict
test
5-MeODMT Non-selective  Elevated =~ PVG rats (200-280g) 0.5-2.5 ip, 15 - Observations Critchley Psychopharmacology 93:502-
agonist plus-maze during 10-min and 506
Handley,
1987
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-MeODMT Non-selective  Elevated  Rats 2.5 ip o 24 h after 2 h of Guimardes Behav. Brain Res. 58:133-139
agonist plus-maze forced restraint et al., 1993
5-MeODMT Non-selective  Social Rats - LLF Critchley et  Psychopharmacology 93:502-
agonist interaction al., 1987 506
5-MeODMT Non-selective  Social DAP mice (20-30g) 10 ip, 30 - Isolated mice Olivier et Psychopharmacology 97:154-
agonist interaction al., 1989 156
5-MeODMT Non-selective ~ Marble Female MF1 mice (23-35g) 0.25-5 ip, 20 + Locomotion Njung'e and Br. J. Pharmacol. 104:105-112
agonist burying decreased Handley,
1991
5-MeODMT Non-selective  Fear- Sprague-Dawley rats (300- 0.12-8 ip, 0 - Davis etal,, Psychopharmacology 70:123-
agonist potentiate  350g) 1980 130
d startle
reflex
5-MeODMT Non-selective  Fear- CD rats (9-13-week-old) 4 ip, 5 - Nanry and  Psychopharmacology 97:507-
agonist potentiate Tilson, 1989 513
d startle
reflex
5-MeODMT Non-selective ~ Ultrasonic Wistar rats (150-175g) ED50=3.5 sc, 30 + Four 1.0 mA Sanchez, Behav. Pharmacol. 4:269-277
agonist distress inescapable 1993
vocalizati footshocks
ons
5-MeODMT Non-selective ~ DPAG Wistar rats (250-350g) 0.5-2 nmol  dorsal + Schiitz et Psychopharmacology 85:340-
agonist stimulatio PAG, 10 al., 1985 345
n
5-MeODMT Non-selective  DPAG Rats 1-2 nmol dorsal + Graeff et al., Behav. Brain Res. 22:173-180
agonist stimulatio PAG, 10 1986
n
5-MeODMT Non-selective  DPAG Rats 2 nmol dorsal + Graeff et al., Behav. Brain Res. 58:123-131
agonist stimulatio PAG, 10 1993
n
5-MeODMT Non-selective  Elevated ~ Wistar rats (200-250g) 20 nM/0.5 dorsal o Netto and Behav. Brain Res. 77:215-218
agonist plus-maze ul hippocamp Guimaraes,
us, 24h 1996
5-MeODMT Non-selective  Elevated ~ Wistar rats (200-250g) 20 nM/0.5 dorsal + 24h after a 2h Netto and Behav. Brain Res. 77:215-218
agonist plus-maze ul hippocamp restraint period ~ Guimaraes,
us, 24h 1996
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
5-MeODMT Non-selective  Isolation- CDY mice (18-22g) ED50=1.71 ip, 20 + Chamberlai  Soc. Neurosci. Abstr. 22:1584
agonist induced n, 1996
aggression
5-MeODMT Non-selective  Elevated =~ Wistar mice (25-30g) 2 ip, 30 0 Bhattachary Indian J. Exp. Biol. 31:902-907
agonist plus-maze a and
Acharya,
1993
5-MeODMT Non-selective  Elevated  Prairie vole (Microtus 1 sc, from - Martin et Physiol. Behav. 105:529-535
agonist plus-maze ochrogaster) GD12 to al., 2012
GD21, and
PNO to
PN20
5-MeODMT Non-selective ~ Open- Prairie vole (Microtus 1 sc, from - Martin et Physiol. Behav. 105:529-535
agonist field ochrogaster) GD12 to al., 2012
GD21, and
PNO to
PN20
5-methoxy-6- 5-HT reuptake  Vogel Maudsley rats 0.0625-8 o Lewis etal.,, Soc. Neurosci. Abstr. 21:1131
methyl-2- inhibitor conflict 1995
aminoindan test
709W92 5-HT reuptake  Ultrasonic Wistar rats (7-12-day-old) 0.1-10 ip + Salter et al., Neuropharmacology 34:217-
inhibitor distress 1995 227
vocalizati
ons
8-OH-DPAT 5-HTj, full Geller- Rats (382-446g) 0.00125- amygdala, 0 - VI20 Hodges et Psychopharmacology 92:491-
agonist Seifter 0.005 al., 1987 504
conflict
test
8-OH-DPAT 5-HT, full Geller- Rats 0.001 - FR8 Hascoétet  J. Psychopharmacol. 6:129
agonist Seifter al., 1992
conflict
test
8-OH-DPAT 5-HT, 5 full Geller- Rats 0.25 ip, 25 0 Deacon and Br. J. Pharmacol. 88:330P
agonist Seifter Gardner,
conflict 1986
test
8-OH-DPAT 5-HT, full Geller- Sprague-Dawley rats (330- 0.1-3 ip o FR30/FR10 Witkin and  Behav. Pharmacol. 1:247-254
agonist Seifter 370g) Perez, 1990
conflict
test
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Drug

Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Geller- Rats 0.015-0.03  sc o Modified Geller- Thiébotet  Psychopharmacology 101:S57
agonist Seifter Seifter test al., 1990
conflict
test
8-OH-DPAT 5-HT, full Geller- Wistar rats (250-350g) 0.007-0.125  sc, 60 o Modified Geller- Thiébotet  Psychopharmacology 103:415-
agonist Seifter Seifter test al., 1991 424
conflict
test
8-OH-DPAT 5-HTj, full Geller- Wistar rats (180-200g) 0.05-1 ip, 30 o VI30 Sanger, J. Pharmacol. Exp. Ther.
agonist Seifter 1992 261:513-517
conflict
test
8-OH-DPAT 5-HT 4 full Geller- Wistar AF rats (300-400g) 0.06-0.25 ip, 60 [ FR8/FR1 Charrier et Pharmacol. Biochem. Behav.
agonist Seifter al., 1994 48:281-289
conflict
test
8-OH-DPAT 5-HT, 5 full Geller- Wistar rats 0.03-0.1 ip + Amrick and  Soc. Neurosi. Abstr. 12:907
agonist Seifter Bennett,
conflict 1986
test
8-OH-DPAT 5-HT, full Geller- Rats (382-446g) 0.25 ip, 15 + VI20 Hodges et Psychopharmacology 92:491-
agonist Seifter al., 1987 504
conflict
test
8-OH-DPAT 5-HTj, full Geller- Wistar rats 0.1-0.3 ip, 15 + De Vry et In: New Concepts in Anxiety,
agonist Seifter al., 1991 pp- 94-129
conflict
test
8-OH-DPAT 5-HT, 4 full Geller- Rats ip + Schreiber et Eur. J. Pharmacol. 249:341-351
agonist Seifter al., 1993
conflict
test
8-OH-DPAT 5-HT, 5 full Geller- Rats dorsal + Schreiber et Eur. J. Pharmacol. 249:341-351
agonist Seifter raphe al., 1993
conflict
test
8-OH-DPAT 5-HT, full Geller- Rats hippocamp + Schreiber et  Eur. J. Pharmacol. 249:341-351
agonist Seifter us al., 1993
conflict
test
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Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HT, 5 full Geller- Rats Lateral + Schreiber et Eur. J. Pharmacol. 249:341-351
agonist Seifter septum al., 1993
conflict
test
8-OH-DPAT 5-HT, full Geller- Wistar rats (220-250g) 0.1 ip, 15 + Schreiber Prog. Neuropsychopharmacol.
agonist Seifter and De Vry, Biol. Psychiatry 17:87-104
conflict 1993
test
8-OH-DPAT 5-HT4 full Geller- Wistar rats (220-250g) 0.003 dorsal + Schreiber Prog. Neuropsychopharmacol.
agonist Seifter raphe and De Vry, Biol. Psychiatry 17:87-104
conflict 1993
test
8-OH-DPAT 5-HT, full Geller- Wistar rats (220-250g) 0.01 hippocamp + Schreiber Prog. Neuropsychopharmacol.
agonist Seifter us and De Vry, Biol. Psychiatry 17:87-104
conflict 1993
test
8-OH-DPAT 5-HT4 full Geller- Rats 0.5 + FRS8 Hascoétet  J. Psychopharmacol. 6:129
agonist Seifter al., 1992
conflict
test
8-OH-DPAT 5-HT, full Geller- Sprague-Dawley rats (200- 0.25 sc, 15 + VI30/FR3 Simiand et  Fundam. Clin. Pharmacol.
agonist Seifter 250g) al., 1993 7:413-427
conflict
test
8-OH-DPAT 5-HTj, full Geller- Wistar rats (250-300g) 0.015-0.25  ip, 30 + FR1/FR8 and Hascoétet  J. Psychopharmacol. 8:227-237
agonist Seifter modified test al., 1994
conflict
test
8-OH-DPAT 5-HT, full Geller- Sprague-Dawley rats (300- 0.125 sc, 30 + Cervoand  Pharmacol. Biochem. Behav.
agonist Seifter 325g) Samanin, 52:671-676
conflict 1995
test
8-OH-DPAT 5-HTj, full Vogel Wistar rats (200-240g) 1pg right - Belcheva et  Brain Res. 640:223-228
agonist conflict hippocampa al., 1994
test 1 CAl area
8-OH-DPAT 5-HT, full Vogel Wistar rats (200-240g) 1ug left and - Belcheva et Brain Res. 640:223-228
agonist conflict right al., 1994
test hippocampa
1 CA1l area
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Vogel Sprague-Dawley rats (170- 0.03-0.15 sc, 15 o Moser et al., Br. J. Pharmacol. 93
agonist conflict 210g) 1988 (Suppl.):3P
test
8-OH-DPAT 5-HT, full Vogel Sprague-Dawley rats 0.05-0.15 sc o Hibert and  Drugs Fut. 15:159-170
agonist conflict Moser, 1990
test
8-OH-DPAT 5-HT 4 full Vogel Sprague-Dawley rats (200- 0.005-0.15  sc, 30 0 Moser et al., Br. J. Pharmacol. 99:343-349
agonist conflict 300g) 1990
test
8-OH-DPAT 5-HT4 full Vogel Rats 0 Seymour et Soc. Neurosci. Abstr. 21:2106
agonist conflict al., 1995
test
8-OH-DPAT 5-HT, full Vogel Sprague-Dawley rats (190- 0.062-0.25  ip, 10 + Modified Vogel Engel etal., Eur. J. Pharmacol. 105:365-368
agonist conflict 210g) test 1984
test
8-OH-DPAT 5-HTj, full Vogel Lister rats (200-250g) 0.001 dorsal + Higgins et  Br. J. Pharmacol. 90:658P
agonist conflict raphe, 5 al., 1987
test
8-OH-DPAT 5-HT\4 full Vogel CD-COBS rats (200-300g) 0.5-2 ip, 60 + Stressed rats Carli and Psychopharmacology 94:84-91
agonist conflict Samanin,
test 1988
8-OH-DPAT 5-HT 4 full Vogel Lister rats (210-270g) 0.000004- dorsal + Modified Vogel Higginset  Neuropharmacology 27:993-
agonist conflict 0.0005 raphe, 5 test al., 1988 1001
test
8-OH-DPAT 5-HT4 full Vogel Rats hippocamp + Plaznik et In: Serotonin 1991, 5-
agonist conflict us al., 1991 Hydroxytryptamine-CNS
test Receptors and Brain Function,
p. 190
8-OH-DPAT 5-HT, full Vogel Wistar rats (180-220g) 0.025-0.1 ip, 15 + Stefanski et Neuropharmacology 31:1251-
agonist conflict al., 1992 1258
test
8-OH-DPAT 5-HTj, full Vogel Rats 0.025-0.05 + Stefanski et Pharmacol. Res. 25 (Suppl.):79-
agonist conflict al., 1992 80
test
8-OH-DPAT 5-HT\4 full Vogel Wistar rats 0.5 ip, 30 + De Vry et In: New Concepts in Anxiety,
agonist conflict al., 1991 pp- 94-129
test
8-OH-DPAT 5-HT 4 full Vogel Lister rats (200-280g) 0.00002- dorsal + Higginset  Psychopharmacology 106:261-
agonist conflict 0.005 raphe, 5 al., 1992 267
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
test
8-OH-DPAT 5-HT, full Vogel Wistar rats (200-250g) 0.25 ip, 30 + Modified Vogel Korneyev Life Sci. 52:997-1004
agonist conflict test and
test Seredenin,
1993
8-OH-DPAT 5-HT 4 full Vogel Wistar rats (180-220g) 0.0005- hippocamp + Stefanski et Neuropharmacology 32:977-
agonist conflict 0.001 us, 5 al., 1993 985
test
8-OH-DPAT 5-HT\4 full Vogel Wistar rats (180-220g) 0.001- nucleus + Stefanski et  Neuropharmacology 32:977-
agonist conflict 0.0025 accumbens, al., 1993 985
test 5
8-OH-DPAT 5-HT, full Vogel Wistar rats (230-270g) 0.3-3pg hippocamp + Przegalinski Neuropharmacology 33:1109-
agonist conflict us,10 etal., 1994 1115
test
8-OH-DPAT 5-HTj, full Conflict Squirrel monkeys (800-1050g)  0.001-0.3 im o FI3 Gleeson and Pharmacol. Biochem. Behav.
agonist test Barrett, 37:335-337
1990
8-OH-DPAT 5-HT, 5 full Conflict White Carneau Pigeons (480- 0.03-3 im, 0 + FR30 Witkin et J. Pharmacol. Exp. Ther.
agonist test 528g) al., 1987 243:970-977
8-OH-DPAT 5-HT 4 full Conflict White Carneau Pigeons 0.1-3 im, 0 + FR30 Mansbach et J. Pharmacol. Exp. Ther.
agonist test al., 1988 246:114-120
8-OH-DPAT 5-HT 5 full Conflict White Carneau Pigeons 0.3-3 im, 15 + FR30 Abhlers et J. Pharmacol. Exp. Ther.
agonist test al., 1992 260:474-481
8-OH-DPAT 5-HT, 5 full Conflict White Carneau Pigeons 0.03-1 im,0 + FR30 Barrett, Drug Dev. Res. 26:299-317
agonist test 1992
8-OH-DPAT 5-HT\4 full Conflict ~ Pigeons 0.005-0.81  im, 5 + FR30 Colpaertet  Drug Dev. Res. 26:21-48
agonist test al., 1992
8-OH-DPAT 5-HT, full Conflict =~ White Carneau pigeons (450- 0.4-1 im, 15 + FR30 and 2-5 Foreman et  J. Pharmacol. Exp. Ther.
agonist test 600g) mA al., 1993 267:58-71
8-OH-DPAT 5-HT, full Conflict Pigeons 0.03-3 + Barrett et Psychopharmacology 116:73-
agonist test al., 1994 78
8-OH-DPAT 5-HT 5 full Conflict Pigeons + Overshiner  Soc. Neurosci. Abstr. 21:1131
agonist test etal., 1995
8-OH-DPAT 5-HT, 5 full Conflict Rats + Overshiner  Soc. Neurosci. Abstr. 21:1131
agonist test etal., 1995
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Conflict ~ White Carneau Pigeons (500- 0.02-0.31 im, 5 + FR30:FR30 Kleven and J. Pharmacol. Exp. Ther.
agonist test 650g) Koek, 1996 276:388-397
8-OH-DPAT 5-HT, full Timeout  Holtzman specific-pathogen 0.1-1 ip, 15 + VI15 Galizio et Pharmacol. Biochem. Behav.
agonist from free rats (80-120 day-old) al., 1990 37:235-238
avoidance
procedure
8-OH-DPAT 5-HT, 4 full Condition Pigeons ) Overshiner  Soc. Neurosci. Abstr. 21:1131
agonist ed etal., 1995
emotional
response
8-OH-DPAT 5-HT, 5 full Condition Rats 0 Overshiner  Soc. Neurosci. Abstr. 21:1131
agonist ed etal., 1995
emotional
response
8-OH-DPAT 5-HT 4 full Condition Wistar rats (400-500g) 0.1-1 ip, 30 + Weak effect Sanger, J. Pharmacol. Exp. Ther.
agonist ed 1990 254:420-426
emotional
response
8-OH-DPAT 5-HT\4 full Elevated  Rats (250-280g) 0.01-0.03 - Observations Critchley Psychopharmacology 93:502-
agonist plus-maze during 10-min and 506
Handley,
1987
8-OH-DPAT 5-HT 4 full Elevated  PVG rats (200-280g) 0.015-1 ip, 15 - Observations Critchley Psychopharmacology 93:502-
agonist plus-maze during 10-min and 506
Handley,
1987
8-OH-DPAT 5-HT, 5 full Elevated  Lister rats (250-350g) 0.25 ip, 10 - Pellow et J. Pharm. Pharmacol. 39:917-
agonist plus-maze al., 1987 928
8-OH-DPAT 5-HT, full Elevated  PVG rats (200-260g) 0.05-0.1 ip, 10 - 10-min exposure Critchley et  Br. J. Pharmacol. 94
agonist plus-maze al., 1988 (Suppl.):389P
8-OH-DPAT 5-HT 4 full Elevated  Sprague-Dawley rats (250- 0.0125-0.1  sc, 15 - Moser et al., Br. J. Pharmacol. 93
agonist plus-maze 300g) 1988 (Suppl.):3P
8-OH-DPAT 5-HTj, full Elevated  Sprague-Dawley rats (200- 0.2 sc, 15 - Decreased total ~ Moser, 1989 In: Behavioural Pharmacology
agonist plus-maze 300g) open arm entries of 5-HT, pp. 371-375
8-OH-DPAT 5-HT, full Elevated  Wistar rats (150-200g) 0.25 30 - Kshamaet  Behav. Neural. Biol. 54:234-
agonist plus-maze al., 1990 253
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Elevated  Sprague-Dawley rats (200- 0.1-1 sc, 30 - Locomotion Klint, 1991  Behav. Pharmacol. 2:481-489
agonist plus-maze 250g) decreased
8-OH-DPAT 5-HT, full Elevated  PVG rats (180-260g) 0.05-0.2 ip, 10 - 10-min exposure Critchley et Psychopharmacology 106:484-
agonist plus-maze al., 1992 490
8-OH-DPAT 5-HT 4 full Elevated = Wistar rats (345-405g) 1 ip, 30 - Kostowski ~ Pharmacol. Toxicol. 71:24-30
agonist plus-maze etal., 1992
8-OH-DPAT 5-HT 4 full Elevated = Wistar rats (180-220g) 0.2 ip, 10 - 170 lux and 10- Handley et  Behav. Brain Res. 58:203-210
agonist plus-maze min exposure al., 1993
8-OH-DPAT 5-HTj, full Elevated  PVG rats (180-260g) 0.1 ip, 10 - 10-min exposure Njung'e et  J. Psychopharmacol. 7:173-180
agonist plus-maze al., 1993
8-OH-DPAT 5-HT\4 full Elevated  Sprague-Dawley rats (250- 0.1-0.2 sc, 10 - Treitetal.,  Behav. Brain Res. 54:23-34
agonist plus-maze 350g) 1993
8-OH-DPAT 5-HT, full Elevated  Wistar rats (150-230g) 0.1-0.2 ip, 10 - 10-min exposure McBlane Psychopharmacology 116:173-
agonist plus-maze and 182
Handley,
1994
8-OH-DPAT 5-HTj, full Elevated  Wistar rats (150-230g) 0.1-0.2 ip, 10 - 10-min exposure McBlane Psychopharmacology 116:173-
agonist plus-maze and 24 or 48 h and 182
water Handley,
deprivation 1994
8-OH-DPAT 5-HT, 4 full Elevated  Rats 0.0625-0.25 [ File et al., Br. J. Pharmacol. 90:265P
agonist plus-maze 1987
8-OH-DPAT 5-HT 4 full Elevated  Sprague-Dawley rats (200- 0.025-0.2 sc, 30 o Moser et al., Br. J. Pharmacol. 99:343-349
agonist plus-maze 300g) 1990
8-OH-DPAT 5-HTj, full Elevated  Wistar rats (180-200g) 0.2 ip, 10 o 211 lux and 10- McBlane et  Br. J. Pharmacol. 107:446P
agonist plus-maze min exposure al., 1992
8-OH-DPAT 5-HT\4 full Elevated = BALB/cByJ (8-week-old) ip, 30 o Seale et al.,  Clin. Neuropharmacol. 15 (Part
agonist plus-maze 1992 B):538B
8-OH-DPAT 5-HT, full Elevated = Wistar rats (200-240g) lg left o Belcheva et Brain Res. 640:223-228
agonist plus-maze hippocampa al., 1994
1 CA1 area
8-OH-DPAT 5-HTj, full Elevated  Wistar rats (200-240g) lg right o Belcheva et  Brain Res. 640:223-228
agonist plus-maze hippocampa al., 1994
1 CALl area
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8-OH-DPAT 5-HTj, full Elevated  Wistar rats (200-240g) lg left and o Belcheva et  Brain Res. 640:223-228
agonist plus-maze right al., 1994
hippocampa
1 CA1 areas
8-OH-DPAT 5-HT 4 full Elevated  Rats 0.01-2.5 sc [ Millan et Soc. Neurosci. Abstr. 20:1544
agonist plus-maze al., 1994
8-OH-DPAT 5-HT 4 full Elevated = Wistar rats (150-230g) 0.1-0.2 ip, 10 o 10-min exposure McBlane Psychopharmacology 116:173-
agonist plus-maze and restraint 1 or and 182
24 h before Handley,
testing 1994
8-OH-DPAT 5-HT\4 full Elevated  Wistar rats (300-330g) 2-8 nmol amygdala, 0 Zangrossi Braz. J. Med. Biol. Res.
agonist plus-maze 10 and Graeff, 27:2453-2456
1994
8-OH-DPAT 5-HT 4 full Elevated = Wistar rats (225-250g) 0.1-0.2 ip, 10 + Dunnetal,, Eur. J. Pharmacol. 169:1-10
agonist plus-maze 1989
8-OH-DPAT 5-HTj, full Elevated  Wistar rats (180-220g) 0.001- hippocamp + Kostowski  Psychiatr. Pol. 23:117-124
agonist plus-maze 0.00025 us, 10 etal., 1989
8-OH-DPAT 5-HT\4 full Elevated  Sprague-Dawley rats (250- 50-400 nmol sc, 10 + Soderpalm  Pharmacol. Biochem. Behav.
agonist plus-maze 350g) etal, 1989  32:259-265
8-OH-DPAT 5-HT, full Elevated  CD rats (160-200g) 0.003 po, 60 + Luscombe  Br. J. Pharmacol. 100
agonist plus-maze etal, 1992  (Suppl.):356P
8-OH-DPAT 5-HT, full Elevated  CD rats (160-200g) 0.0001-0.1 sc, 60 + Luscombe  Br. J. Pharmacol. 100
agonist plus-maze etal., 1992  (Suppl.):356P
8-OH-DPAT 5-HTj, full Elevated DBA/2 mice (6-8-week-old) 1 ip, 15 + Rodgers et Behav. Pharmacol. 3:621-634
agonist plus-maze al., 1992
8-OH-DPAT 5-HT, 5 full Elevated  Mice 1 + Rodgers et ~ Behav. Pharmacol. 3:621-634
agonist plus-maze al., 1992
8-OH-DPAT 5-HT, 4 full Elevated  Wistar rats (150-220g) 1 ip, 30 + 225 lux above Griebel, In: Thesis, Université Louis
agonist plus-maze the central area 1993 Pasteur, Strasbourg, France
8-OH-DPAT 5-HT 4 full Elevated  Rats 3 nmol hippocamp + 24 hafter 2hof Guimardes Behav. Brain Res. 58:133-139
agonist plus-maze us forced restraint et al., 1993
8-OH-DPAT 5-HTj, full Elevated  Wistar rats (180-220g) 0.2 ip, 10 + 785 lux and 10- Handley and J. Pharmac. Toxicol. Meth.
agonist plus-maze min exposure McBlane, 29:129-138
1993
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HT, 5 full Elevated  Wistar rats 0.01 sc + Millan and  In: Anxiety - Neurobiological,
agonist plus-maze Brocco, Clinical and Therapeutic
1993 Aspects, p. 153
8-OH-DPAT 5-HT, full Elevated  Leeds-coloured guinea pigs 0.3 sc, 30 + Rex etal., J. Psychopharmacol. 7:338-345
agonist plus-maze (360-440g) 1993
8-OH-DPAT 5-HT 4 full Elevated  Leeds-coloured guinea-pigs 0.3 sc, 30 + Rex etal., Neuropharmacology 33:559-
agonist plus-maze (360-440g) 1994 565
8-OH-DPAT 5-HTj, full Elevated  Wistar rats (250-300g) 8 nmol inferior + Melo and Behav. Pharmacol. 6:413-417
agonist plus-maze colliculus, Brandio,
20 1995
8-OH-DPAT 5-HT\4 full Elevated  Sprague-Dawley rats 0.01 sc, 30 + Grewal et In: British Association for
agonist Zero- al., 1993 Psychopharmacology, A19
maze
8-OH-DPAT 5-HT 4 full Elevated  Sprague-Dawley rats (285- 0.01 sc, 30 + 40-60 lux Shepherd et  Psychopharmacology 116:56-
agonist Zero- 430g) al., 1994 64
maze
8-OH-DPAT 5-HTj, full Light/dark Wistar rats (150-200g) 0.25 30 - Asymmetric Kshama et  Behav. Neural. Biol. 54:234-
agonist test compartments al., 1990 253
8-OH-DPAT 5-HT4 full Light/dark CS57BL/6J mice (18-20g) 0.1-0.3 sc, 15 0 Asymmetric Simiand et  Fundam. Clin. Pharmacol.
agonist test compartments al., 1993 7:413-427
8-OH-DPAT 5-HT, full Light/dark Lundbeck mice strain (30-35g)  0.015- sc, 30 o Asymmetric Sanchez, Pharmacol. Toxicol. 77:71-78
agonist test 0.95umol/kg compartments 1995
8-OH-DPAT 5-HTj, full Light/dark CD-COBS rats (200-300g) 0.125-2 ip, 60 + Stressed rats Carli and Psychopharmacology 94:84-91
agonist test Samanin,
1988
8-OH-DPAT 5-HT\4 full Light/dark Female T/O mice (22-30g) 0.1 sc, 30 + Asymmetric Bill et al., Br. J. Pharmacol. 98
agonist test compartments 1989 (Suppl.):679P
8-OH-DPAT 5-HT, full Light/dark Swiss mice (10-week-old) 0.75 ip, 30 + Misslin et Neuroreport 1:267-270
agonist test al., 1990
8-OH-DPAT 5-HT 4 full Light/dark Female ICR-DUB mice (17- 0.0005-3.16 ip, 30 + Asymmetric Young and  Pharmacol. Biochem. Behav.
agonist test 35g) compartments Johnson, 40:739-743
1991
8-OH-DPAT 5-HT\4 full Light/dark BKW mice (30-35g) 0.5 ip, 45 + Asymmetric Barnes et Eur. J. Pharmacol. 218:15-25
agonist test compartments al., 1992
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HT, 5 full Light/dark Mice 0.125 + Asymmetric Fernandez- In: The Role of Serotonin in
agonist test compartments Guasti and  Psychiatric Disorders, p. 49
Lépez-
Rubalcava,
1992
8-OH-DPAT 5-HT 4 full Light/dark Swiss-Webster mice (20-30g) 0.125 ip, 30 + Transitions only Lopez- Pharmacol. Biochem. Behav.
agonist test Rubalcava  43:433-440
etal., 1992
8-OH-DPAT 5-HT4 full Light/dark Mice 0.5 ip, 40 + Costall and  Int. Clin. Psychopharmacol. 8
agonist test Naylor, Suppl 2:11-18
1993
8-OH-DPAT 5-HT, full Light/dark Female Tuck (T/O) mice (24- MED=0.05 sc, 30 + Bill and Br. J. Pharmacol. 111:151P
agonist test 35g) Fletcher,
1994
8-OH-DPAT 5-HT 4 full Light/dark BKW mice (30-36g) 0.25-0.5 ip, 40 + Asymmetric Cheng et al., Eur. J. Pharmacol. 255:39-49
agonist test compartments 1994
8-OH-DPAT 5-HTj, full Light/dark Hamsters (100-150g) 0.25 20 + Fernandez-  Pharmacol. Biochem. Behav.
agonist test Guasti and ~ 50:375-382
Lépez-
Rubalcava,
1995
8-OH-DPAT 5-HT 4 full Light/dark ddY mice (4 week-old) 0.1-0.3 ip, 30 + Modified test Shimada et  Gen. Pharmacol. 26:205-210
agonist test al., 1995
8-OH-DPAT 5-HTj, full Holeboard Wistar rats (150-200g) 0.25 30 - Kshama et  Behav. Neural. Biol. 54:234-
agonist al., 1990 253
8-OH-DPAT 5-HT 4 full Social Rats - LLF Critchley et  Psychopharmacology 93:502-
agonist interaction al., 1987 506
8-OH-DPAT 5-HT, full Social Lister Hooded rats (200-300g)  0.00005- dorsal - HLU Andrews et Eur. J. Pharmacol. 264:259-264
agonist interaction 0.00002 hippocamp al., 1994
us
8-OH-DPAT 5-HT 4 full Social DAP mice 22-30g) 0.05-6.25 sc, 30 o Isolated mice Olivier et Psychopharmacology 97:154-
agonist interaction al., 1989 156
8-OH-DPAT 5-HT4 full Social Lister rats (200-280g) 0.00002- dorsal 0 LLF Higginset  Psychopharmacology 106:261-
agonist interaction 0.001 raphe, 5 al., 1992 267
8-OH-DPAT 5-HT4 full Social Rats hippocamp 0 Picazoand  Physiol. Behav. 54:295-299
agonist interaction us Fernandez-
Guasti,
1993
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Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Social Lister rats (200-300g) 0.00005- hippocamp o LLF Hogg et al., Neuropharmacology 33:343-
agonist interaction 0.0001 us, 3 1994 348
8-OH-DPAT 5-HT 4 full Social Wistar rats (250-350g) 0.125-0.5 ip, 20 [ HLU and 5,7- Picazo et Brain Res. Bull. 37:169-175
agonist interaction DHT al., 1995
8-OH-DPAT 5-HT, full Social Lister rats (200-250g) 0.001 dorsal + HLU Higginset  Br. J. Pharmacol. 90:658P
agonist interaction raphe, 5 al., 1987
8-OH-DPAT 5-HT, full Social Lister rats (210-270g) 0.00004- dorsal + Higgins et  Neuropharmacology 27:993-
agonist interaction 0.005 raphe, 5 al., 1988 1001
8-OH-DPAT 5-HTj, full Social Wistar rats (225-250g) 0.125-0.25 ip, 10 + Dunnetal.,, Eur. J. Pharmacol. 169:1-10
agonist interaction 1989
8-OH-DPAT 5-HT\4 full Social Lister rats (200-280g) 0.00002- dorsal + HLU Higginset  Psychopharmacology 106:261-
agonist interaction 0.001 raphe, 5 al., 1992 267
8-OH-DPAT 5-HT 4 full Social Rats dorsal + Picazo and  Physiol. Behav. 54:295-299
agonist interaction raphe Fernandez-
Guasti,
1993
8-OH-DPAT 5-HT4 full Social Rats ip + Picazoand  Physiol. Behav. 54:295-299
agonist interaction Fernandez-
Guasti,
1993
8-OH-DPAT 5-HT, full Social Lister Hooded rats (200-300g)  0.00002 median + HLU Andrews et Eur. J. Pharmacol. 264:259-264
agonist interaction raphe al., 1994
8-OH-DPAT 5-HT 4 full Social Lister rats (200-300g) 0.00005 dorsal + HLU Hogg etal.,, Neuropharmacology 33:343-
agonist interaction raphe, 3 1994 348
8-OH-DPAT 5-HTj, full Social Wistar rats (250-350g) 0.25-0.5 ip, 20 + HLU Picazo et Brain Res. Bull. 37:169-175
agonist interaction al., 1995
8-OH-DPAT 5-HT\4 full Social Wistar rats (250-350g) 0.1 ng/pl dorsal + HLU Picazo et Brain Res. Bull. 37:169-175
agonist interaction raphe, 0 al., 1995
8-OH-DPAT 5-HT, 4 full Social BSVS mice (25-35g) 0.025-1.25 sc, 30 + Bell and Neurosci. Biobehav. Rev.
agonist behavior Hobson, 18:325-338
1994
8-OH-DPAT 5-HT4 full Open- Lister rats (200-250g) 3-25 nmol dorsal - Beckettet ~ Psychopharmacology 108:110-
agonist field PAG, 0 al., 1992 114
8-OH-DPAT 5-HT)4 full Open- Sprague-Dawley rats (280- 0.025-0.4 sc - Ahlenius et Eur. J. Pharmacol. 200:259-266
agonist field 320g) al., 1991
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Open- Rats (180-220g) 50-20 ug nucleus - Plaznik et Pharmacol. Biochem. Behav.
agonist field accumbens, al., 1991 39:43-48
5
8-OH-DPAT 5-HT, full Open- CD-COBS rats (200-300g) 0.125-0.5 sc, 60 o Non stressed rats Carli et al.,,  Neuropharmacology 28:471-
agonist field 1989 476
8-OH-DPAT 5-HT 4 full Open- Wistar rats (180-220g) 0.0001- nucleus 0 Stefanski et Neuropharmacology 32:977-
agonist field 0.005 accumbens, al., 1993 985
5
8-OH-DPAT 5-HTj, full Open- CD-COBS rats (200-300g) 0.125-0.5 sc, 60 + Stressed rats Carlietal.,, Neuropharmacology 28:471-
agonist field 1989 476
8-OH-DPAT 5-HT\4 full Open- Sprague-Dawley rats (200- 2.5-5 ip, 0 + Locomotion Lucki etal., J. Pharmacol. Exp. Ther.
agonist field 250g) increased 1989 249:155-164
8-OH-DPAT 5-HT, full Open- Rats hippocamp + Plaznik et In: Serotonin 1991, 5-
agonist field us al., 1991 Hydroxytryptamine-CNS
Receptors and Brain Function,
p. 190
8-OH-DPAT 5-HTj, full Open- Wistar rats (180-220g) 0.025-0.1 ip, 15 + 65 dB noise Stefanski et Neuropharmacology 31:1251-
agonist field al., 1992 1258
8-OH-DPAT 5-HT\4 full Open- Rats 0.025-0.05 + Stefanski et  Pharmacol. Res. 25 (Suppl.):79-
agonist field al., 1992 80
8-OH-DPAT 5-HT, full Open- CD-COBS rats (200-250g) 0.005 hippocamp + Carlietal., Eur. J. Pharmacol. 234:215-221
agonist field us 1993
8-OH-DPAT 5-HT 4 full Open- Wistar rats (180-220g) 0.0001- hippocamp + Stefanski et Neuropharmacology 32:977-
agonist field 0.001 us, 5 al., 1993 985
8-OH-DPAT 5-HTj, full Open- Wistar rats (180-220g) 0.0005 hippocamp + +5,7-DHT Stefanski et Neuropharmacology 32:977-
agonist field us, 5 al., 1993 985
8-OH-DPAT 5-HT, 5 full Free- BALB/c mice (10-week-old) 0.016-1 ip, 20 0 Griebel et Behav. Pharmacol. 4:637-644
agonist exploratio al., 1993
n test
8-OH-DPAT 5-HT 4 full Defense Female and male Long-Evans 0.01-1 sc, 30 + Blanchard et Psychopharmacology 106:531-
agonist test rats (98-111-day-old) al., 1992 539
battery
8-OH-DPAT 5-HT, 5 full Mouse Swiss-Webster mice (60-75- 0.5-1 sc, 5 + Griebel et Pharmacol. Biochem. Behav.
agonist defense day-old) al., 1995 51:235-244
test
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
battery
8-OH-DPAT 5-HT 4 full Defensive Cats 50 pmol-3 PAG + Shaikh et Soc. Neurosci. Abstr. 21:1181
agonist rage nmol al., 1995
behavior
8-OH-DPAT 5-HT, 4 full Staircase  Rats 0.05-0.5 ip + Boaventura Neurosci. Lett. 26
agonist test etal., 1986  (Suppl.):S278
8-OH-DPAT 5-HTj, full Novelty-  Sprague-Dawley rats (270- 0.032-0.125  sc, 10 + Fletcher and Psychopharmacology 102:301-
agonist suppresse  320g) Davies, 308
d feeding 1990
8-OH-DPAT 5-HT, 5 full Novelty-  Rats 0.03 + Rex et al., In: Serotonin 1991, 5-
agonist suppresse 1991 Hydroxytryptamine-CNS
d feeding Receptors and Brain Function,
p- 147
8-OH-DPAT 5-HT 4 full Marble Female MF1 mice (23-35g) 0.3-10 ip, 10 + Locomotion Njung'e and Br. J. Pharmacol. 104:105-112
agonist burying decreased Handley,
1991
8-OH-DPAT 5-HT\4 full Mirrored BALB/cByJ (8-week-old) ip, 30 + Seale etal., Clin. Neuropharmacol. 15 (Part
agonist chamber 1992 B):538B
8-OH-DPAT 5-HT 4 full Shock- Wistar rats 0.5 ip, 15 [ +5,7-DHT Fernandez-  Brain Res. Bull. 28:497-501
agonist probe Guasti et al.,
burying 1992
test
8-OH-DPAT 5-HTj, full Shock- Wistar rats (280-350g) 0.125-0.75  ip, 15 + Fernandez-  In: Behavioural Pharmacology
agonist probe Guasti and  of 5-HT, pp. 377-382
burying Hong, 1989
test
8-OH-DPAT 5-HT 4 full Shock- Rats + Meert, 1989 In: Serotonin, from Cell
agonist probe Biology to Pharmacology and
burying Therapeutics
test
8-OH-DPAT 5-HT, 5 full Shock- Wistar rats 0.5 ip, 15 + Fernandez-  Brain Res. Bull. 28:497-501
agonist probe Guasti et al.,
burying 1992
test
8-OH-DPAT 5-HT, full Shock- Ovariectomized female rats ip + Picazo and  Physiol. Behav. 54:295-299
agonist probe Fernandez-
burying Guasti,

40



Drug Mechanism Test Animals Doses Route Effect Comments Reference
test 1993
8-OH-DPAT 5-HT, full Shock- Ovariectomized female rats ip + Picazo and  Physiol. Behav. 54:295-299
agonist probe Fernandez-
burying Guasti,
test 1993
8-OH-DPAT 5-HT 4 full Shock- Sprague-Dawley rats (250- 0.05-0.2 sc, 10 + Treitetal.,, Behav. Brain Res. 54:23-34
agonist probe 350g) 1993
burying
test
8-OH-DPAT 5-HT4 full Shock- Wistar rats (250-350g) 0.25 ip, 30 + 0.3 mA Lopez- Behav. Pharmacol. 5:42-51
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1994
8-OH-DPAT 5-HTj, full Shock- Wistar rats (3-week-old) 0.25-0.5 ip, 15 + 0.3 mA Loépez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
8-OH-DPAT 5-HT 4 full Shock- Wistar rats (7-week-old) 0.5 ip, 15 + 0.3 mA Loépez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
8-OH-DPAT 5-HT, full Shock- Wistar rats (11-week-old) 0.5 ip, 15 + 0.3 mA Loépez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
8-OH-DPAT 5-HT\4 full Shock- Wistar rats (21-week-old) 0.5 ip, 15 + 0.3 mA Lopez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Ultrasonic AP mice (4-6 day-old) 0.25-0.5 15 - Nastiti et Neurosci. Biobehav. Rev.
agonist distress al., 1991 15:483-487
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic Rats ED50=6.1 po, 120 [ Foot-shocks Bartoszyk et Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
8-OH-DPAT 5-HTj, full Ultrasonic Rats ED50>30 po, 210 o Foot-shocks Bartoszyk et  Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
8-OH-DPAT 5-HT, full Ultrasonic RatsWistar (10 day-old) 0.0075-0.03  sc, 10 + Hard and Neuropharmacology 27:981-
agonist distress Engel, 1988 986
vocalizati
ons
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats (9-11-day-old) 0.1-0.2 30 + Warm condition Mos and In: Behavioural Pharmacology
agonist distress Olivier, of 5-HT, pp. 361-366
vocalizati 1989
ons
8-OH-DPAT 5-HT, full Ultrasonic  Wistar rats (9-11-day-old) 0.1-0.2 30 + Cold condition =~ Mos and In: Behavioural Pharmacology
agonist distress Olivier, of 5-HT, pp. 361-366
vocalizati 1989
ons
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats 0.1-1 ip, 15 + De Vry et In: New Concepts in Anxiety,
agonist distress al., 1991 pp- 94-129
vocalizati
ons
8-OH-DPAT 5-HT, full Ultrasonic  Sprague-Dawley rats (9-11-day- 0.03-0.3 sc, 30 + Winslow Prog. Neuropsychopharmacol.
agonist distress old) and Insel, Biol. Psychiatry 15:745-757
vocalizati 1991
ons
8-OH-DPAT 5-HT 5 full Ultrasonic Rats ip + Schreiber et Eur. J. Pharmacol. 249:341-351
agonist distress al., 1993
vocalizati
ons
8-OH-DPAT 5-HT, 4 full Ultrasonic Rats dorsal + Schreiber et Eur. J. Pharmacol. 249:341-351
agonist distress raphe al., 1993
vocalizati
ons
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Ultrasonic Rats hippocamp + Schreiber et Eur. J. Pharmacol. 249:341-351
agonist distress us al., 1993
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic Rats Lateral + Schreiber et Eur. J. Pharmacol. 249:341-351
agonist distress septum al., 1993
vocalizati
ons
8-OH-DPAT 5-HT, 5 full Ultrasonic  Wistar rats ED50=0.003 iv, 5 + De Vry et Eur. J. Pharmacol. 249:331-339
agonist distress al., 1993
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic Wistar rats ED50=0.02 sc, 30 + De Vry et Eur. J. Pharmacol. 249:331-339
agonist distress al., 1993
vocalizati
ons
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats ED50=0.12 ip, 15 + De Vry et Eur. J. Pharmacol. 249:331-339
agonist distress al., 1993
vocalizati
ons
8-OH-DPAT 5-HT, 4 full Ultrasonic Wistar rats 5 po, 30 + De Vry et Eur. J. Pharmacol. 249:331-339
agonist distress al., 1993
vocalizati
ons
8-OH-DPAT 5-HT4 full Ultrasonic  Adult rats MED=0.03  sc + Molewijk et Br. Assoc. Psychopharmacol.,
agonist distress al., 1993 25-28th July, Cambridge :A12
vocalizati
ons
8-OH-DPAT 5-HT, 4 full Ultrasonic Wistar rats (150-175g) ED50=0.053 sc, 30 + Four 1.0 mA Sanchez, Behav. Pharmacol. 4:269-277
agonist distress inescapable 1993
vocalizati footshocks
ons
8-OH-DPAT 5-HT4 full Ultrasonic  Wistar rats (220-250g) ED50=0.047 ip, 15 + Schreiber Prog. Neuropsychopharmacol.
agonist distress and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
8-OH-DPAT 5-HT, full Ultrasonic  Wistar rats (220-250g) ED50=0.000 icv, 5 + Schreiber Prog. Neuropsychopharmacol.
agonist distress 68 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
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8-OH-DPAT 5-HT4 full Ultrasonic  Wistar rats (220-250g) ED50=0.000 dorsal + Schreiber Prog. Neuropsychopharmacol.
agonist distress 02 raphe, 5 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
8-OH-DPAT 5-HT, full Ultrasonic  Wistar rats (220-250g) ED50=0.000 median + Schreiber Prog. Neuropsychopharmacol.
agonist distress 3 raphe, 5 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats (220-250g) ED50=0.006 hippocamp + Schreiber Prog. Neuropsychopharmacol.
agonist distress 6 us, 5 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
8-OH-DPAT 5-HT, full Ultrasonic  Wistar rats (220-250g) ED50=0.000 amygdala, 5 + Schreiber Prog. Neuropsychopharmacol.
agonist distress 9 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
8-OH-DPAT 5-HT4 full Ultrasonic  Wistar rats (220-250g) 0.001 dorsal + with PCPA Schreiber Prog. Neuropsychopharmacol.
agonist distress raphe and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
8-OH-DPAT 5-HT, full Ultrasonic  Sprague-Dawley rats (11 day- 0.03-1 sc, 30 + Albinsson et Eur. J. Pharmacol. 261:285-294
agonist distress old) al., 1994
vocalizati
ons
8-OH-DPAT 5-HTj, full Ultrasonic Rats ED50=15.8 po, 30 + Foot-shocks Bartoszyk et  Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic  Wistar rats (250-300g) ED50=0.000 iv + 2mA,2s Jolas etal.,  J. Pharmacol. Exp. Ther.
agonist distress 8/rat electric shock 1995 272:920-929
vocalizati
ons
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats (250-300g) ED50=0.001 dorsal + 2mA,2s Jolas etal., J. Pharmacol. Exp. Ther.
agonist distress 8/rat hippocamp electric shock 1995 272:920-929
vocalizati us
ons (unilateral)
8-OH-DPAT 5-HT, 4 full Ultrasonic  Wistar rats (250-300g) ED50=0.002 dorsal + 2mA,2s Jolas etal., J. Pharmacol. Exp. Ther.
agonist distress S/rat hippocamp electric shock 1995 272:920-929
vocalizati us
ons (bilateral)
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats (250-300g) ED50=0.004 striatum + 2mA,2s Jolas etal., J. Pharmacol. Exp. Ther.
agonist distress 2/rat (bilateral) electric shock 1995 272:920-929
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic  Wistar rats (250-300g) 0.026 icv + 2mA,2s Jolas etal.,  J. Pharmacol. Exp. Ther.
agonist distress electric shock 1995 272:920-929
vocalizati
ons
8-OH-DPAT 5-HT4 full Ultrasonic  Wistar rats (180-280g) 0.03-0.3 sc, 30 + 0.8 mA, 8s Molewijk et Psychopharmacology 117:32-
agonist distress electric shock al., 1995 40
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic  Wistar rats (60-70-day-old) 0.01-0.5 sc, 10 or + 2mA, 1ls Naito etal.,, Eur. J. Pharmacol. 272:261-268
agonist distress 120 electric shock 1995
vocalizati
ons
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats (60-70-day-old) 0.01-0.5 sc, 10 or + Left neocortical ~ Naito et al., Eur. J. Pharmacol. 272:261-268
agonist distress 120 lesion; 2 mA, 1's 1995
vocalizati electric shock
ons
8-OH-DPAT 5-HT, 4 full Ultrasonic  Wistar rats (60-70-day-old) 0.01-0.5 sc, 10 or + Right Naito etal.,, Eur. J. Pharmacol. 272:261-268
agonist distress 120 neocortical 1995
vocalizati lesion; 2 mA, 1's
ons electric shock
8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats (60-70-day-old) 0.01-0.5 sc, 10 or + Bilateral Naito et al., Eur. J. Pharmacol. 272:261-268
agonist distress 120 neocortical 1995
vocalizati lesion; 2 mA, 1's
ons electric shock
8-OH-DPAT 5-HT, full Fear- Sprague-Dawley rats (320- 0.25-2 ip, 10 - Svensson Psychopharmacology 79:104-
agonist potentiate  350g) and 107
d startle Abhlenius,
reflex 1983
8-OH-DPAT 5-HTj, full Fear- Sprague-Dawley rats (320- 0.5-0.8 ip, 10 - Svensson, Psychopharmacology 85:469-
agonist potentiate  350g) 1985 475
d startle
reflex
8-OH-DPAT 5-HT, 4 full Fear- Rats 0.63-10 ip, 0 - Davis etal., Psychopharmacol. Bull.
agonist potentiate 1986 22:837-843
d startle
reflex
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HT, 5 full Fear- Rats 0.1 1T, 30 - Davis et al., Psychopharmacol. Bull.
agonist potentiate 1986 22:837-843
d startle
reflex
8-OH-DPAT 5-HT, full Fear- CD rats (9-13-week-old) 1-4 sc, 5 - Nanry and  Psychopharmacology 97:507-
agonist potentiate Tilson, 1989 513
d startle
reflex
8-OH-DPAT 5-HTj, full Fear- Wistar rats (200-250g) 0.5-8 ip, 5 - Hijzen et Pharmacol. Biochem. Behav.
agonist potentiate al., 1991 38:769-773
d startle
reflex
8-OH-DPAT 5-HT 4 full Fear- Rats 0.05-0.1 icv, 30 [ Davis et al., Psychopharmacol. Bull.
agonist potentiate 1986 22:837-843
d startle
reflex
8-OH-DPAT 5-HTj, full Fear- Sprague-Dawley rats (300- 2.5-10 ip, 0 o Davis etal., Psychopharmacology 94:14-20
agonist potentiate  400g) 1988
d startle
reflex
8-OH-DPAT 5-HT 4 full Fear- Rats 0.12-0.25 ip [ Davis, 1993 Braz. J. Med. Biol. Res.
agonist potentiate 26:235-260
d startle
reflex
8-OH-DPAT 5-HTj, full Fear- Sprague-Dawley rats 0.125-0.5 ip, 10 + Mansbach  Eur. J. Pharmacol. 156:375-383
agonist potentiate and Geyer,
d startle 1988
reflex
8-OH-DPAT 5-HT 4 full Condition Holtzman rats (90-100 day-old) 0.01 dorsal + FR1/FR2, 0.8 Maier et al., Behav. Neurosci. 109:404-412
agonist ed fear raphe, 10 mA shocks 1995
8-OH-DPAT 5-HT 4 full Agonistic  NMRI mice 1-3 ip, 30 + De Vry et In: New Concepts in Anxiety,
agonist behavior al., 1991 pp. 94-129
8-OH-DPAT 5-HT 5 full Stress- NMRI mice sc 0 van der Soc. Neurosci. Abstr. 20:385
agonist induced Heyden et
hyperther al., 1994
mia
8-OH-DPAT 5-HT 4 full Stress- Swiss mice (25-30g) 2.5-10 sc, 30 + Leccietal.,, J. Neural Transm. Gen. Sect.
agonist induced 1990 82:219-230
hyperther
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
mia
8-OH-DPAT 5-HT, full Stress- Mice 0.3 sc + Schipper et Hum. Psychopharmacol. 6:53-
agonist induced al., 1991 61
hyperther
mia
8-OH-DPAT 5-HT 4 full Passive- ~ Wistar rats (220-240g) 0.125-0.5 ip, 30 + Sanger and  Behav. Pharmacol. 1:153-160
agonist avoidance Joly, 1989
test
8-OH-DPAT 5-HT, 5 full Passive- Sprague-Dawley rats (200- 0.01-1 sc, 30 + Klint, 1991 Behav. Pharmacol. 2:481-489
agonist avoidance 250g)
test
8-OH-DPAT 5-HT, full Passive- Sprague-Dawley rats (200g) 0.1-1 sc, 30 + Albinsson et Eur. J. Pharmacol. 261:285-294
agonist avoidance al., 1994
test
8-OH-DPAT 5-HTj, full Stress- Wistar rats (250-300g) 0.05-0.1 ip, 30 + Guéetal,  Eur. J. Pharmacol. 233:193-199
agonist induced 1993
colonic
motor
alterations
8-OH-DPAT 5-HT, full Stress- Sprague-Dawley rats (190- 10-20 po, 30 o Cold stress Glavin et Dig. Dis. Sci. 40:2317-2320
agonist induced 210g) al., 1995
depletion
of gastric
mucus
8-OH-DPAT 5-HT\4 full Stress- Sprague-Dawley rats (190- 5-20 ip, for 10 0 Cold stress Glavin et Dig. Dis. Sci. 40:2317-2320
agonist induced 210g) days (0.d.) al., 1995
depletion
of gastric
mucus
8-OH-DPAT 5-HT 4 full Hot-plate ~ Wistar rats (200-250g) 0.1-1 ip, 30 + Korneyev Life Sci. 52:997-1004
agonist and
Seredenin,
1993
8-OH-DPAT 5-HT, 5 full DPAG Wistar rats 0.032-1 ip, 35 - Jenck etal., Eur. J. Pharmacol. 161:219-221
agonist stimulatio 1989
n
8-OH-DPAT 5-HT 4 full DPAG Rats 8-16 nmol dorsal + Graeff et al., Behav. Brain Res. 58:123-131
agonist stimulatio PAG, 10 1993
n
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full DPAG Wistar rats (200-250g) 4-16 nmol dorsal + Nogueira Pharmacol. Biochem. Behav.
agonist stimulatio PAG, 10 and Graeff, 52:1-6
n 1995
8-OH-DPAT 5-HT 5 full IC- Wistar rats (250-300g) 3-6 nmol inferior + Melo and Behav. Pharmacol. 6:413-417
agonist stimulatio colliculus, Brandaio,
n 15 1995
8-OH-DPAT 5-HT, full Ultrasonic  Wistar rats (220-250g) 0.2 ip, 15 + Scrambled Remy et al., Psychopharmacology 125:89-
agonist distress shocks of 2 mA 1996 91
vocalizati 25s)
ons
8-OH-DPAT 5-HT\4 full Ultrasonic Wistar rats (220-250g) 0.1 ug dorsal + Scrambled Remy et al., Psychopharmacology 125:89-
agonist distress raphe shocks of 2 mA 1996 91
vocalizati nucleus, 0 25s)
ons
8-OH-DPAT 5-HT 4 full Elevated  Lister hooded rats (200-300g) 50-200 ng dorsal o File and Pharmacol. Biochem. Behav.
agonist plus-maze raphe Gonzalez, 54:123-128
nucleus, 3 1996
8-OH-DPAT 5-HT\4 full Elevated  Lister hooded rats (200-300g) 100-200 ng  dorsal + Rats already File and Pharmacol. Biochem. Behav.
agonist plus-maze raphe exposed to the Gonzalez, 54:123-128
nucleus, 3 maze 1996
8-OH-DPAT 5-HT, full Elevated  Lister hooded rats (200-300g) 100 ng Ventral o File and Pharmacol. Biochem. Behav.
agonist plus-maze hippocamp Gonzalez, 54:123-128
us 1996
8-OH-DPAT 5-HTj, full Elevated  Lister hooded rats (200-300g) 100 ng Ventral o Rats already File and Pharmacol. Biochem. Behav.
agonist plus-maze hippocamp exposed to the Gonzalez, 54:123-128
us maze 1996
8-OH-DPAT 5-HT, 5 full Elevated  Rats 8 ng dorsal + Effect on Graeffet al., Pharmacol. Biochem. Behav.
agonist T-maze raphe inhibitory 1996 53:171-177
nucleus, 0 avoidance
8-OH-DPAT 5-HT 5 full Social Rats 0.025- sc, 15 + Effects on Woodall et Pharmacol. Biochem. Behav.
agonist competitio 0.0375 subordinate al., 1996 54:169-173
n position in social
hierarchy
8-OH-DPAT 5-HT, 5 full Elevated  Wistar rats (16-day-old) 0.25 sc, for 8 0 Gonzalez et  Brain Res. 732:145-153
agonist plus-maze days (0.d.) al., 1996
8-OH-DPAT 5-HT, 4 full Holeboard Female and male wistar rats 0.25 sc, for 8 [ Gonzalez et Brain Res. 732:145-153
agonist (16-day-old) days (0.d.) al., 1996
8-OH-DPAT 5-HT 4 full Elevated  Lister rats (200-300g) 200 ng median + File et al., J. Neurosci. 16:4810-4815
agonist plus-maze raphe 1996
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
nucleus, 3
8-OH-DPAT 5-HT, full Elevated  Lister rats (200-300g) 200 ng median + Rats already File et al., J. Neurosci. 16:4810-4815
agonist plus-maze raphe exposed to the 1996
nucleus, 3 maze
8-OH-DPAT 5-HT 4 full Social Lister rats (200-300g) 200 ng median + File et al., J. Neurosci. 16:4810-4815
agonist interaction raphe 1996
nucleus, 3
8-OH-DPAT 5-HTj, full Elevated  Lister rats (200-300g) 50-200 ng dorsal o File et al., J. Neurosci. 16:4810-4815
agonist plus-maze hippocamp 1996
us, 3
8-OH-DPAT 5-HT, full Elevated  Lister rats (200-300g) 100 ng dorsal - Rats already File et al., J. Neurosci. 16:4810-4815
agonist plus-maze hippocamp exposed to the 1996
us, 3 maze
8-OH-DPAT 5-HT 4 full Social Lister rats (200-300g) 100 ng dorsal - File et al., J. Neurosci. 16:4810-4815
agonist interaction hippocamp 1996
us, 3
8-OH-DPAT 5-HT\4 full Shock- Swiss-Webster mice (20-30g) 0.5 ip, 20 + Electric shock of Lopez- Pharmacol. Biochem. Behav.
agonist probe 0.3 mA Rubalcava, 54:677-686
burying 1996
test
8-OH-DPAT 5-HT 4 full Light/dark Swiss-Webster mice (20-30g) 0.25-0.5 ip, 20 + Loépez- Pharmacol. Biochem. Behav.
agonist test Rubalcava, 54:677-686
1996
8-OH-DPAT 5-HTj, full Shock- Swiss-Webster mice (20-30g) 0.5 ip, 20 + Electric shock of Loépez- Pharmacol. Biochem. Behav.
agonist probe 0.3 mA+PCPA  Rubalcava, 54:677-686
burying treatment 1996
test
8-OH-DPAT 5-HT, full Shock- Swiss-Webster mice (20-30g) 0.5 ip, 20 + Electric shock of Lépez- Pharmacol. Biochem. Behav.
agonist probe 0.3 mA+5,7- Rubalcava, 54:677-686
burying DHT lesion 1996
test
8-OH-DPAT 5-HTj, full Light/dark Swiss-Webster mice (20-30g) 0.5 ip, 20 o PCPA treatment Lopez- Pharmacol. Biochem. Behav.
agonist test Rubalcava, 54:677-686
1996
8-OH-DPAT 5-HT, full Light/dark Swiss-Webster mice (20-30g) 0.5 ip, 20 o 5,7-DHT lesion  Lopez- Pharmacol. Biochem. Behav.
agonist test Rubalcava, 54:677-686
1996
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Elevated  Lister rats (200-300g) 50-200 ng amygdala, 3 o Gonzalez et Brain Res. 732:145-153
agonist plus-maze al., 1996
8-OH-DPAT 5-HT, full Social Lister rats (200-300g) 50 ng amygdala, 3 - LLF Gonzalez et Brain Res. 732:145-153
agonist interaction al., 1996
8-OH-DPAT 5-HT, 4 full Ultrasonic Rats 0.01 sc + Brocco et Soc. Neurosci. Abstr. 22:236
agonist distress al., 1996
vocalizati
ons
8-OH-DPAT 5-HT, 5 full Conflict Pigeons MED=0.08 sc + Brocco et Soc. Neurosci. Abstr. 22:236
agonist test al., 1996
8-OH-DPAT 5-HT\4 full Ultrasonic Wistar rats (150-250g) 3 ip + Electric Lopezand  Soc. Neurosci. Abstr. 22:477
agonist distress footshock of Frazer, 1996
vocalizati 0.20-0.25 mA
ons
8-OH-DPAT 5-HT 4 agonist Social Swiss mice (20-25g) 0.5-10 sc, 30 + Beneytez et  Eur. J. Pharmacol. 344:127-135
interaction al., 1998
8-OH-DPAT 5-HT;, agonist Light/dark Swiss mice (20-25g) 0.5-10 sc, 30 + Beneytez et Eur. J. Pharmacol. 344:127-135
test al., 1998
8-OH-DPAT 5-HT, 5 full Ultrasonic Rats ED50=0.04 sc, 30 + Bartoszyk et Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic  Rats ED50=16 po, 30 + Bartoszyk et Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
8-OH-DPAT 5-HT, 5 full Ultrasonic Rats ED50=0.5 sc, 120 + Bartoszyk et Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
8-OH-DPAT 5-HT 4 full Ultrasonic  Rats ED50>30 po, 120 o Bartoszyk et Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
8-OH-DPAT 5-HT, 5 full Ultrasonic Rats ED50=0.5 sc, 210 + Bartoszyk et Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HT, 5 full Ultrasonic Rats ED50>30 po, 210 0 Bartoszyk et  Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
8-OH-DPAT 5-HT 4 full Isolation- CDY mice (18-22g) ED50=4.02 1ip, 20 + Chamberlai  Soc. Neurosci. Abstr. 22:1584
agonist induced n, 1996
aggression
8-OH-DPAT 5-HTj, full Defensive Cats 3nM PAG, 5 + Rage induced by Shaikh et Soc. Neurosci. Abstr. 22:1775
agonist rage medial al., 1996
behavior hypothalamic
stimulation
8-OH-DPAT 5-HT, 4 full Social Mice ED50=0.58 sc, 30 + Lépez- J. Med. Chem. 39:4439-4450
agonist interaction Rodriguez
etal., 1996
8-OH-DPAT 5-HT 4 full Distress Guinea pig pups (5 day-old) ED50<1 sc + Molewijk et Psychopharmacology 128:31-
agonist vocalizati al., 1996 38
ons
8-OH-DPAT 5-HT\4 full Conflict  Carneau pigeons 0.1-1 im, 10 + FR30 Mansbach et Psychopharmacology 128:313-
agonist test al., 1996 319
8-OH-DPAT 5-HT, full Condition Lister hooded rats (208g) 0.01-0.1 sc, 5 o Stanhope Psychopharmacology 128:293-
agonist ed and 303.
emotional Dourish,
response 1996
8-OH-DPAT 5-HTj, full Conflict ~ White Carneau pigeons 0.1-0.3 im, 15 + FR30/FR30. 1.7- Benvenga Behav. Pharmacol. 7:540-550
agonist test 3.8 mA shocks  and
Leander,
1996
8-OH-DPAT 5-HT, full Conflict ~ White Carneau pigeons 0.1-6 im, 15 o FR30/FR30. 3.2- Benvenga Behav. Pharmacol. 7:540-550
agonist test 5.6 mA shocks  and
Leander,
1996
8-OH-DPAT 5-HTj, full Conflict ~ White Carneau pigeons 0.32 im, 15 + VI30/FR5, 1.7-  Benvenga Behav. Pharmacol. 7:540-550
agonist test 3.8 mA shocks  and
Leander,
1996
8-OH-DPAT 5-HT, full Conflict =~ White Carneau pigeons 0.32 im, 15 + VI30/FR20. 1.7- Benvenga Behav. Pharmacol. 7:540-550
agonist test 3.8 mA shocks  and
Leander,
1996
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Ultrasonic  Sprague-Dawley rats (220- ED50=0.03  sc, 30 + Five shocks of  Bartoszyk et Soc. Neurosci. Abstr. 22:613
agonist distress 430g) 1.8 mA for 0.3 s, al., 1996
vocalizati separated by 20
ons s
8-OH-DPAT 5-HT 4 full Geller- Wistar rats (200-250g) 0.2-0.5 sc, 30 + VI30: food; King etal., Eur. J. Pharmacol. 325:121-128
agonist Seifter FR10: 1997
conflict food+shock
test
8-OH-DPAT 5-HTj, full Light/dark Wistar rats (200-250g) 0.005-0.02  sc, 15 o Asymmetric Sanchez, Behav. Pharmacol. 7:788-797
agonist test compartments 1996
8-OH-DPAT 5-HT\4 full Defensive Lister hooded rats (200-250g) 3-25 PAG, 10 + Defense was Beckett and  J. Psychopharmacol. 11:35-40
agonist behavior nmol/250 nl elicited by intra- Marsden,
PAG 1997
dorsolateral
hypothalamus
8-OH-DPAT 5-HTj, full Defensive Lister hooded rats (200-250g) 0.03-0.3 sc, 20 - Defense was Beckett and  J. Psychopharmacol. 11:35-40
agonist behavior elicited by intra- Marsden,
PAG 1997
dorsolateral
hypothalamus
8-OH-DPAT 5-HT, 4 full Elevated  Mice 0.03-3 sc + Helton et Soc. Neurosci. Abstr. 21:1367
agonist plus-maze al., 1995
8-OH-DPAT 5-HT 4 full Social Hooded Lister rats (150-200g)  50-200 ng median o Rats were tested Andrews et Psychopharmacology 130:228-
agonist interaction raphe, 3 in LLF al., 1997 234
conditions
8-OH-DPAT 5-HT\4 full DLH- Hooded Lister rats (325-375g) 8.6 nmol dorsal + dorsolateral Mongeau Psychopharmacology 131:321-
agonist induced PAG, 10 hypothalamus and 328
escape was injected into Marsden,
the dorsal PAG 1997
8-OH-DPAT 5-HT 4 full Elevated  Sprague-Dawley rats (300 g) 0.01-0.3 sc, 10 + Collinson Psychopharmacology 132:35-
agonist plus-maze and 43
Dawson,
1997
8-OH-DPAT 5-HT\4 full Elevated  Sprague-Dawley rats (180-220 0.1 sc, 30 + Griebel et Pharmacol. Biochem. Behav.
agonist plus-maze g) al., 1997 57:817-827
8-OH-DPAT 5-HT 4 full Elevated  Female guinea-pigs BFA- 0.3 sc, 40 + Rex et al., Neurosci. Lett. 228:79-82
agonist plus-maze outbred (395-445g) 1997

52



Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Canopy TO mice (25-35g) 0.2 sc, 30 + Grewal et Psychopharmacology 133:29-
agonist stretched al., 1997 38
attend
posture
test
8-OH-DPAT 5-HT 4 full Light/dark BKW mice (30-35g) 0.125-1 ip, 40 + Costall and  Br. J. Pharmacol. 122:1105-118
agonist test Naylor,
1997
8-OH-DPAT 5-HTj, full Ultrasonic Rat pups (3-day-old) 0.1-1 + Distress Carden et Soc. Neurosci. Abstr. 23:520
agonist distress vocalizations al., 1997
vocalizati were produced
ons by isolation
8-OH-DPAT 5-HT, full Ultrasonic  Rat pups (10-day-old) 1 + Distress Carden et Soc. Neurosci. Abstr. 23:520
agonist distress vocalizations al., 1997
vocalizati were produced
ons by isolation
8-OH-DPAT 5-HTj, full Ultrasonic  Rat pups (14-day-old) 1 + Distress Carden et Soc. Neurosci. Abstr. 23:520
agonist distress vocalizations al., 1997
vocalizati were produced
ons by isolation
8-OH-DPAT 5-HT, full Four-plate Swiss mice (20-24g) 1-4 ip, 30 o Animals Hascoetet ~ Pharmacol. Biochem. Behav.
agonist test received an al., 1997 58:1131-1138
electric shock of
0.6 mA, 05s
8-OH-DPAT 5-HT, 5 full Shock- Ovariectomized female Wistar ~ 0.5-0.75 ip, 20 + Animals Fernandez- Pharmacol. Biochem. Behav.
agonist probe rats (250-300g) received an Guasti et al., 59:45-50
burying electric shock of 1997
test 0.3 mA
8-OH-DPAT 5-HT, full Shock- 7-Day lactacting female Wistar  0.125-0.75  ip, 20 o Animals Fernandez-  Pharmacol. Biochem. Behav.
agonist probe rats (250-300g) received an Guasti et al., 59:45-50
burying electric shock of 1997
test 0.3 mA
8-OH-DPAT 5-HTj, full Stress- Ovariectomized female Wistar 0.5 ip, 20 + Freezing was Fernandez-  Pharmacol. Biochem. Behav.
agonist induced rats (250-300g) elicited by a95  Guasti et al., 59:45-50
freezing dB door bell 1997
noise
8-OH-DPAT 5-HT, full Stress- 7-Day lactacting female Wistar 0.5 ip, 20 o Freezing was Fernandez-  Pharmacol. Biochem. Behav.
agonist induced rats (250-300g) elicited by a95  Guasti etal., 59:45-50
freezing dB door bell 1997
noise
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8-OH-DPAT 5-HTj, full Ultrasonic  Wistar rats (180-200g) 1 ip, 60 + Animals Schreiber et Psychopharmacology 135:383-
agonist distress received an al., 1998 391
vocalizati electric shock of
ons 0.6 mA, 2s
8-OH-DPAT 5-HT, full Open- Wistar rats (175-225g) 0.03 ip, 0 + Latency to eatin Rex etal., Pharmacol. Biochem. Behav.
agonist field the open-field 1998 59:677-683
was reduced
8-OH-DPAT 5-HTj, full Light/dark Swiss mice (20-25g) 0.05-0.1 ip, 15 + Animals were Artaiz et al., Behav. Pharmacol. 9:103-112
agonist test exposed twice to 1998

the test and
injected before
the second trial
8-OH-DPAT 5-HT, 4 full Social Hooded Lister rats 100 ng dorsal [ Rats were Gonzalez et Pharmacol. Biochem. Behav.
agonist interaction hippocamp selected for high al., 1998 59:787-792
us, 3 sensitivity to 8-
OH-DPAT-
induced
hypothermia;
LLU
8-OH-DPAT 5-HT, 4 full Social Hooded Lister rats 100 ng dorsal - Rats were Gonzalez et Pharmacol. Biochem. Behav.
agonist interaction hippocamp selected for low al., 1998 59:787-792
us, 3 sensitivity to 8-
OH-DPAT-
induced
hypothermia;
LLU
8-OH-DPAT 5-HT, 5 full Social Hooded Lister rats 50 ng dorsal 0 Rats were Gonzalez et Pharmacol. Biochem. Behav.
agonist interaction hippocamp selected for high al., 1998 59:787-792
us, 3 sensitivity to 8-
OH-DPAT-
induced
hypothermia;
LLF
8-OH-DPAT 5-HT, 5 full Social Hooded Lister rats 50 ng dorsal - Rats were Gonzalez et Pharmacol. Biochem. Behav.
agonist interaction hippocamp selected for high al., 1998 59:787-792
us, 3 sensitivity to 8-
OH-DPAT-
induced
hypothermia;
LLF
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HT4 full Light/dark Wistar rats (180-220g) 0.25-1 ip, 20 0 Bilkei- Psychopharmacology 136:291-
agonist test Gorz6 et al., 298
1998
8-OH-DPAT 5-HT, full Shock- Wistar rats (285-300g) 0.5 ip, 20 + Fernandez-  Pharmacol. Biochem. Behav.
agonist probe Guastiand  60:27-32
burying Lopez-
test Rubalcava,
1998
8-OH-DPAT 5-HT4 full Elevated = Wistar rats (4-week-old) 0.05-0.5 sc, 30 - Nattaporn Int. J. Neuropsychopharmacol.
agonist plus-maze and 1 (Suppl. 1):S140
Noppamars,
1998
8-OH-DPAT 5-HT, full Elevated = Wistar rats (4-week-old) 0.05-0.5 sc, 30 - Animals were Nattaporn Int. J. Neuropsychopharmacol.
agonist plus-maze reared isolated ~ and 1 (Suppl. 1):S140
Noppamars,
1998
8-OH-DPAT 5-HTj, full Marble ICR mice (20-30g) 3-10 ip, 30 + Ichimaru et  Jpn. J. Pharmacol. 68:65-70
agonist burying al., 1998
8-OH-DPAT 5-HT\4 full Fear- Wistar rats (175-200g) 0.3 sc, 10 + Joordens et  Psychopharmacology 139:383-
agonist potentiate al., 1998 390
d startle
reflex
8-OH-DPAT 5-HT 4 full Conflict ~ White Carneau pigeons (500- 0.02-0.2 im, 5 + Koek etal., J. Pharmacol. Exp. Ther.
agonist test 650g) 1998 287:266-283
8-OH-DPAT 5-HT 5 full Ultrasonic Rats 0.1 sc + Bottcher et Soc. Neurosci. Abstr. 24:1108
agonist distress al., 1998
vocalizati
ons
8-OH-DPAT 5-HT, 4 full Ultrasonic Rats ED50=16 po, 30 + Bartoszyk et Soc. Neurosci. Abstr. 24:1112
agonist distress al., 1998
vocalizati
ons
8-OH-DPAT 5-HT, 5 full Ultrasonic  Rats ED50=0.04 sc, 30 + Bartoszyk et Soc. Neurosci. Abstr. 24:1112
agonist distress al., 1998
vocalizati
ons
8-OH-DPAT 5-HT 4 full Marble Mice ED50=0.1 po, 30 + Bartoszyk et Soc. Neurosci. Abstr. 24:1112
agonist burying al., 1998
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8-OH-DPAT 5-HT, 5 full Open- Female and male 0.1-1 0 Ramboz et  Proc. Natl. Acad. Sci. U.S.A.
agonist field C57BL6/Jx129/sv mice al., 1998 95:14476-14481
8-OH-DPAT 5-HT, full Ultrasonic  Wistar rats (3-day-old) 0.1 ip, 0 + Joyce and Dev. Psychobiol. 34:109-117
agonist distress Carden,
vocalizati 1999
ons
8-OH-DPAT 5-HT 4 full Ultrasonic  10-day-old Wistar rats 1 ip, 0 + Joyce and Dev. Psychobiol. 34:109-117
agonist distress Carden,
vocalizati 1999
ons
8-OH-DPAT 5-HT\4 full Ultrasonic Wistar rats (14-day-old) 1 ip, 0 + Joyce and Dev. Psychobiol. 34:109-117
agonist distress Carden,
vocalizati 1999
ons
8-OH-DPAT 5-HT 4 full Shock- Wistar rats (300-350g) 0,5 ip, 15 + Shock of 0.3 mA Lopez- Psychoneuroendocrinology
agonist probe Rubalcava  24:409-422
burying etal., 1999
test
8-OH-DPAT 5-HT\4 full Social LDS rats 100 ng dorsal - (1) Low light File et al., Pharmacol. Biochem. Behav.
agonist interaction hippocamp unfamiliar 1999 62:695-701
us, 3 condition; (2)
LDS have low
level of anxiety
8-OH-DPAT 5-HTj, full Social HDS rats 100 ng dorsal o (1) Low light File et al., Pharmacol. Biochem. Behav.
agonist interaction hippocamp unfamiliar 1999 62:695-701
us, 3 condition; (2)
LDS have high
level of anxiety
8-OH-DPAT 5-HT, 4 full Elevated  LDS rats 100 ng dorsal [ LDS have low File et al., Pharmacol. Biochem. Behav.
agonist plus-maze hippocamp level of anxiety 1999 62:695-701
us, 3
8-OH-DPAT 5-HTj, full Elevated  HDS rats 100 ng dorsal o LDS have high  File et al., Pharmacol. Biochem. Behav.
agonist plus-maze hippocamp level of anxiety 1999 62:695-701
us, 3
8-OH-DPAT 5-HT, 5 full Light/dark Female and male NCAM-/- 0,01 ip, 30 + NCAM-=neural  Stork etal., J. Neurobiol. 40:343-355
agonist test deficient mice (12-14-week-old) cell adhesion 1999

molecule
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8-OH-DPAT 5-HT, 5 full Light/dark Female and male NCAM+/+ 0,5 ip, 30 + NCAM=neural Stork etal., J. Neurobiol. 40:343-355
agonist test deficient mice (12-14-week-old) cell adhesion 1999
molecule
8-OH-DPAT 5-HT 4 full Geller- Fisher 344 rats 0.03-0.06 sc, 10 + Rats were tested Gleason and Behav. Pharmacol. 10:758-91
agonist Seifter during the light  Leander,
conflict phase 1999
test
8-OH-DPAT 5-HT, 5 full Geller- Fisher 344 rats 0.03-0.125  sc, 10 + Rats were tested Gleason and Behav. Pharmacol. 10:758-91
agonist Seifter during the dark  Leander,
conflict phase 1999
test
8-OH-DPAT 5-HT, full Elevated  C57BL/6 mice (10-11-week- 1 ip, 30 - Micheau Prog. Neuropsychopharmacol.
agonist plus-maze old) and Van Biol. Psychiatry 23:1113-1133
Marrewijk,
1999
8-OH-DPAT 5-HT4 full Elevated  C57BL/6 mice (10-11-week- 1 ug spetum, 30 - Micheau Prog. Neuropsychopharmacol.
agonist plus-maze old) and Van Biol. Psychiatry 23:1113-1133
Marrewijk,
1999
8-OH-DPAT 5-HT, full Distress CFW mouse pups (7-day-old) 0,03-10 sc, 15 + Fishetal.,,  Psychopharmacology 149:277-
agonist vocalizati 2000 85
ons
8-OH-DPAT 5-HT 4 full Social Hooded Lister rats 200 ng hippocamp + High Light Kenny et Soc. Neurosci. Abstr. 25:1981
agonist interaction us, 0 Familiar al., 1999
condition
8-OH-DPAT 5-HT\4 full Social Hooded Lister rats 200-500 ng  hippocamp 0 Low Light Kenny et Soc. Neurosci. Abstr. 25:1981
agonist interaction us, 0 Unfamiliar al., 1999
condition
8-OH-DPAT 5-HT, full Social Hooded Lister rats 200-500 ng  hippocamp + LLF condition Kenny et Soc. Neurosci. Abstr. 25:1981
agonist interaction us, 0 al., 1999
8-OH-DPAT 5-HT, 4 full Acoustic  Rats 0,5 sc - Meloni and  Soc. Neurosci. Abstr. 25:2132
agonist startle David, 1999
reflex
8-OH-DPAT 5-HT\4 full Geller- Sprague-Dawley rats (300- 1 ng/0.5ul  dorsal + VI-20 schedule  Cervo etal., Neuropharmacology 39:1037-
agonist Seifter 325g) raphe, 10 2000 43
conflict
test
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8-OH-DPAT 5-HTj, full Geller- Sprague-Dawley rats (300- 1-10 pg/0.5  dorsal o (1) unpunished  Cervo et al., Neuropharmacology 39:1037-
agonist Seifter 325g) ul hippocamp responding was 2000 43
conflict us, 10 decreased at 10
test ng; (2) VI-20 s
8-OH-DPAT 5-HT, full Shock- Rats (7 to 21-week-old) 0.2-0.5 + (1) No effectin  Fernandez-  Salud Mental 19:36-41
agonist probe 3-week old rats;  Guasti et al.,
burying (2) Shock of 0.3 1996
test mA
8-OH-DPAT 5-HTj, full Elevated  Swiss mice (25-30g) 0.05-0.1 sc, 20 + Nunes-de-  Psychopharmacology 150:300-
agonist plus-maze Souzaetal., 10
2000
8-OH-DPAT 5-HT, full Stress- Swiss mice (25-30g) 0.05-1 sc, 20 +/- Biphasic effects Nunes-de-  Psychopharmacology 150:300-
agonist induced Souzaetal.,, 10
analgesia 2000
8-OH-DPAT 5-HT 4 full Elevated  Swiss mice (25-30g) 5.6 nmol/0.4 amygdala, 3 - Nunes-de-  Psychopharmacology 150:300-
agonist plus-maze ul Souzaetal.,, 10
2000
8-OH-DPAT 5-HT\4 full Stress- Swiss mice (25-30g) 5.6 nmol/0.4 amygdala, 3 o Nunes-de-  Psychopharmacology 150:300-
agonist induced ul Souzaetal., 10
analgesia 2000
8-OH-DPAT 5-HT, full Holeboard ICR mice (25-30g) 0.3-1 ip,24h + Holeboard Tsujietal., Psychopharmacology 152:157-
agonist testing was 2000 66
preceded by 60
min restraint
8-OH-DPAT 5-HTj, full Holeboard ICR mice (25-30g) 0.3-1 ip, 30 + All behavioral Tsujietal., Psychopharmacology 152:157-
agonist parameters were 2000 66
reduced
(sedation?)
8-OH-DPAT 5-HT, full Holeboard ICR mice (25-30g) 0.1 ip, 30 o Holeboard Tsujietal., Psychopharmacology 152:157-
agonist testing was 2000 66
preceded by 60
min restraint
8-OH-DPAT 5-HTj, full Acoustic  Female and male Sprague- 0.25 ip - Animals were Sipos etal., Pharmacol. Biochem. Behav.
agonist startle Dawley rats (305-445g) 'normal’ or 2000 66:403-11
reflex stressed by
controllable or
uncontrollable

electric shocks
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8-OH-DPAT 5-HTj, full Vogel Wistar rats (200-240g) 0.04 sc, 30 + 0.3 mA/0.5s Dekeyne et Psychopharmacology 152:55-
agonist conflict shock al., 2000 66
test
8-OH-DPAT 5-HT, full Social Sprague-Dawley rats (240- 0.16 sc, 30 + HLU conditions Dekeyne et  Psychopharmacology 152:55-
agonist interaction 260g) al., 2000 66
8-OH-DPAT 5-HT 4 full Ultrasonic Wistar rats (173-287g) 0.55 sc, 30-120 + Scrambled shock Bartoszyk et Eur. J. Pharmacol. 322:147-153
agonist distress of 1.8 mA/0.3s al., 1997
vocalizati
ons
8-OH-DPAT 5-HT\4 full Light/dark Wistar rats (280-320g) 200 ng/0.5  dorsal + Romaniuk  Behav. Brain Res. 120:47-57
agonist test ul raphe, 3 etal., 2001
8-OH-DPAT 5-HT, full Light/dark Wistar rats (280-320g) 200 ng/0.5  hippocamp - The drug was Romaniuk  Behav. Brain Res. 120:47-57
agonist test ul us, 3 injected etal., 2001
bilaterally
8-OH-DPAT 5-HT 5 full Conflict High DPAT sensitivity rat line ~ 0.06-0.125 sc, 10 + FI-30s with 0.4 Commissari Pharmacol. Biochem. Behav.
agonist test (200-225g) mA electric setal., 2000 67:199-205
shocks
8-OH-DPAT 5-HT, 5 full Conflict Low DPAT sensitivity rat line 0.06-0.125  sc, 10 + FI-30s with 0.4 Commissari Pharmacol. Biochem. Behav.
agonist test (200-225g) mA electric setal., 2000 67:199-205
shocks
8-OH-DPAT 5-HT 4 full Acoustic  High DPAT sensitivity rat line ~ 0.125 sc, 10 [ McQueen et Behav. Pharmacol. 12:509-516
agonist startle (320-390g) al.,2001
reflex
8-OH-DPAT 5-HTj, full Acoustic  Low DPAT sensitivity rat line ~ 0.125 sc, 10 - Startle was McQueen et Behav. Pharmacol. 12:509-516
agonist startle (320-390g) increased by al.,2001
reflex drug-treatment
8-OH-DPAT 5-HT, 5 full Fear- High DPAT sensitivity rat line ~ 0.125 sc, 10 0 McQueen et Behav. Pharmacol. 12:509-516
agonist potentiate  (320-390g) al.,2001
d startle
reflex
8-OH-DPAT 5-HT, 4 full Fear- Low DPAT sensitivity rat line 0.125 sc, 10 ) McQueen et Behav. Pharmacol. 12:509-516
agonist potentiate  (320-390g) al.,2001
d startle
reflex
8-OH-DPAT 5-HT4 full Elevated  Wistar rats (200-220g) 0.01-0.1 ip, 35 o Rats were Kdks et al.,  Psychopharmacology 153:365-
agonist plus-maze handled priorto 2001 372

testing for 3
consecutive days
in the
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Mechanism Test Animals Doses Route Effect Comments Reference
experimental
room
8-OH-DPAT 5-HT, full Elevated  Mice 8 ng dorsal + Coubard Behav. Pharmacol. 12 (Suppl.
agonist plus-maze raphe and Barone, 1):S24
2001
8-OH-DPAT 5-HT, full Social Gerbils 0.003-0.01 + Cheeta et Behav. Pharmacol. 12 (Suppl.
agonist interaction al., 2001 1):Suppl. 19
8-OH-DPAT 5-HT4 full Ultrasonic Rats ED50=0.12 ip + De Vry et Behav. Pharmacol. 12 (Suppl.
agonist distress al., 2001 1):S29
vocalizati
ons
8-OH-DPAT 5-HT, full Tonic Dunkin Hartley guinea-pigs 0.23-0.98 sc, 30 + Kurre Olsen Behav. Pharmacol. 12 (Suppl.
agonist immobilit  (600-800g) and Hogg, 1):S56
y 2001
8-OH-DPAT 5-HT4 full Inhibitory ~ Wistar rats 8 nmol/0.2  dorsal + Viana et al., Int. J. Neuropsychopharmacol.
agonist avoidance ul raphe, 10 2002 5 (Suppl. 1):S153
in the
elevated
T-maze
8-OH-DPAT 5-HT, full Escape Wistar rats 8§ nmol/0.2  dorsal - Viana et al., Int. J. Neuropsychopharmacol.
agonist behavior ul raphe, 10 2002 5 (Suppl. 1):S153
in the
elevated
T-maze
8-OH-DPAT 5-HT\4 full Light/dark Wistar rats 8 nmol/0.2  dorsal + Viana et al., Int. J. Neuropsychopharmacol.
agonist test ul raphe, 10 2002 5 (Suppl. 1):S153
8-OH-DPAT 5-HT, full Light/dark Swiss-Webster mice (25-30g) 0.035-0.07  ip, 20 + Briones- Psychopharmacology 162:147-
agonist test Aranda et 155
al., 2002
8-OH-DPAT 5-HTj, full Light/dark Swiss-Webster mice (25-30g) 0.017 ip, 20 - Animals had Briones- Psychopharmacology 162:147-
agonist test forced swim Aranda et 155
stress 1 or24h  al., 2002
prior to testing
8-OH-DPAT 5-HT 4 full DPAG Female Wistar rats (199-237g) 8 nmol/0.25 dorsal + Basal aversive Jacob etal., Pharmacol. Biochem. Behav.
agonist stimulatio ul PAG, 10 theshold 2002 72:761-766
n inducing escape
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
was increased
8-OH-DPAT 5-HT, full Light/dark Wistar rats (280-320g) 0.3 ng/0.3 dorsal + Koprowska Acta Neurobiol. Exp. 62:63-74
agonist test ml raphe, 3 et al., 2002
8-OH-DPAT 5-HT 4 full Condition Wistar rats (220-250g) 1 pg/0.2 ul  median + The conditioned Avanzi et Physiol. Behav. 78:471-477
agonist ed fear raphe, 15 stimulus was al., 2003
light
8-OH-DPAT 5-HTj, full Condition Wistar rats (220-250g) 1 pg/0.2 ul  median o The conditioned Avanzi et Physiol. Behav. 78:471-477
agonist ed fear raphe, 15 stimulus wasa  al., 2003
tone
8-OH-DPAT 5-HT, 4 full Vogel ICR mice (25-30g) 0.5 ip, 30 + Electric shock of Liaoetal.,  Eur. J. Pharmacol. 464:141-146
agonist conflict 0.5mA/2s 2003
test
8-OH-DPAT 5-HT 4 full Ultrasonic  Sprague-Dawley rat pups (1- 1 ip, 5 o Shayit et al., Brain Res. 980:100-108
agonist distress day-old) 2003
vocalizati
ons
8-OH-DPAT 5-HT4 full Ultrasonic FSL rat pups (1-day-old) 1 ip, 5 0 Shayit et al., Brain Res. 980:100-108
agonist distress 2003
vocalizati
ons
8-OH-DPAT 5-HT 4 full Condition Wistar rats (250-280g) 1 pg/0.2 ul  median + Silvaetal.,, Behav. Brain Res. 151:93-101
agonist ed fear raphe, 24 h 2004
8-OH-DPAT 5-HTj, full Condition Wistar rats (250-280g) 1 pg/0.2 ul  median o Silvaetal.,, Behav. Brain Res. 151:93-101
agonist ed fear raphe, 7 2004
days
8-OH-DPAT 5-HT, full Fear- Wistar rats (250-280g) 1 pg/0.2 ul  median o Silvaetal.,, Behav. Brain Res. 151:93-101
agonist potentiate raphe, 24 h 2004
d startle
reflex
8-OH-DPAT 5-HTj, full Fear- Wistar rats (250-280g) 1 pg/0.2 ul  median o Silvaetal.,, Behav. Brain Res. 151:93-101
agonist potentiate raphe, 7 2004
d startle days
reflex
8-OH-DPAT 5-HT, full Elevated  Sprague-Dawley rats (250- 0.3 sc,24 h + Rats were Riojaetal., Ann.N.Y. Acad. Sci.
agonist T-maze 300g) subjected to 2004 1018:333-338
immobilization

stress 30 min
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after drug
injection
8-OH-DPAT 5-HT, full Escape Sprague-Dawley rats (250- 0.3 sc,24 h o Rats were Riojaetal., Ann.N.Y. Acad. Sci.
agonist behavior  300g) subjected to 2004 1018:333-338
in the immobilization
elevated stress 30 min
T-maze after drug
injection
8-OH-DPAT 5-HTj, full Elevated  ICR mice (18-25g) 0.75 ip, 30 o Pengetal.,, Life Sci. 75:2451-2462
agonist plus-maze 2004
8-OH-DPAT 5-HT\4 full Ultrasonic Wistar rats (200g) 0.1-3 ip, 30 + Electric shocks  De Vry et Eur. Neuropsychopharmacol.
agonist distress of 0.6 mA/2 s al., 2004 14:487-495
vocalizati were applied
ons
8-OH-DPAT 5-HT 4 full Intra- Wistar rats (220-240g) 8-16 dorsolateral o Moreira and Psychopharmacology 176:362-
agonist dIPAG nmol/0.2 ul  PAG, 20 Guimardes, 368
SIN-1- 2004
induced
escape
behavior
8-OH-DPAT 5-HT 4 full Elevated  Swiss mice (4-week-old, 18- 0.125-2 ip, 45 [ Clénet et al., Behav. Brain Res. 158:339-348
agonist plus-maze 20g) 2005
8-OH-DPAT 5-HT 4 full Light/dark Swiss-Webster mice (25-30g) 0.01 ip, 20 - Mice were Alfredo and  Eur. J. Pharmacol. 508:155-158
agonist test subjected to Ofir, 2005
swim stress prior
to testing
8-OH-DPAT 5-HT, 5 full Light/dark Swiss mice 2.5 sc, 30 + Lopez- J. Med. Chem. 48:2548-2558
agonist test Rodriguez
et al., 2005
8-OH-DPAT 5-HT 4 full Light/dark Swiss mice (24-30g) 2.5 sc, 30 + Delgadoet  Eur. J. Pharmacol. 511:9-19
agonist test al., 2005
8-OH-DPAT 5-HTj, full Social Swiss mice (24-30g) 1 sc, 30 + Delgadoet  Eur. J. Pharmacol. 511:9-19
agonist interaction al., 2005
8-OH-DPAT 5-HT\4 full Elevated  Swiss mice (8-week-old) 1 ip, 30 + Bertetal.,  Psychopharmacology 179:846-
agonist plus-maze 2005 853
8-OH-DPAT 5-HT, full Elevated  Swiss mice (8-week-old) 0.5-1 ip, 30 o Animals were Bertetal.,,  Psychopharmacology 179:846-
agonist plus-maze tested in 2005 853
complete
darkness
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Inhibitory  Wistar rats (200-220g) 3-15 median + The drug Dos Santos  Psychopharmacology 179:733-
agonist avoidance nmol/0.2 ul  raphe impaired etal., 2005 741
in the nucleus, 10 inhibitory
elevated avoidance
T-maze
8-OH-DPAT 5-HT 4 full Escape Wistar rats (200-220g) 3-15 median 0 Dos Santos  Psychopharmacology 179:733-
agonist behavior nmol/0.2 ul  raphe etal., 2005 741
in the nucleus, 10
elevated
T-maze
8-OH-DPAT 5-HT\4 full Novelty-  Sprague Dawley rats (250- 0.06 sc, 30 + Rats were Hofmanet  Pharmacol. Biochem. Behav.
agonist suppresse  275g) prenatally al., 2005 82:549-558
d feeding exposed to
ethanol
8-OH-DPAT 5-HT 4 full Novelty-  Female Sprague Dawley rats 0.06 sc, 30 + Rats were Hofman et  Pharmacol. Biochem. Behav.
agonist suppresse  (200-250g) prenatally al., 2005 82:549-558
d feeding exposed to
ethanol
8-OH-DPAT 5-HT, full Shock- Female Wistar rats (200-250g) 0.5 ip, 20 + (1) Rats were Picazo et Eur. J. Pharmacol. 530:88-94
agonist probe ovariectomized al., 2006
burying 3 weeks prior to
test testing; (2)
Electric shocks
of 0.3 mA were
delivered
8-OH-DPAT 5-HT, full Shock- Female Wistar rats (200-250g)  0.25-0.5 ip, 20 + (1) Rats were Picazo et Eur. J. Pharmacol. 530:88-94
agonist probe ovariectomized  al., 2006
burying 12 weeks prior
test to testing; (2)
Electric shocks
of 0.3 mA were
delivered
8-OH-DPAT 5-HTj, full Elevated  Female Wistar rats (180-200g)  0.05 sc, for 14 o Rats were tested Fedotovaet Acta Physiologica Hungarica
agonist plus-maze days, o.d. either in the al., 2004 91:175-184

metestrus,
diestrus,
proestrus or
estrus phase of
the cycle
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8-OH-DPAT 5-HTj, full Elevated  Ovariectomized female Wistar  0.05 sc, for 14 + Rats were tested Fedotovaet  Acta Physiologica Hungarica
agonist plus-maze rats (180-200g) days, o.d. in presence or al., 2004 91:175-184
not of 17b-
estradiol (0.5 pg
i.m./rat/day)
8-OH-DPAT 5-HT 4 full Inhibitory ~ Wistar rats (220-240g) 3.2 nmol/0.2 dorsal + The drug Zanoveliet Behav. Pharmacol. 16:543-552
agonist avoidance ul PAG, 10 impaired al., 2005
in the inhibitory
elevated avoidance
T-maze
8-OH-DPAT 5-HT\4 full Escape Wistar rats (220-240g) 3.2 nmol/0.2 dorsal 0 Zanoveliet Behav. Pharmacol. 16:543-552
agonist behavior ul PAG, 10 al., 2005
in the
elevated
T-maze
8-OH-DPAT 5-HTj, full Inhibitory  Wistar rats (220-240g) 0.4 nmol/0.2 dorsal o Zanoveliet  Behav. Pharmacol. 16:543-552
agonist avoidance ul PAG, 10 al., 2005
in the
elevated
T-maze
8-OH-DPAT 5-HT, full Escape Wistar rats (220-240g) 0.4 nmol/0.2 dorsal o Zanoveli et  Behav. Pharmacol. 16:543-552
agonist behavior ul PAG, 10 al., 2005
in the
elevated
T-maze
8-OH-DPAT 5-HT\4 full Social Lister rats (300-375g) 50 ng/0,5 ul  dorsal + HLU conditions Merali et J. Neurosci. 26:10387-10396
agonist interaction raphe were used al., 2006
nucleus, 3
8-OH-DPAT 5-HT, full Inhibitory ~Wistar rats (220-240g) 0.4 nmol/0.2 dorsal o Zanoveli et  Neuropharmacology 52:1188-
agonist avoidance ul PAG, 10 al., 2007 1195
in the
elevated
T-maze
8-OH-DPAT 5-HT\4 full Escape Wistar rats (220-240g) 0.4 nmol/0.2 dorsal 0 Zanoveliet Neuropharmacology 52:1188-
agonist behavior ul PAG, 10 al., 2007 1195
in the
elevated
T-maze
8-OH-DPAT 5-HT 4 full Elevated  Sprague-Dawley rats (150- 0.0075 ip, 35 0 Braida et Eur. J. Pharmacol. 555:156-163
agonist plus-maze 175g) al., 2007
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8-OH-DPAT 5-HTj, full Inhibitory  Wistar rats (200-220g) 3-15 dorsal - The drug Dos Santos  Eur. Neuropsychopharmacol.
agonist avoidance nmol/0.2 ul  hippocamp facilitated etal., 2008  18:286-294
in the us, 10 inhibitory
elevated avoidance
T-maze
8-OH-DPAT 5-HT 4 full Escape Wistar rats (200-220g) 0,6-15 dorsal 0 Dos Santos  Eur. Neuropsychopharmacol.
agonist behavior nmol/0.2 ul  hippocamp etal., 2008  18:286-294
in the us, 10
elevated
T-maze
8-OH-DPAT 5-HT\4 full TMT- Sprague-Dawley rats (200g) 0.03-0.5 ip, 25 + The drug Shields and  Behav. Neurosci. 122:611-617
agonist induced reduced notably  King, 2008
innate fear freezing,
grooming and
climbing
8-OH-DPAT 5-HTj, full Elevated  Sprague-Dawley rats (12-week- 0.3 ip, 30-45 + The drug Santucci Brain Res. Bull. 76:402-411
agonist zero-maze old) counteracted the and
anxiogenic-like =~ Madeira,
effects of 2008
cocaine
abstinence given
at day 30 for one
week
8-OH-DPAT 5-HT4 full DPAG Wistar rats (220-240g) 8 nmol/0.2  dorsal + The drug de Bortoli et Psychopharmacology 198:341-
agonist stimulatio ul PAG, 0 increased al., 2008 349
n latency to escape
8-OH-DPAT 5-HT\4 full DPAG Wistar rats (250-280g) 8 nmol/0.2  dorsal + The drug Broizetal., Pharmacol. Bicohem. Behav.
agonist stimulatio ul PAG, 10 increased 2008 89:76-84
n latency to escape
8-OH-DPAT 5-HT 4 full Condition Wistar rats (250-280g) 8nmol/0.2  dorsal + Shocks of 0.6 Broizetal., Pharmacol. Bicohem. Behav.
agonist ed fear ul PAG, 10 mA/1 s were 2008 89:76-84
applied 24 h
prior to testing
8-OH-DPAT 5-HT\4 full Elevated  ICR mice (6-8-week-old) 30 ip, 30 + Miyata et J. Pharmacol. Sci. 105:272-278
agonist open- al., 2007
platform
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8-OH-DPAT 5-HT4 full Social Wistar rats (90-100-day-old, 0.125-0.250 ip, 20 0 Thompson  Prog. Neuropsychopharmacol.
agonist interaction 421g) etal., 2008  Biol. Psychiatry 32:1013-1021
8-OH-DPAT 5-HT 4 full Marble NMRI mice (20-22g) 0.63-2.5 sc, 60 + Bruins et Behav. Pharmacol. 19:145-152
agonist burying al., 2008
8-OH-DPAT 5-HT 5 full Stress- Wistar rats 0.4 sc, 10 + Vinkers et Pharmacol. Biochem. Behav.
agonist induced al., 2009 93:413-418
hyperther
mia
8-OH-DPAT 5-HT, 5 full Stress- Wistar rats 04 sc cannula, + Vinkers et Pharmacol. Biochem. Behav.
agonist induced 10 al., 2009 93:413-418
hyperther
mia
8-OH-DPAT 5-HT 4 full Elevated BALB/cAnN Ico mice (7- 0.05-0.1 ip, 30 0 Lalonde et  Fund. Clin. Pharmacol. 24:
agonist plus-maze month-old) al., 2009 365-376
8-OH-DPAT 5-HTj, full Emergenc BALB/cAnN Ico mice (7- 0.05-0.1 ip, 30 o Lalonde et  Fund. Clin. Pharmacol. 24:
agonist e test month-old) al., 2009 365-376
8-OH-DPAT 5-HT, 5 full Elevated  C57BL/6JIco mice (7-month- 0.05 ip, 30 + Weak Lalonde et Fund. Clin. Pharmacol. 24:
agonist plus-maze old) anxiolytic-like  al., 2009 365-376
effect
8-OH-DPAT 5-HT 4 full Emergenc C57BL/6JIco mice (7-month- 0.05-0.1 ip, 30 ) Lalonde et  Fund. Clin. Pharmacol. 24:
agonist e test old) al., 2009 365-376
8-OH-DPAT 5-HT 4 full Mouse CD1 mice (10-12-week-old) 0.5-1 pg/0.1 dorsal + Pobbe et al., Eur. Neuropsychopharmacol.
agonist defense ul PAG, 10 2011 21:306-315
test
battery
8-OH-DPAT 5-HT4 full Rat CD1 mice (10-12-week-old) 1 pg/0.1 ul  dorsal + Pobbe et al., Eur. Neuropsychopharmacol.
agonist avoidance PAG, 10 2011 21:306-315
test
8-OH-DPAT 5-HT 4 full Ultrasonic  Sprague-Dawley rats (180- 0.1 sc, 30 + Boulay et Pharmacol. Biochem. Behav.
agonist distress 200g) al., 2011 97:428-435
vocalizati
ons
8-OH-DPAT 5-HT\4 full Social Sprague-Dawley rats (180- 0.5-1 sc, 30 0 Boulay et Pharmacol. Biochem. Behav.
agonist interaction 200g) al., 2011 97:428-435
8-OH-DPAT 5-HT 4 full Stress- Wistar rats 04 sc, 0 + Manual Vinkers et Pharmacol. Biochem. Behav.
agonist induced administration al., 2009 93:413-418
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hyperther
mia
8-OH-DPAT 5-HT 4 full Stress- Wistar rats 0.4 sc, 0 + Cannula Vinkers et Pharmacol. Biochem. Behav.
agonist induced administration al., 2009 93:413-418
hyperther
mia
8-OH-DPAT 5-HT,, agonist Escape Wistar rats (250-300g) 0.8-3.2 ventromedi o da Silvaet  Behav. Brain Res. 216:692-698
behavior nmol/0.2 ul  al al., 2011
in the hypothalam
elevated us, 10
T-maze
8-OH-DPAT 5-HT,, agonist Inhibitory Wistar rats (250-300g) 0.8-3.2 ventromedi o da Silvaet  Behav. Brain Res. 216:692-698
avoidance nmol/0.2 ul  al al., 2011
in the hypothalam
elevated us, 10
T-maze
8-OH-DPAT 5-HT4 full Elevated  Swiss mice (28-35g) 5.6-10 dorsal 0 Gomes and  Prog. Neuropsychopharmacol.
agonist plus-maze nmol/0.15 ul PAG, 0 Nunes-De-  Biol. Psychiatry 33:1261-1269
Souza, 2009
8-OH-DPAT 5-HT, full Elevated  Swiss mice (28-35g) 5.6-10 dorsal o Maze- Gomes and  Prog. Neuropsychopharmacol.
agonist plus-maze nmol/0.15 ul PAG, 0 experienced Nunes-De-  Biol. Psychiatry 33:1261-1269
mice were used ~ Souza, 2009
8-OH-DPAT 5-HT 4 full Inhibitory ~ Wistar rats (230-250g) 0.8-3.2 ventrolatera + de Paula Behav. Brain Res. 197:178-185
agonist avoidance nmol/0.05 ul 1PAG, 10 Soares and
in the Zangrossi,
elevated 2009
T-maze
8-OH-DPAT 5-HT, full Escape Wistar rats (230-250g) 0.8-3.2 ventrolatera o de Paula Behav. Brain Res. 197:178-185
agonist behavior nmol/0.05 ul 1PAG, 10 Soares and
in the Zangrossi,
elevated 2009
T-maze
8-OH-DPAT 5-HTj, full Inhibitory Wistar rats (230-250g) 1.6 dorsal o de Paula Behav. Brain Res. 197:178-185
agonist avoidance nmol/0.05 pul tegmental Soares and
in the bundle, 10 Zangrossi,
elevated 2009
T-maze
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8-OH-DPAT 5-HTj, full Escape Wistar rats (230-250g) 1.6 dorsal o de Paula Behav. Brain Res. 197:178-185
agonist behavior nmol/0.05 pul tegmental Soares and
in the bundle, 10 Zangrossi,
elevated 2009
T-maze
8-OH-DPAT 5-HT 4 full Inhibitory ~ Wistar rats (200-250g) 0.6 nmol/0.2 median + Vicente et ~ Neurosci. Lett. 445:204-208
agonist avoidance ul raphe al., 2008
in the nucleus, 10
elevated
T-maze
8-OH-DPAT 5-HT\4 full Escape Wistar rats (230-250g) 0.6 nmol/0.2 median 0 Vicente et Neurosci. Lett. 445:204-208
agonist behavior ul raphe al., 2008
in the nucleus, 10
elevated
T-maze
8-OH-DPAT 5-HTj, full Light/dark Wistar rats (200-250g) 15 nmol/0.2 median + Vicente et Neurosci. Lett. 445:204-208
agonist test ul raphe al., 2008
nucleus, 10
8-OH-DPAT 5-HT, 5 full Elevated  Wistar rats (280-330g, 12-16- 2-8 nmol/0.3 dorsal 0 Moraes et Behav. Brain Res. 194:181-186
agonist plus-maze week-old) ul PAG, 5 al., 2008
8-OH-DPAT 5-HT 4 full Inhibitory ~ Wistar rats (250-300g) 0.6-15 lateral + Viana et al., Pharmacol. Biochem. Behav.
agonist avoidance nmol/0.2 ul  septum, 10 2008 89:360-366
in the
elevated
T-maze
8-OH-DPAT 5-HT, 5 full Escape Wistar rats (250-300g) 0.6-15 lateral 0 Viana et al., Pharmacol. Biochem. Behav.
agonist behavior nmol/0.2 ul  septum, 10 2008 89:360-366
in the
elevated
T-maze
8-OH-DPAT 5-HT, full Elevated  Wistar rats (250-300g) 0.25-0.5 ip, 20 + Briones- Pharmacol. Biochem. Behav.
agonist plus-maze Aranda et 92:182-189
al., 2009
8-OH-DPAT 5-HT, 5 full Elevated  Adrenalectomized Wistar rats 0.25-0.5 ip, 20 - Briones- Pharmacol. Biochem. Behav.
agonist plus-maze (250-300g) Aranda et 92:182-189
al., 2009
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Shock- Wistar rats (250-300g) 0.25-0.5 ip, 20 + Shocks of 0.3 Briones- Pharmacol. Biochem. Behav.
agonist probe mA were Aranda et 92:182-189
burying applied al., 2009
test
8-OH-DPAT 5-HT 4 full Shock- Adrenalectomized Wistar rats 0.25-0.5 ip, 20 - Shocks of 0.3 Briones- Pharmacol. Biochem. Behav.
agonist probe (250-300g) mA were Aranda et 92:182-189
burying applied al., 2009
test
8-OH-DPAT 5-HTj, full Condition C57BL/6J (9-11-week-old) 0.3-0.5 sc, 15 + (1) Shocks of Youn etal., Neuropharmacology 5:567-576
agonist ed fear 0.7 mA/2 s were 2009
applied; (2) The
drug affected
both context-
and tone-
dependent fear
conditioning
8-OH-DPAT 5-HTj, full Open- B6129SF2 mice (6-7-week-old) 0.1 ip, for 28 + Zhang et al., J. Neurosci. 30:2433-2441
agonist field days 2010
8-OH-DPAT 5-HT, 5 full Novelty-  B6129SF2 mice (6-7-week-old) 0.1 ip, for 28 + Zhang et al., J. Neurosci. 30:2433-2441
agonist suppresse days 2010
d feeding
8-OH-DPAT 5-HT 5 full Open- NOS KO (B6x129—NOSl“"]plh, 0.1 ip, for 28 o Zhang et al., J. Neurosci. 30:2433-2441
agonist field 6-7-week-old) days 2010
8-OH-DPAT 5-HT, 5 full Novelty- NOS KO (B6x129-NOSl‘m1plh, 0.1 ip, for 28 0 Zhang et al., J. Neurosci. 30:2433-2441
agonist suppresse  6-7-week-old) days 2010
d feeding
8-OH-DPAT 5-HTj, full Elevated  B6129SF2 mice (6-7-week-old) 0.1 ip, for 28 + Zhang et al., J. Neurosci. 30:2433-2441
agonist plus-maze days 2010
8-OH-DPAT 5-HT\4 full Novelty-  B6129SF2 mice (6-7-week-old) 45.963 ng/l  hippocamp + Zhang et al., J. Neurosci. 30:2433-2441
agonist suppresse ul us 2010
d feeding unilateral,
osmotic
pump, 7
days
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Elevated  B6129SF2 mice (6-7-week-old) 45.963 pg/1  hippocamp + Zhang et al., J. Neurosci. 30:2433-2441
agonist plus-maze ul us 2010
unilateral,
osmotic
pump, 7
days
8-OH-DPAT 5-HT 4 full Novelty-  B6129SF2 mice (6-7-week-old) 45.963 pg/1  hippocamp 0 Zhang et al., J. Neurosci. 30:2433-2441
agonist suppresse ul us, 7 days 2010
d feeding
8-OH-DPAT 5-HT4 full Novelty-  B6129SF2 mice (6-7-week-old) 45.963 ng/l  hippocamp + Zhang et al., J. Neurosci. 30:2433-2441
agonist suppresse ul us, 21 days 2010
d feeding
8-OH-DPAT 5-HT, full Elevated  B6129SF2 mice (6-7-week-old) 45.963 pg/1  hippocamp o Zhang et al., J. Neurosci. 30:2433-2441
agonist plus-maze ul us, 7 days 2010
8-OH-DPAT 5-HT 4 full Elevated = B6129SF2 mice (6-7-week-old) 45.963 ng/1  hippocamp + Zhang et al., J. Neurosci. 30:2433-2441
agonist plus-maze ul us, 21 days 2010
8-OH-DPAT 5-HT, 5 full Elevated  Female rats 0.05 sc for 14 0 Rats were tested Fedotova Bull. Exp. Biol. Med. 150:165-
agonist plus-maze days during their and Ordyan, 167
estrous cycle 2010
8-OH-DPAT 5-HT 4 full Elevated  Female rats 0.05 sc for 14 [ Rats were tested Fedotova Bull. Exp. Biol. Med. 150:165-
agonist plus-maze days during their and Ordyan, 167
proestrous cycle 2010
8-OH-DPAT 5-HT 4 full Stress- Wistar rats (360-550g) 0.3 ip, 0 + Low exploratory K&iv and Behav. Pharmacol. 21:765-768
agonist induced rats were used Harro, 2010
hyperther
mia
8-OH-DPAT 5-HT\4 full Stress- Wistar rats (360-550g) 0.3 ip, 0 + High exploratory K&iv and Behav. Pharmacol. 21:765-768
agonist induced rats were used Harro, 2010
hyperther
mia
8-OH-DPAT 5-HT, full Open- CBA/Lac mice (6-week-old) 1 ip, for 14 o Popova et Neuroscience 169:229-235
agonist field days al., 2010
8-OH-DPAT 5-HTj, full Light/dark CBA/Lac mice (6-week-old) 1 ip, for 14 o Popova et Neuroscience 169:229-235
agonist test days al., 2010
8-OH-DPAT 5-HT\4 full DPAG Wistar rats (270-300g) 8 nmol/0.2  dorsal + de Oliveira  Psychopharmacology 218:725-
agonist stimulatio ul PAG, 10 Sergio etal., 732
n 2011
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT 5-HTj, full Acoustic ~ Brown Norway rats (10-week- 1 ip, 30 - Conti, 2012  Neuropharmacology 62:256-
agonist startle old) 263
reflex
8-OH-DPAT 5-HT, full Acoustic ~ Wistar-Kyoto rats (10-week- 1 ip, 30 - Conti, 2012  Neuropharmacology 62:256-
agonist startle old) 263
reflex
8-OH-DPAT+(+)- 5-HT 4 full Fear- Wistar rats (175-200g) 0.3 sc, 10 + No antagonism  Joordens et  Psychopharmacology 139:383-
Pindolol agonist+antago potentiate of the effects of  al., 1998 390
nist d startle 8-OH-DPAT
reflex
8-OH- 5-HT\4 full Shock- Wistar rats (300-350g) 0,5 ip, 15 + Shock of 0.3 mA Loépez- Psychoneuroendocrinology
DPAT+adrenalecto  agonist probe Rubalcava  24:409-422
my burying etal., 1999
test
8-OH- 5-HT 4 full DPAG Wistar rats (220-240g) 8nmol/0.2  dorsal + (1) The drug de Bortoli et Psychopharmacology 198:341-
DPAT+alprazolam  agonist stimulatio ul PAG, 0 increased al., 2008 349
(2 mg/kg for 3-6 n latency to
days) escape; (2) No
synergism
8-OH- 5-HT, full DPAG Wistar rats (220-240g) 8 nmol/0.2  dorsal ) (1) The drug de Bortoli et Psychopharmacology 198:341-
DPAT+alprazolam  agonist stimulatio ul PAG, 0 increased al., 2008 349
(4 mg/kg for 14-17 n latency to
days) escape; (2)
Synergistic
effects
8-OH- 5-HT\4 full DPAG Wistar rats (270-300g) 8 nmol/0.2  dorsal + No interaction de Oliveira  Psychopharmacology 218:725-
DPAT+bicuculline  agonist stimulatio ul PAG, 10 Sergio etal., 732
(5 pmol/0.2 pl) n 2011
8-OH- 5-HT, full Shock- Wistar rats (300-350g) 0,5 ip, 15 + Shock of 0.3 mA Lopez- Psychoneuroendocrinology
DPAT+demedulecto agonist probe Rubalcava  24:409-422
my burying etal., 1999
test
8-OH-DPAT+DU 5-HTj, full Fear- Wistar rats (175-200g) 0.3 sc, 10 (o) Antagonism of  Joordens et  Psychopharmacology 139:383-
125,530 agonist+antago potentiate the effects of 8- al., 1998 390
nist d startle OH-DPAT
reflex
8-OH-DPAT+EMD  5-HT), full Ultrasonic Rats 0.1 sc (0) Antagonism of  Bottcher et  Soc. Neurosci. Abstr. 24:1108
120311 agonist distress the anxiolytic- al., 1998
vocalizati like effects of 8-
ons OH-DPAT
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH-DPAT+EMD  5-HT), full Ultrasonic Rats 0.1 sc (o) Antagonism of ~ Bottcher et Soc. Neurosci. Abstr. 24:1108
122010 agonist distress the anxiolytic- al., 1998
vocalizati like effects of 8-
ons OH-DPAT
8-OH-DPAT+EMD  5-HT), full Ultrasonic Rats 0.1 sc (o) Antagonism of ~ Bottcher et  Soc. Neurosci. Abstr. 24:1108
95750 agonist distress the anxiolytic- al., 1998
vocalizati like effects of 8-
ons OH-DPAT
8-OH- 5-HTj, full Vogel ICR mice (25-30g) 0.5 ip, 30 + (1) No blockade Liaoetal.,, Eur. J. Pharmacol. 464:141-146
DPAT+{lumazenil  agonist conflict of the effects of 2003
(2 mg/kg) test 8-OH-DPAT;
(2) Electric
shock of 0.5
mA/2 s
8-OH- Mixed 5-HT Ultrasonic  Wistar rats (173-287g) 0.55 po, 40-130 + Scrambled shock Bartoszyk et Eur. J. Pharmacol. 322:147-153
DPAT+{luoxetine reuptake distress of 1.8 mA/0.3s al., 1997
(100 mg/kg) inhibitor/5- vocalizati
HT), agonist ons
8-OH- 5-HT, full DPAG Female Wistar rats (199-237g) 8 nmol/0.25 dorsal (+) Basal aversive Jacob etal.,, Pharmacol. Biochem. Behav.
DPAT+imipramine  agonist stimulatio ul PAG, 10 theshold 2002 72:761-766
(15 mg/kg, 21-24 n inducing escape
days) was increased
further by
imipramine
8-OH-DPAT+MDL  5-HT), full Ultrasonic  Wistar WU rats (150-175g) ED50=0,053 sc, 15 +) (1) No Sanchez and Eur. Neuropsychopharmacol.
100,151 agonist distress antagonism of Mork, 1999  9:287-294
vocalizati the effects of 8-
ons OH-DPAT, (2)
Rats received
four 1 mA
inescapable
footshocks each
of 108
8-OH-DPAT+MM-  5-HT, full Light/dark Swiss-Webster mice (25-30g) 0.01 ip, 20 (0) (1) Antagonism; Alfredo and Eur. J. Pharmacol. 508:155-158
77 (0.03 mg/kg) agonist test (2) Mice were Ofir, 2005
subjected to
swim stress prior
to testing
8-OH-DPAT+MM-  5-HT, full Elevated = Wistar rats (250-300g) 0.5 ip, 20 (0) Briones- Pharmacol. Biochem. Behav.
77 (0.05 mg/kg) agonist plus-maze Aranda et 92:182-189
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al., 2009
8-OH-DPAT+MM-  5-HT, full Elevated  Adrenalectomized Wistar rats 0.5 ip, 20 (o) Briones- Pharmacol. Biochem. Behav.
77 (0.05 mg/kg) agonist plus-maze (250-300g) Aranda et 92:182-189
al., 2009
8-OH-DPAT+MM-  5-HT), full Shock- Wistar rats (250-300g) 0.5 ip, 20 (0) Shocks of 0.3 Briones- Pharmacol. Biochem. Behav.
77 (0.05 mg/kg) agonist probe mA were Aranda et 92:182-189
burying applied al., 2009
test
8-OH-DPAT+MM-  5-HT, full Shock- Adrenalectomized Wistar rats 0.5 ip, 20 (o) Shocks of 0.3 Briones- Pharmacol. Biochem. Behav.
77 (0.05 mg/kg) agonist probe (250-300g) mA were Aranda et 92:182-189
burying applied al., 2009
test
8-OH- 5-HT 4 full Elevated = Wistar rats (280-330g, 12-16- 2-8 nmol/0.3 dorsal o No interaction Moraes et Behav. Brain Res. 194:181-186
DPAT+NMDA (100 agonist plus-maze week-old) ul PAG, 5 al., 2008
pmol/0.3 ul)
8-OH- 5-HTj, full Vogel ICR mice (25-30g) 0.5 ip, 30 (o) (1) Blockade of Liaoetal.,, Eur. J. Pharmacol. 464:141-146
DPAT+pindolol (10  agonist conflict the effects of 8- 2003
mg/kg) test OH-DPAT; (2)
Electric shock of
0.5mA/2s
8-OH-DPATHS 5-HT, full Condition C57BL/6J (9-11-week-old) 0.3 sc, 15 +) (1) Shocks of Youn et al., Neuropharmacology 5:567-576
15535 (0.5-1 mg/kg) agonist ed fear 0.7 mA/2 s were 2009
applied; (2) The
combination
affected both
context- and
tone-dependent
fear conditioning
8-OH- 5-HT 4 full Inhibitory ~ Wistar rats (230-250g) 1.6 nmol/0.2 ventrolatera (0) de Paula Behav. Brain Res. 197:178-185
DPAT+SB269970 agonist avoidance ul 1 PAG, 10 Soares and
(5 nmol/0.2 ul) in the Zangrossi,
elevated 2009
T-maze
8-OH- 5-HT)4 full Escape Wistar rats (230-250g) 1.6 nmol/0.2 ventrolatera 0 No interaction de Paula Behav. Brain Res. 197:178-185
DPAT+SB269970 agonist behavior ul 1 PAG, 10 Soares and
(5 nmol/0.2 ul) in the Zangrossi,
elevated 2009
T-maze
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
8-OH- 5-HT 5 full Acoustic  Rats 0,5 sc - No interaction Meloni and  Soc. Neurosci. Abstr. 25:2132
DPAT+SCH23390  agonist startle David, 1999
(0,1 mg/kg) reflex
8-OH- 5-HT, full Acoustic  Rats 0,1 sc ) Syngergistic Meloni and  Soc. Neurosci. Abstr. 25:2132
DPAT+SKF82958  agonist startle potentiation David, 1999
(1 mg/kg) reflex
8-OH-DPAT+WAY 5-HT), full Fear- Wistar rats (175-200g) 0.3 sc, 10 (0) Antagonism of  Joordens et  Psychopharmacology 139:383-
100635 agonist+antago potentiate the effects of 8- al., 1998 390
nist d startle OH-DPAT
reflex
8-OH-DPAT+WAY 5-HT, full Ultrasonic Wistar WU rats (150-175g) ED50=0,053 sc, 15 (o) (1) Antagonism  Sanchez and Eur. Neuropsychopharmacol.
100635 agonist distress of the effects of Maork, 1999  9:287-294
vocalizati 8-OH-DPAT,
ons (2) Rats received
four 1 mA
inescapable
footshocks each
of 10 s
8-OH-DPAT+WAY 5-HT, full Geller- Fisher 344 rats 0.25-2 sc, 10 (o) (1) Antagonism  Gleason and Behav. Pharmacol. 10:758-91
100635 agonist Seifter of the effects of  Leander,
conflict 8-OH-DPAT; 1999
test (2) Rats were
tested during the
light phase
8-OH-DPAT+WAY 5-HT), full Geller- Fisher 344 rats 0.25-2 sc, 10 (0) (1) Antagonism  Gleason and Behav. Pharmacol. 10:758-91
100635 agonist Seifter of the effects of  Leander,
conflict 8-OH-DPAT; 1999
test (2) Rats were
tested during the
dark phase
8-OH-DPAT+WAY 5-HT), full Ultrasonic CFW mouse pups (7-day-old) 0,03-10 sc, 15 (0) Antagonism of  Fishetal.,  Psychopharmacology 149:277-
100635 (0,1 mg/kg) agonist distress the effects of 8- 2000 85
vocalizati OH-DPAT
ons
8-OH-DPAT+WAY 5-HT, full Ultrasonic Wistar WU rats (150-175g) ED50=0,053 sc, 15 (+) (1) No Sanchez and Eur. Neuropsychopharmacol.
100635 (0,63-10 agonist distress antagonism of Mork, 1999  9:287-294
mg/kg) vocalizati the effects of 8-
ons OH-DPAT, (2)
Rats received
four 1 mA
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inescapable
footshocks each
of 10's, (3)
WAY was given
24 h prior 8-OH-
DPAT
8-OH-DPAT+WAY 5-HT), full Inhibitory ~ Wistar rats (230-250g) 1.6 nmol/0.2 ventrolatera (0) de Paula Behav. Brain Res. 197:178-185
100635 (0.04 agonist avoidance ul 1 PAG, 10 Soares and
nmol/0.2 pl) in the Zangrossi,
elevated 2009
T-maze
8-OH-DPAT+WAY 5-HT), full Escape Wistar rats (230-250g) 1.6 nmol/0.2 ventrolatera 0 No interaction de Paula Behav. Brain Res. 197:178-185
100635 (0.04 agonist behavior ul 1 PAG, 10 Soares and
nmol/0.2 pl) in the Zangrossi,
elevated 2009
T-maze
8-OH-DPAT+WAY 5-HT), full Ultrasonic Rats ip (0) Blockade of the  De Vry et Behav. Pharmacol. 12 (Suppl.
100635 (0.1 mg/kg) agonist distress anxiolytic-like al., 2001 1):S29
vocalizati effects of 8-OH-
ons DPAT
8-OH-DPAT+WAY 5-HT, full Ultrasonic  Wistar rats (200g) 0.1-3 ip, 30 (o) (1) Blockade of De Vry et Eur. Neuropsychopharmacol.
100635 (0.1-1 agonist distress the anxiolytic- al., 2004 14:487-495
mg/kg) vocalizati like effects of 8-
ons OH-DPAT; (2)
Electric shocks
of 0.6 mA/2 s
were applied
8-OH-DPAT+WAY 5-HT), full Geller- Sprague-Dawley rats (300- 1 ng/0.5ul  dorsal (0) (1) Antagonism  Cervo et al., Neuropharmacology 39:1037-
100635 (0.3 mg/kg)  agonist Seifter 325g) raphe, 10 of the effects of 2000 43
conflict 8-OH-DPAT;
test (2) VI-20 s
8-OH-DPAT+WAY 5-HT, full Elevated  Sprague-Dawley rats (250- 0.3 sc,24h (0) (1) Antagonism Riojaetal,, Ann.N.Y. Acad. Sci.
100635 (0.3 mg/kg) agonist T-maze 300g) of the effects; 2004 1018:333-338
(2) Rats were
subjected to
immobilization
stress 30 min
after drug
injection
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8-OH-DPAT+WAY 5-HT), full Condition C57BL/6J (9-11-week-old) 0.3 sc, 15 (o) Shocks of 0.7 Youn etal., Neuropharmacology 5:567-576
100635 (0.3 mg/kg) agonist ed fear mA/2 s were 2009
applied
8-OH-DPAT+WAY 5-HT, full Inhibitory  Wistar rats (250-300g) 3 nmol/0.2 lateral (o) Viana et al., Pharmacol. Biochem. Behav.
100635 (0.37 agonist avoidance ul septum, 10 2008 89:360-366
nmol/0.2 pl) in the
elevated
T-maze
8-OH-DPAT+WAY 5-HT, full Escape Wistar rats (250-300g) 3nmol/0.2  lateral o No interaction Viana et al., Pharmacol. Biochem. Behav.
100635 (0.37 agonist behavior ul septum, 10 2008 89:360-366
nmol/0.2 pl) in the
elevated
T-maze
8-OH-DPAT+WAY 5-HT), full Inhibitory ~ Wistar rats (200-250g) 0.6 nmol/0.2 median (0) Vicente et ~ Neurosci. Lett. 445:204-208
100635 (0.6 agonist avoidance ul raphe al., 2008
nmol/0.2 pl) in the nucleus, 10
elevated
T-maze
8-OH-DPAT+WAY 5-HT), full Escape Wistar rats (230-250g) 0.6 nmol/0.2 median 0 No interaction Vicente et ~ Neurosci. Lett. 445:204-208
100635 (0.6 agonist behavior ul raphe al., 2008
nmol/0.2 pl) in the nucleus, 10
elevated
T-maze
8-OH-DPAT+WAY Mixed 5-HT Ultrasonic  Wistar rats (173-287g) 0.55 po, 30-120 (o) (1) Antagonism  Bartoszyk et Eur. J. Pharmacol. 322:147-153
100635 (1 mg/kg) reuptake distress of the effects of  al., 1997
inhibitor/5- vocalizati 8-OH-DPAT;
HT,, agonist  ons (2) Scrambled
shock of 1.8
mA/0.3 s
8-OH-DPAT+WAY 5-HT), full DPAG Wistar rats (250-280g) 8 nmol/0.2  dorsal (0) Antagonism of  Broizetal,, Pharmacol. Bicohem. Behav.
100635 (10 nmol/0.2 agonist stimulatio ul PAG, 10 the effects of 8- 2008 89:76-84
ul) n OH-DPAT
8-OH-DPAT+WAY 5-HT, full Condition Wistar rats (250-280g) 8 nmol/0.2  dorsal (o) (1) Antagonism  Broiz etal.,, Pharmacol. Bicohem. Behav.
100635 (10 nmol/0.2 agonist ed fear ul PAG, 10 of the effects of 2008 89:76-84
ul) 8-OH-DPAT;

(2) Shocks of
0.6 mA/1 s were
applied 24 h
prior to testing
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Mechanism Test Animals Doses Route Effect Comments Reference
A-843277 5-HTsp Open- Wistar rats (240-290g) 3-30 ip, 30 o Kassai et Behav. Pharmacol. 23:397-406
antagonist field al., 2012
A-843277 5-HTsu Ultrasonic  Wistar rats (225-360g) 3-30 ip, 30 [ Shocks of 0.6 Kassai et Behav. Pharmacol. 23:397-406
antagonist distress mA/1 s were al., 2012
vocalizati applied
ons
Ad-1AP antisense Decreases 5- Elevated  Female C57BL/6J mice (5-8- hypothalam 0 Locomotor Lietal, J. Neurosci. 24:10868-10877
HT4 receptor  plus-maze month-old) us, 7 days activity was 2004
function decreased
Ad-1AP antisense Decreases 5- Open- Female C57BL/6J mice (5-8- hypothalam 0 Locomotor Lietal, J. Neurosci. 24:10868-10877
HT, receptor  field month-old) us, 7 days activity was 2004
function decreased
Agomelatine 5-HTyc Social Sprague-Dawley rats (240- 2.5-10 ip, 30 + HLU conditions Millan et Psychopharmacology 177:1-12
antagonist/mel interaction 260g) were used al., 2005 ©)
atonin agonist
Agomelatine 5-HTyc Vogel Wistar rats (200-250g) 40-80 ip, 30 + Electric shocks ~ Millan et Psychopharmacology 177:1-12
antagonist/mel  conflict of 0.3 mA/0.5s al., 2005 )
atonin agonist  test
Agomelatine 5-HTyc Elevated  Wistar rats (200-250g) 40-80 ip, 30 + Millan et Psychopharmacology 177:1-12
antagonist/mel  plus-maze al., 2005 )
atonin agonist
Agomelatine 5-HTyc Ultrasonic Wistar rats (200-250g) 0.63-80 ip, 30 o Electric shocks ~ Millan et Psychopharmacology 177:1-12
antagonist/mel  distress of 0.8 mA/8 s al., 2005 ?
atonin agonist  vocalizati
ons
Agomelatine 5-HT,¢ Exploratio Wistar rats (3-4-month-old) 10 ip, 5 + Following social Tuma etal.,, Eur. Neuropsychopharmacol.
antagonist/mel n behavior defeat 2005 15:545-555
atonin agonist
Agomelatine 5-HTyc Exploratio Wistar rats (3-4-month-old) 750-1500 food + Following social Tuma etal., Eur. Neuropsychopharmacol.
antagonist/mel n behavior ppm pellets, for defeat 2005 15:545-555
atonin agonist 3 days
Agomelatine 5-HTyc Exploratio SCN lesioned Wistar rats (3-4- 5 ip, 10 o (1) Following Tuma et al., Eur. Neuropsychopharmacol.
antagonist/mel n behavior month-old) social defeat; (2) 2005 15:545-555
atonin agonist SCN lesion
abolished the
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
effects of
agomelatine
Agomelatine 5-HTyc Elevated  Wistar rats (about 260g) 50-75 ip, 30 + The drug was Papp etal.,, Behav. Pharmacol. 17:9-18
antagonist/mel  plus-maze administered at 2006
atonin agonist 10:00 AM
Agomelatine 5-HT,c Elevated  Wistar rats (about 260g) 10-50 ip, 30 + The drug was Papp etal.,, Behav. Pharmacol. 17:9-18
antagonist/mel  plus-maze administered at 2006
atonin agonist 6:00 PM
Agomelatine 5-HT,¢ Vogel Wistar rats (about 260g) 50 ip, 30 + (1) Electric Pappetal.,, Behav. Pharmacol. 17:9-18
antagonist/mel  conflict shocks of 0.4 2006
atonin agonist  test mA/0.5 s; (2)
The drug was
administered at
10:00 AM
Agomelatine 5-HTyc Vogel Wistar rats (about 260g) 50 ip, 30 + (1) Electric Papp etal., Behav. Pharmacol. 17:9-18
antagonist/mel  conflict shocks of 0.4 2006
atonin agonist  test mA/0.5s; (2)
The drug was
administered at
6:00 PM
Agomelatine 5-HTyc Ultrasonic  Sprague-Dawley rats (about 100-125 ip, 30 + (1) Electric Papp etal., Behav. Pharmacol. 17:9-18
antagonist/mel  distress 260g) shocks of 0.8 2006
atonin agonist  vocalizati mA were
ons delivered; (2)
The drug was
administered at
10:00 AM
Agomelatine 5-HTyc Ultrasonic  Sprague-Dawley rats (about 100-125 ip, 30 + (1) Electric Papp etal.,, Behav. Pharmacol. 17:9-18
antagonist/mel  distress 260g) shocks of 0.8 2006
atonin agonist  vocalizati mA were
ons delivered; (2)
The drug was
administered at
6:00 PM
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Agomelatine 5-HTyc Vogel Wistar AF rats (200-250g) 40 ip, 30 o (1) The test was  Loiseauet  Eur. Neuropsychopharmacol.
antagonist/mel  conflict conducted al., 2006 16:417-428
atonin agonist  test between 13:30
and 14:30; (2)
Electric shocks
of 0.45 mA/45
ms were applied
Agomelatine 5-HTyc Vogel Wistar AF rats (200-250g) 40 ip, 30 + (1) The test was  Loiseauet  Eur. Neuropsychopharmacol.
antagonist/mel  conflict conducted al., 2006 16:417-428
atonin agonist  test between 17:30
and 18:30; (2)
Electric shocks
of 0.45 mA/45
ms were applied
Agomelatine 5-HT,¢ Safety Wistar AF rats (350-400g) 40 ip, 30 + The test was Loiseauet  Eur. Neuropsychopharmacol.
antagonist/mel  signal conducted al., 2006 16:417-428
atonin agonist ~ withdrawa between 17:00
1 conflict and 20:00
test
Agomelatine 5-HTyc Elevated  Wistar AF rats (200-230g) 20-40 ip, 30 o The test was Loiseauet  Eur. Neuropsychopharmacol.
antagonist/mel  plus-maze conducted al., 2006 16:417-428
atonin agonist between 17:00
and 20:00
Agomelatine 5-HTyc Novelty-  Wistar AF rats (180-200g) 40 ip, 30 o The test was Loiseauet  Eur. Neuropsychopharmacol.
antagonist/mel  suppresse conducted al., 2006 16:417-428
atonin agonist  d feeding between 17:00
and 20:00
Agomelatine 5-HTyc Elevated  Sprague-Dawley rats (2-3- 40 ip, for 3 o Morley- Psychopharmacology 217:301-
antagonist/mel  plus-maze month-old) weeks, o.d. Fletcheret 313
atonin agonist al., 2011
Agomelatine 5-HTyc Elevated = Sprague-Dawley rats (2-3- 40 ip, for 3 + Animals were Morley- Psychopharmacology 217:301-
antagonist/mel  plus-maze month-old) weeks, o.d. subjected to Fletcheret 313
atonin agonist prenatal restraint al., 2011
stress from E11
to birth
Agomelatinetdiazep 5-HT,c Vogel Wistar AF rats (200-250g) 20 ip, 30 (+) (1) Synergistic ~ Loiseauet  Eur. Neuropsychopharmacol.
am (0.25 mg/kg) antagonist/mel  conflict effects; (2) al., 2006 16:417-428
atonin agonist  test Electric shocks

of 0.45 mA/45
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ms were applied
Agomelatinetdiazep 5-HT,c Safety Wistar AF rats (350-400g) 20 ip, 30 o (1) No Loiseauet  Eur. Neuropsychopharmacol.
am (0.25 mg/kg) antagonist/mel  signal interaction; (2)  al., 2006 16:417-428
atonin agonist ~ withdrawa The test was
1 conflict conducted
test between 17:00
and 20:00
Agomelatinet+diazep 5-HT,c Elevated = Wistar AF rats (200-230g) 20-40 ip, 30 @) (1) Synergistic = Loiseauet  Eur. Neuropsychopharmacol.
am (0.25 mg/kg) antagonist/mel  plus-maze effects; (2) The al., 2006 16:417-428
atonin agonist test was
conducted
between 17:00
and 20:00
Agomelatine+diazep 5-HT,c Novelty-  Wistar AF rats (180-200g) 40 ip, 30 o (1) No Loiseauet  Eur. Neuropsychopharmacol.
am (0.25 mg/kg) antagonist/mel  suppresse interaction; (2)  al., 2006 16:417-428
atonin agonist  d feeding The test was
conducted
between 17:00
and 20:00
Agomelatine+S2215  5-HT,¢ Vogel Wistar rats (200-250g) 80 ip, 30 + (1) No Millan et Psychopharmacology 177:1-12
3 (20 mg/kg) antagonist/mel  conflict antagonism by al., 2005 @)
atonin agonist  test the melatonin
antagonist; (2)
Electric shocks
of 0.3 mA/0.5 s
Agomelatine+S2215  5-HT,c Social Sprague-Dawley rats (240- 2.5 ip, 30 + (1) No Millan et Psychopharmacology 177:1-12
3 (20 mg/kg) antagonist/mel interaction 260g) antagonism by al., 2005 @)
atonin agonist the melatonin
antagonist; (2)
Electric shocks
of 0.3 mA/0.5 s
Agomelatine+S2215  5-HT,¢ Elevated = Wistar rats (about 260g) 50 ip, 30 + (1) No Pappetal.,, Behav. Pharmacol. 17:9-18
3 (20 mg/kg) antagonist/mel  plus-maze interaction; (2) 2006
atonin agonist The drug was
administered at
10:00 AM
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Agomelatine+S2215  5-HT,¢ Elevated  Wistar rats (about 260g) 50 ip, 30 (o) (1) Antagonism  Papp et al., Behav. Pharmacol. 17:9-18
3 (20 mg/kg) antagonist/mel  plus-maze of the effects of 2006
atonin agonist agomelatine; (2)
The drug was
administered at
6:00 PM
Agomelatine+S2215  5-HT,¢ Vogel Wistar rats (about 260g) 50 ip, 30 ) (1) Potentiation  Papp etal., Behav. Pharmacol. 17:9-18
3 (20 mg/kg) antagonist/mel  conflict of the effects of 2006
atonin agonist  test agomelatine; (2)
Electric shocks
of 0.4 mA/0.5s;
(3) The drug was
administered at
10:00 AM
Agomelatine+S2215 5-HT,¢ Vogel Wistar rats (about 260g) 50 ip, 30 ) (1) Potentiation  Papp etal., Behav. Pharmacol. 17:9-18
3 (20 mg/kg) antagonist/mel  conflict of the effects of 2006
atonin agonist  test agomelatine; (2)
Electric shocks
of 0.4 mA/0.5s;
(3) The drug was
administered at
6:00 PM
Agomelatine+S2215  5-HT,¢ Ultrasonic  Sprague-Dawley rats (about 100 ip, 30 ()] (1) Potentiation  Papp etal., Behav. Pharmacol. 17:9-18
3 (20 mg/kg) antagonist/mel  distress 260g) of the effects of 2006
atonin agonist  vocalizati agomelatine; (2)
ons Electric shocks
of 0.8 mA were
delivered; (3)
The drug was
administered at
10:00 AM
Agomelatine+S2215 5-HT,¢ Ultrasonic  Sprague-Dawley rats (about 100 ip, 30 +) (1) Potentiation ~ Papp etal., Behav. Pharmacol. 17:9-18
3 (20 mg/kg) antagonist/mel  distress 260g) of the effects of 2006
atonin agonist  vocalizati agomelatine; (2)
ons Electric shocks

of 0.8 mA were
delivered; (3)
The drug was
administered at
6:00 PM
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ALEPH-2 5-HT, ligand  Holeboard CF1 mice (25-35g) 2 ip o Scorza et Pharmacol. Biochem. Behav.
al., 1996 54:355-361
ALEPH-2 5-HT, ligand  Elevated = CF1 mice (25-35g) 2-6 ip, 15 + Scorza et Pharmacol. Biochem. Behav.
plus-maze al., 1996 54:355-361
ALEPH-2 5-HT, ligand  Elevated  Wistar rats (200-240g) 2-4 ip, 15 + Scorza et Pharmacol. Biochem. Behav.
plus-maze al., 1996 54:355-361
ALEPH-2 5-HT, ligand  Elevated  Wistar rats (200-240g) 4 ip, 15 + Scorza et Pharmacol. Biochem. Behav.
T-maze al., 1996 54:355-361
Alnespirone 5-HT, 5 full Geller- Wistar AF rats (300-400g) 0.5 sc, 30 + FR&/FR1 Charrier et Pharmacol. Biochem. Behav.
(S20499) agonist Seifter al., 1994 48:281-289
conflict
test
Alnespirone 5-HT, full Vogel Wistar rats (195-245g) 4 ip, 30 + Porsolt et Drug Dev. Res. 27:389-402
(S20499) agonist conflict al., 1992
test
Alnespirone 5-HTj, full Conflict ~ White Carneau pigeons 0.03-3 im + Barrett et Psychopharmacology 116:73-
(S20499) agonist test al., 1994 78
Alnespirone 5-HT\4 full Elevated = BALB/cByJ (8-week-old) 0.01-1 ip, 30 0 Seale et al.,  Clin. Neuropharmacol. 15 (Part
(520499) agonist plus-maze 1992 B):538B
Alnespirone 5-HT, full Elevated  Rats for 14 days + Lesourdet  In: Anxiety - Neurobiological,
(S20499) agonist plus-maze al., 1993 Clinical and Therapeutics, p. 18
Alnespirone 5-HT 4 full Elevated  Sprague-Dawley rats (200- 0.25 sc, 30 + Curle et al., Drug Dev. Res. 32:183-190
(S20499) agonist plus-maze 250g) 1994
Alnespirone 5-HT4 full Elevated  Sprague-Dawley rats (200- 1-10 po, 30 + Curle et al., Drug Dev. Res. 32:183-190
(S20499) agonist plus-maze 250g) 1994
Alnespirone 5-HT4 full Elevated  Lister rats (170g) 0.04-0.2 po, 60 + File and Behav. Pharmacol. 5:99-102
(S20499) agonist plus-maze Andrews,
1994
Alnespirone 5-HT 4 full Elevated  Lister rats (170g) 0.04-0.2 po, 60 + Diazepam File and Behav. Pharmacol. 5:99-102
(S20499) agonist plus-maze pretreatment Andrews,
1994
Alnespirone 5-HT4 full Light/dark Swiss mice (10-week-old) 1-3 ip, 20 + Griebel et Neuroreport 3:84-86
(S20499) agonist test al., 1992
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Alnespirone 5-HT4 full Social Sprague-Dawley rats (200- 0.25-10 po, 30 + LLU Curle et al., Drug Dev. Res. 32:183-190
(S20499) agonist interaction 250g) 1994
Alnespirone 5-HT, full Social Sprague-Dawley rats (200- 0.25-5 po, 30 + HLU Curle et al., Drug Dev. Res. 32:183-190
(S20499) agonist interaction 250g) 1994
Alnespirone 5-HT 4 full Social Sprague-Dawley rats (200- 0.1-1 po, 30 + LLF Curle et al., Drug Dev. Res. 32:183-190
(S20499) agonist interaction 250g) 1994
Alnespirone 5-HT4 full Social Sprague-Dawley rats (200- 0.25-5 po, 30 + HLF Curle et al., Drug Dev. Res. 32:183-190
(S20499) agonist interaction 250g) 1994
Alnespirone 5-HT4 full Social Lister rats (170g) 1 po, 60 + File and Behav. Pharmacol. 5:99-102
(S20499) agonist interaction Andrews,
1994
Alnespirone 5-HT, full Social Lister rats (170g) 0.04-1 po, 60 + Diazepam File and Behav. Pharmacol. 5:99-102
(S20499) agonist interaction pretreatment Andrews,
1994
Alnespirone 5-HT 4 full Mirrored BALB/cByJ (8-week-old) 0.01-0.1 ip, 30 + Seale et al.,  Clin. Neuropharmacol. 15 (Part
(S20499) agonist chamber 1992 B):538B
Alnespirone 5-HTj, full Shock- Rats + Munoz et Soc. Neurosci. Abstr. 23:1216
(S20499) agonist probe al., 1997
burying
test
Alnespirone 5-HT, full Geller- Sprague-Dawley rats (350- 0.5-1 sc, 30 + Unpunished Cervo etal.,, Soc. Neurosci. Abstr. 24:1364
(S20499) agonist Seifter 375g) responding was 1998
conflict decreased at 1
test mg/kg
Alnespirone 5-HTj, full Elevated  Sprague-Dawley rats (200- 10 ip, o.d. for o McGrath Eur. Neuropsychopharmacol.
(S20499) agonist plus-maze 250g) 2 weeks and 9:21-27
Norman,
1999
Alnespirone 5-HT, full Elevated  Sprague-Dawley rats (200- 10 ip, o.d. for o McGrath Eur. Neuropsychopharmacol.
(S20499)+bulbecto  agonist plus-maze 250g) 2 weeks and 9:21-27
my Norman,
1999
Alnespirone 5-HTj, full Geller- Sprague-Dawley rats (350- 0.5 sc, 30 (o) Antagonism of  Cervo etal.,, Soc. Neurosci. Abstr. 24:1364
(S20499)+WAY agonist Seifter 375g) the effects of 1998
100635 (0.3 mg/kg) conflict alnespirone
test
Alpha-Me-5-HT Non selective  Geller- Female CFN rats 0.3-2 ip o VI30/FR10 Winter, Arch. Int. Pharmacodyn.
agonist Seifter 1972 197:147-159
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conflict
test
Alpha-Me-5-HT Non selective ~ Conflict ~ White Carneau Pigeons 1-3 im, 0 - FI5/FR30 Graeffand  J. Pharmacol. Exp. Ther.
agonist test Schoenfeld, 173:277-283
1970
Alpha-Me-5-HT Non selective  Elevated  Lister hooded rats (280-400g) 3.1 nmol amygdala, 1 0 Duxon et Br. J. Pharmacol. 116:331P
agonist plus-maze al., 1995
Alpha-Me-5-HT Non selective ~ DPAG Wistar rats (250-280g) 20 nmol/0.2  dorsal + The drug Oliveiraet  Psychopharmacology 191:253-
agonist stimulatio ul PAG, 10 increased escape al., 2007 262
n theshold
Alpha-Me-5-HT Non selective ~ Condition Wistar rats (250-280g) 20 nmol/0.2  dorsal + The drug Oliveiraet  Psychopharmacology 191:253-
agonist ed fear ul PAG, 10 reduced freezing al., 2007 262
in the same
context they
erceived
footshocks (0.6
mA/1 s)
Alpha-Me-5-HT Non selective ~ DPAG Wistar rats (250-280g) 20 nmol/0.2  dorsal + (1) The drug Oliveiraet  Psychopharmacology 191:253-
agonist stimulatio ul PAG, 10 increased escape al., 2007 262
n theshold; (2)
Animals were
under
conditioned fear
Altanserin Antagonist Geller- Rats 0.5 sc, 30 o Kennettet  Psychopharmacology 107:379-
Seifter al., 1992 384
conflict
test
Altanserin Antagonist Geller- CFY rats 400-600g) 0.5-1 sc, 30 o VI30/FR5 Kennettet  Psychopharmacology 114:90-
Seifter al., 1994 96
conflict
test
Altanserin Antagonist Social Sprague-Dawley rats 250-320g) 0.5-5 sc, 30 o Locomotion Kennett, Psychopharmacology 107:379-
interaction decreased 1992 384
[J-methyl-5- Selective 5- IC- Wistar rats (250-300g) 2-5 nmol inferior + Melo and Behav. Pharmacol. 6:413-417
hydroxytryptamine =~ HT,, agonist  stimulatio colliculus, Brandao,
n 15 1995
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[J-methyl-5- Selective 5- Elevated  Wistar rats (250-300g) 20 nmol inferior + Melo and Behav. Pharmacol. 6:413-417
hydroxytryptamine =~ HT,, agonist  plus-maze colliculus, Brandao,
20 1995
Amino acid mixture  Tryptophan Open- Wistar rats (4-month-old) for 2 weeks - Blokland et J. Psychopharmacol. 16:39-49
depletion field al., 2002
Amino acid mixture  Tryptophan Emergenc  Wistar rats (4-month-old) for 10 0 Blokland et J. Psychopharmacol. 16:39-49
depletion e test weeks al., 2002
Amitriptyline 5-HT reuptake  Geller- Sprague-Dawley rats (200- 1-10 ip, 20 0 FR40 Kilts et al.,  Psychopharmacology 74:290-
inhibitor Seifter 320g) 1981 296
conflict
test
Amitriptyline 5-HT reuptake Vogel Sprague-Dawley rats (200g) 3-10 ip, 30 - VI21, also Kilts et al.,  Psychopharmacology 78:156-
inhibitor conflict decreased non- 1982 164
test punished
responding
Amitriptyline 5-HT reuptake  Vogel Rats o Beeretal,, Science 176:428-430
inhibitor conflict 1972
test
Amitriptyline 5-HT reuptake  Vogel Sprague-Dawley rats (200- 1-10 ip, 30 0 VI21 Kilts et al.,  Psychopharmacology 74:290-
inhibitor conflict 320g) 1981 296
test
Anmitriptyline 5-HT reuptake  Vogel Female Sprague-Dawley rats 0.625-10 ip, 10 0 Modified Vogel Fontanaet  Psychopharmacology 98:157-
inhibitor conflict (225-275g) test al., 1989 162
test
Anmitriptyline 5-HT reuptake  Vogel Female Sprague-Dawley rats 5 ip, for 5-9 + Modified Vogel Fontanaet  Psychopharmacology 98:157-
inhibitor conflict (225-275g) weeks test al., 1989 162
test (o.d.)
Anmitriptyline 5-HT reuptake Elevated  Sprague-Dawley rats (170- 1-30 po, 60 o Luscombe  Br. J. Pharmacol. 100:356P
inhibitor plus-maze 200g) etal., 1990
Anmitriptyline 5-HT reuptake Elevated  Sprague-Dawley rats (200- 0.1-1 sc, 30 0 Klint, 1991 Behav. Pharmacol. 2:481-489
inhibitor plus-maze 250g)
Amitriptyline 5-HT reuptake Light/dark BKW mice (20-30g) 30 ip, 45 - Asymmetric Costall et Pharmacol. Biochem. Behav.
inhibitor test compartments al., 1989 32:777-785
and sedation (?)
Amitriptyline 5-HT reuptake  Open- AB mice (4-6-week-old) 5 4 weeks in - Low active mice Jéhkel et al., Pharmacol. Biochem. Behav.
inhibitor field drinking 1994 49:263-269
water
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Amitriptyline 5-HT reuptake  Open- AB mice (4-6-week-old) 5 4 weeks in 0 High active mice Jéhkel et al., Pharmacol. Biochem. Behav.
inhibitor field drinking 1994 49:263-269
water
Amitriptyline 5-HT reuptake = Shock- Wistar rats (250-280g) 0.63-40 sc, 60 o Meertand ~ Psychopharmacology 88:445-
inhibitor probe Colpaert, 450
burying 1986
test
Amitriptyline 5-HT reuptake = Ultrasonic Wistar rats (9-12-day-old) 1-8 ip, 30 o Gardner, J. Pharmac. Meth. 14:181-187
inhibitor distress 1985
vocalizati
ons
Amitriptyline 5-HT reuptake  Ultrasonic Wistar rats 30 ip, 15 + De Vry et Eur. J. Pharmacol. 249:331-339
inhibitor distress al., 1993
vocalizati
ons
Amitriptyline 5-HT reuptake Novelty-  Long-Evans rats (300-325g) 10 ip, 60 - Bodnoffet  Psychopharmacology 97:277-
inhibitor suppresse al., 1989 279
d feeding
Amitriptyline 5-HT reuptake Novelty-  Long-Evans rats (300-325g) 10 for 21 days + Bodnoffet  Psychopharmacology 97:277-
inhibitor suppresse (o.d) al., 1989 279
d feeding
Anmitriptyline 5-HT reuptake Novelty-  Long-Evans rats (300-325g) 10 60 + Bodnoffet  Psychopharmacology 95:298-
inhibitor suppresse al., 1988 302
d feeding
Amitriptyline 5-HT reuptake Novelty-  Long-Evans rats (300-325g) 10 for 21 days 0 Bodnoffet  Psychopharmacology 95:298-
inhibitor suppresse (0.d.) al., 1988 302
d feeding
Amitriptyline 5-HT reuptake  Stress- NMRI mice (12-14g) o van der Soc. Neurosci. Abstr. 20:385
inhibitor induced Heyden et
hyperther al., 1994
mia
Amitriptyline 5-HT reuptake  Stress- NMRI mice (12-14g) 3-30 po, 60 0 Zethof et Eur. J. Pharmacol. 294:125-135
inhibitor induced al., 1995
hyperther
mia
Amitriptyline 5-HT reuptake Fear- Wistar rats (175-200g) 2.5-10 ip, 60 0 Hijzen et Psychopharmacology 118:150-
inhibitor potentiate al., 1995 154
d startle
reflex
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Amitriptyline 5-HT reuptake Elevated  Wistar rats 10 ip, for 21 0 Harro et al., Naunyn Schmied. Arch.
inhibitor plus-maze days (o0.d.) 1997 Pharmacol. 355:57-63
Amitriptyline 5-HT reuptake  Stress- NMRI mice (12-14g) 3-30 po, 60 o The stressor was  Van der Physiol. Behav. 62:463-470
inhibitor induced repeated Heyden et
hyperther temperature al., 1997
mia measurement
Amitriptyline 5-HT reuptake Mirrored  Mice 5 - Fundaro and Behav. Pharmacol. 8:647
inhibitor chamber Ricci-
Gamalero,
1997
Amitriptyline 5-HT reuptake  Pinch- Female and male Swiss mice 20-30 ip, 30 + The drug Fundaro, Prog. Neuropsychopharmacol.
inhibitor induced (25-30g) shortened the 1998 Biol. Psychiatry 22:147-158
catalepsy duration of
catalepsy
Anmitriptyline 5-HT reuptake  Open- Sprague-Dawley rats (325- 10 ip, for 21 o Mar et al., Psychopharmacology 150:52-
inhibitor field 375g) days (o0.d.) 2000 60
Amitriptyline 5-HT reuptake Elevated  Sprague-Dawley rats (325- 10 ip, for 21 o Maretal,,  Psychopharmacology 150:52-
inhibitor plus-maze 375g) days (o0.d.) 2000 60
Amitriptyline 5-HT reuptake  Acoustic ~ Sprague-Dawley rats (325- 10 ip, for 21 o Maretal,,  Psychopharmacology 150:52-
inhibitor startle 375g) days (0.d.) 2000 60
reflex
Anmitriptyline 5-HT reuptake  Open- Olfactory bulbectomized 10 ip, for 21 0 Mar et al., Psychopharmacology 150:52-
inhibitor field Sprague-Dawley rats (325- days (0.d.) 2000 60
375g)
Amitriptyline 5-HT reuptake Elevated  Olfactory bulbectomized 10 ip, for 21 o Mar et al., Psychopharmacology 150:52-
inhibitor plus-maze Sprague-Dawley rats (325- days (0.d.) 2000 60
375g)
Anmitriptyline 5-HT reuptake Acoustic ~ Olfactory bulbectomized 10 ip, for 21 o Mar et al., Psychopharmacology 150:52-
inhibitor startle Sprague-Dawley rats (325- days (0.d.) 2000 60
reflex 375g)
Amitriptyline 5-HT reuptake Elevated  Sprague-Dawley rats (230- 10 po, 2h - Weinstock  Psychopharmacology 160:318-
inhibitor plus-maze 280g) etal., 2002 324
Amitriptyline 5-HT reuptake Elevated  Sprague-Dawley rats (230- 10 po, o.d. for - Weinstock ~ Psychopharmacology 160:318-
inhibitor plus-maze 280g) 2 weeks etal., 2002 324
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Amitriptyline 5-HT reuptake  Ultrasonic Sprague-Dawley rat pups (10- 30 ip, 30 Kehne et al.,, Eur. J. Pharmacol. 193:283-292
inhibitor distress day-old) 1991
vocalizati
ons
Amitriptyline 5-HT reuptake Elevated = Female NMRI mice (20-25g) 10 ip, 30 Troelsen et  Psychopharmacology 181:741-
inhibitor Zero-maze al., 2005 750
Anmitriptyline 5-HT reuptake Elevated = Female NMRI mice (20-25g) 10 po, for 21 Troelsen et  Psychopharmacology 181:741-
inhibitor zero-maze days, b.i.d. al., 2005 750
daily
Amitriptyline 5-HT reuptake Ultrasonic Female and male CD rat pups 10-30 ip, 30 Hodgson et  Pharmacol. Biochem. Behav.
inhibitor distress (8-10-day-old, 17-30g) al., 2008 88:341-348
vocalizati
ons
Amitriptyline 5-HT reuptake  Stress- Wistar rats (320-370g, 6-8- 5 ip, 25 The drug Enginaret  Pharmacol. Biochem. Behav.
inhibitor induced month-old) modified the al., 2008 89:450:455
grooming behavioral
microstructure
of grooming
activity
Amitriptyline 5-HT reuptake Holeboard Wistar rats (320-370g, 6-8- 5-10 ip, 25 Enginaret =~ Pharmacol. Biochem. Behav.
inhibitor month-old) al., 2008 89:450:455
Amperozide 5-HT, Ultrasonic  Sprague-Dawley rats (11 day- 0.3-1 sc, 30 Albinsson et Eur. J. Pharmacol. 261:285-294
antagonist distress old) al., 1994
vocalizati
ons
Amperozide 5-HT, Passive-  Sprague-Dawley rats (200g) 1 sc, 30 Albinsson et Eur. J. Pharmacol. 261:285-294
antagonist avoidance al., 1994
test
Anpirtoline 5-HT,p agonist Light/dark BKW mice 25-30g) 0.000001- ip, 45 Asymmetric Metzenauer Neuroreport 3:527-529
test 0.001 compartments etal., 1992
Anpirtoline 5-HT,p agonist Elevated  Swiss mice (4-week-old, 18- 0.5 ip, 45 Clénet et al., Behav. Brain Res. 158:339-348
plus-maze 20g) 2005
Antisense 5-HTg Elevated  Wistar rats (260-280g) 2,2ug/ul 1 ul/h for 4 Otano et al., Neuroscience 92:1001-1009
oligonucleotide receptors plus-maze days 1999
Antisense 5-HT Social Wistar rats (260-280g) 2,2ug/ul 1 ul/h for 4 Otano et al., Neuroscience 92:1001-1009
oligonucleotide receptors interaction days 1999
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Antisense 5-HTg Elevated  Wistar rats (260-280g) 2.2ng/ul 1 ul/h for 4 - Hamon et Neuropsychopharmacology
oligonucleotide receptors plus-maze days al., 1999 21:68S-76S
Antisense 5-HTg Social Wistar rats (260-280g) 2.2ng/ul 1 ul/h for 4 - HLU condition = Hamon et Neuropsychopharmacology
oligonucleotide receptors interaction days al., 1999 21:68S-76S
Antisense 5-HT;a Elevated  Sprague-Dawley rats (150- 100ug/10 pl  icv, for 4 + Cohen et al., Depress Anxiety 22:84-93
oligonucleotide receptors plus-maze 200g) days 2005
AR-A000002 5-HTip Distress Guinea pig pups 30 sc, 15 + Hudzik et Int. J. Neuropsychopharmacol.
antagonist vocalizati al., 2002 5 (Suppl. 1):S100
ons
AR-A000002 5-HT Conflict ~ Pigeons 0.1 im, o.d. for + VI30 (food)/FRS Hudzik et Int. J. Neuropsychopharmacol.
antagonist test 5 days (shock) schedule al., 2002 5 (Suppl. 1):S100
was in use
AR-A000002 5-HT 3 Conflict Pigeons 0.3 im + VI30 (food)/FRS Hudzik et Int. J. Neuropsychopharmacol.
antagonist test (shock) schedule al., 2002 5 (Suppl. 1):S100
was in use
AR-A000002 5-HTip Conflict Squirrel monkeys im o VI30 (food)/FRS Hudzik et Int. J. Neuropsychopharmacol.
antagonist test (shock) schedule al., 2002 5 (Suppl. 1):S100
was in use
Aripiprazole D,; antagonist- Marble NMRI mice (20-22g) 10 sc, 60 + Bruins et Behav. Pharmacol. 19:145-152
5-HT, 5 burying al., 2008
receptor
agonist
Aripiprazole D,; antagonist- Elevated  ddY mice 1-3 po, 60 - Shibasaki et J. Pharmacol. Sci. 118:215-224
5-HT A plus-maze al., 2012
receptor
agonist
Aripiprazole D, antagonist- Elevated  ddY mice 3 po, 60 + The drug Shibasaki et J. Pharmacol. Sci. 118:215-224
5-HT 5 plus-maze attenuated al., 2012
receptor anxionegic-like
agonist effects of
ethanol
withdrawal
Aripiprazole D, antagonist- Elevated =~ WAG/RI]j rats (6-month-old) 1 ip, for 2 + Russo et al., Neuropharmacology 64:371-
5-HT A plus-maze weeks 2012 379
receptor
agonist
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Aripiprazole D,; antagonist- Open- WAG/Rij rats (6-month-old) 1-3 ip, for 2 + Russo et al., Neuropharmacology 64:371-
5-HT A field weeks 2012 379
receptor
agonist
AripiprazoletWAY  D,;antagonist- FElevated  ddY mice 3 po, 60 (o) Shibasaki et J. Pharmacol. Sci. 118:215-224
100635 (0.03-0.1 5-HT 4 plus-maze al., 2012
mg/kg) receptor
agonist
AripiprazoletWAY  D,;antagonist- Elevated — ddY mice 3 po, 60 (o) The drug Shibasaki et J. Pharmacol. Sci. 118:215-224
100635 (0.03-0.1 5-HT; 5 plus-maze attenuated al., 2012
mg/kg) receptor anxionegic-like
agonist effects of
ethanol
withdrawal
AZD3783 5-HT,p Distress Hartley guinea pig pups (0.2- sc, 0 0.5-2 + Zhang et al., J. Pharmacol. Exp. Ther.
antagonist vocalizati  0.4g) 2011 339:567-578
ons
B-20991 5-HT4 agonist Social Swiss mice (20-25g) 2.5-20 sc, 30 + Beneytez et  Eur. J. Pharmacol. 344:127-135
interaction al., 1998
B-20991 5-HT,, agonist Light/dark Swiss mice (20-25g) 2.5-10 sc, 30 + Beneytez et  Eur. J. Pharmacol. 344:127-135
test al., 1998
Barakol 5-HT Elevated = Wistar rats (150-170g) 10-50 ip, 30 + Thongsaard Pharmacol. Biochem. Behav.
antagonist plus-maze etal, 1996  53:753-758
BAY R 1531 5-HT;, agonist Elevated  PVG rats (180-260g) 0.1-1.2 ip, 30 - Observations Critchley et  Psychopharmacology 106:484-
plus-maze during 10-min al., 1992 490
BAY R 1531 5-HT4 agonist DPAG Rats 4-16 nmol dorsal + Graeffetal., Behav. Brain Res. 58:123-131
stimulatio PAG, 10 1993
n
BAY R 1531 5-HT,, agonist DPAG Wistar rats (200-250g) 4-16 nmol dorsal + Nogueira Pharmacol. Biochem. Behav.
stimulatio PAG, 10 and Graeff, 52:1-6
n 1995
Berberine MAO A Elevated  ICR mice (18-25g) 100-500 po, 60 + Pengetal., Life Sci. 75:2451-2462
inhibitor plus-maze 2004
Berberine MAO A Light/dark ICR mice (18-25g) 100-500 po, 60 + Pengetal., Life Sci. 75:2451-2462
inhibitor test 2004
Berberine+8-0H- MAO A Elevated  ICR mice (18-25g) 100 po, 60 + No interaction Peng etal.,, Life Sci. 75:2451-2462
DPAT (0.75 mg/kg)  inhibitor plus-maze 2004
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Berberine+buspirone MAO A Elevated  ICR mice (18-25g) 100 po, 60 ) Synergistic Pengetal, Life Sci. 75:2451-2462

(0.05 mg/kg) inhibitor plus-maze action 2004

Berberinetdiazepam MAO A Elevated  ICR mice (18-25g) 100 po, 60 + No interaction Pengetal., Life Sci. 75:2451-2462

(0.5 mg/kg) inhibitor plus-maze 2004

Berberine+DOI (1.5 MAO A Elevated  ICR mice (18-25g) 100 po, 60 + No interaction Pengetal.,, Life Sci. 75:2451-2462

mg/kg) inhibitor plus-maze 2004

Berberine+p-MPPI  MAO A Elevated  ICR mice (18-25g) 100 po, 60 + No interaction Pengetal., Life Sci. 75:2451-2462

(0.5 mg/kg) inhibitor plus-maze 2004

Berberinetritanserin - MAO A Elevated  ICR mice (18-25g) 100 po, 60 + No interaction Pengetal., Life Sci. 75:2451-2462

(0.01 mg/kg) inhibitor plus-maze 2004

BerberinetWAY MAO A Elevated  ICR mice (18-25g) 100 po, 60 + No interaction Peng etal.,, Life Sci. 75:2451-2462

100635 (0.3 mg/kg)  inhibitor plus-maze 2004

Bifeprunox D,; antagonist- Marble NMRI mice (20-22g) 0.0025-2.5  sc, 60 + Bruins et Behav. Pharmacol. 19:145-152
5-HT4 burying al., 2008
receptor
agonist

BMY 7378 5-HT4 partial ~ Conflict ~ Squirrel Monkeys (800-1050g)  0.003-0.1 im o FI3 Gleeson and Pharmacol. Biochem. Behav.
agonist test Barrett, 37:335-337

1990

BMY 7378 5-HT,, partial Conflict =~ White Carneau pigeons 0.03-3 im, 5 + Gleeson et J. Pharmacol. Exp. Ther.
agonist test al., 1989 250:809-817

BMY 7378 5-HT;, partial ~ Conflict White Carneau pigeons 1-5.6 im, 15 + FR30 and weak  Ahlers et J. Pharmacol. Exp. Ther.
agonist test effect al., 1992 260:474-481

BMY 7378 5-HT, partial ~ Conflict Pigeons 0.16 im, 5 + FR30 Colpaert et Drug Dev. Res. 26:21-48
agonist test al., 1992

BMY 7378 5-HT4 partial Light/dark Female T/O mice (22-30g) 1 sc, 30 + Asymmetric Bill et al., Br. J. Pharmacol. 98
agonist test compartments 1989 (Suppl.):679P

BMY 7378 5-HT,, partial Light/dark Female Tuck (T/O) mice (24- MED=1 sc, 30 + Bill and Br. J. Pharmacol. 111:151P
agonist test 35g) Fletcher,

1994

BMY 7378 5-HT,, partial ~ Ultrasonic Adult rats LED=3 ip + Molewijk et Br. Assoc. Psychopharmacol.,

agonist distress al., 1993 25-28th July, Cambridge :A12
vocalizati
ons

BMY 7378 5-HT4 partial ~ Ultrasonic Wistar rats (180-280g) 1-3 ip, 30 + 0.8 mA, 8s Molewijk et Psychopharmacology 117:32-

agonist distress electric shock al., 1995 40
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Mechanism Test Animals Doses Route Comments Reference
vocalizati
ons
BMY 7378 5-HT,, partial ~ Distress Guinea pig pups (5 day-old) 1-10 ip Molewijk et Psychopharmacology 128:31-
agonist vocalizati al., 1996 38
ons
BMY 7378 5-HT4 partial  Conflict ~ White Carneau pigeons (500- 0.2-1 im, 5 Koek etal., J. Pharmacol. Exp. Ther.
agonist test 650g) 1998 287:266-283
BP 554 5-HT;, agonist Elevated  CD rats (160-200g) 0.1-3 po, 60 Luscombe  Br. J. Pharmacol. 100
plus-maze etal., 1992  (Suppl.):356P
BRL 46470A 5-HT; Elevated  Sprague-Dawley rats 250-300g) 0.0001-0.1  po, 30 Asymmetric Blackburn ~ Psychopharmacology 110:257-
antagonist plus-maze compartments etal, 1993 264
BRL 46470A 5-HT; Light/dark CD1 mice 40-55g) 0.0025 ip, 30 Asymmetric Gao and Neuropharmacology 31:207-
antagonist test compartments Cutler, 1992 213
BRL 46470A 5-HT; Social CDI1 mice 40-55g) 0.0025-2.5  ip, 30 Familiar and Gao and Neuropharmacology 31:207-
antagonist interaction neutral box Cutler, 1992 213
BRL 46470A 5-HT; Social CDI1 mice 40-44g) 0.01 po, for 12- Familiar and Gao and Neuropharmacology 31:743-
antagonist interaction 14 days neutral box Cutler, 1992 748
(0.d.)
BRL 46470A 5-HT; Social Sprague-Dawley rats 250-300g) 0.0001-0.1  sc, 30 Blackburn ~ Psychopharmacology 110:257-
antagonist interaction etal, 1993 264
BRL 46470A 5-HT; Social Female CD1 mice 30-35g) 40 ng/l drinking Oestrous mice Gao and Neuropharmacology 32:969-
antagonist interaction fluid for 6-8 Cutler, 1993 975
days
BRL 46470A 5-HT; Social Female CD1 mice 30-35g) 40 ng/l drinking Dioestrous mice  Gao and Neuropharmacology 32:969-
antagonist interaction fluid for 6-8 Cutler, 1993 975
days
BRL 46470A 5-HT; Social CD1 mice 0.0025-2.5  ip, 30 Home cage Cutler, 1994 In: Ethology and
antagonist interaction Psychopharmacology, pp. 45-
58
BRL 46470A 5-HT; Social CD1 mice 0.0025-2.5  ip, 30 Neutral cage Cutler, 1994 In: Ethology and
antagonist interaction Psychopharmacology, pp. 45-
58
BRL 46470A 5-HT; Social CDI1 mice 0.0025 drinking Home cage Cutler, 1994 In: Ethology and
antagonist interaction fluid for 12- Psychopharmacology, pp. 45-
15 days 58
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BRL 46470A 5-HT; Free Cynomolgus monkeys 0.001-0.1 po, for 15 + Piperetal., In:2nd International
antagonist observatio days 1992 Symposium on Serotonin, from
n Cell Biology to Pharmacology
and Therapeutics, p. 36
BRL 46470A 5-HT; Elevated  Wistar rats (250-300g) 0.1 ip, 30 + Gargiulo et  Neuropsychobiology 33:189-
antagonist T-maze al., 1996 195
BRL 46470A 5-HT; Elevated  Wistar rats (250-300g) 0.3 ng amygdala - Gargiulo et  Neuropsychobiology 33:189-
antagonist T-maze al., 1996 195
BRL 46470A 5-HT; Elevated  Wistar rats (190-240g) 0,001-0,1 ip, 30 0 Setem et al., Pharmacol. Biochem. Behav.
antagonist plus-maze 1999 62:515-521
Buspirone 5-HT, partial ~ Geller- Rats 1 sc - Baduel et Neurosci. Lett. 26
agonist Seifter al., 1986 (Suppl.):S278
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Wistar rats (180-200g) 5 ip, 30 - VI30 Sanger, J. Pharmacol. Exp. Ther.
agonist Seifter 1992 261:513-517
conflict
test
Buspirone 5-HT partial ~ Geller- Rats 1-10 ip, 15 o Amrick and  Soc. Neurosi. Abstr. 12:907
agonist Seifter Bennett,
conflict 1986
test
Buspirone 5-HT, partial ~ Geller- Rats 1-10 ip, 30 o Amrick and  Soc. Neurosi. Abstr. 12:907
agonist Seifter Bennett,
conflict 1986
test
Buspirone 5-HT, partial ~ Geller- Rats 0.5-10 ip, 30 [ Gardner, Pharmacol. Biochem. Behav.
agonist Seifter 1986 24:1479-1485
conflict
test
Buspirone 5-HT;, partial ~ Geller- Rats 2 ip, 30 o Trial 2 Soubrié, In: Behavioural Pharmacology
agonist Seifter 1989 opf 5-HT, pp. 337-352
conflict
test
Buspirone 5-HT partial ~ Geller- Rats 2 ip, 30 o Trial 3 Soubrié, In: Behavioural Pharmacology
agonist Seifter 1989 opf 5-HT, pp. 337-352
conflict
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test
Buspirone 5-HT, partial ~ Geller- Wistar rats (250-270g) 0.04-10 sc, 60 VI30 Brocco et Behav. Pharmacol. 1:403-418
agonist Seifter al., 1990
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Wistar rats 1-10 ip, 15 De Vry et In: New Concepts in Anxiety,
agonist Seifter al., 1991 pp. 94-129
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Wistar rats (400-500g) 1.25-5 ip, 30 Sanger, J. Pharmacol. Exp. Ther.
agonist Seifter 1990 254:420-426
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Wistar rats (400-500g) 10-40 po, 30 Sanger, J. Pharmacol. Exp. Ther.
agonist Seifter 1990 254:420-426
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Albino mice (several months) 1-30 po, 30 Martin et Pharmacol. Biochem. Behav.
agonist Seifter al., 1993 46:905-910
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Albino mice (several months) 10 po, 30 After diazepam  Martin et Pharmacol. Biochem. Behav.
agonist Seifter treatment al., 1993 46:905-910
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Albino mice (several months) 5 po, for 4 Martin et Pharmacol. Biochem. Behav.
agonist Seifter weeks al., 1993 46:905-910
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Wistar rats (229-271g) 0.3 ip, 30 VI/FR4 Zhang and  Chung. Kuo. Yao. Li. Hsueh.
agonist Seifter Luo, 1993 Pao. 14:354-357
conflict
test
Buspirone 5-HT)4 partial ~ Geller- ddY mice (7-8-week-old) 1-10 po VI1.5/FRS Kuribara, Jpn. J. Pharmacol. 64:273-280
agonist Seifter 1994
conflict
test
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Buspirone 5-HT)4 partial ~ Geller- Sprague-Dawley rats 0.25-15 ip + Hartmann Proc. West Pharmac. Soc.
agonist Seifter and Geller, 24:179-181
conflict 1981
test
Buspirone 5-HT partial ~ Geller- Sprague-Dawley rats 2.5-5 po, 30 + Gellerand  J. Clin. Psychiatry 43:25-33
agonist Seifter Hartmann,
conflict 1982
test
Buspirone 5-HT)4 partial ~ Geller- Rats 10 + Weak effect Sullivanet  Soc. Neurosci. Abstr. 9:434
agonist Seifter al., 1983
conflict
test
Buspirone 5-HT partial ~ Geller- Rats 0.5 sc + Baduel et Neurosci. Lett. 26
agonist Seifter al., 1986 (Suppl.):S278
conflict
test
Buspirone 5-HT, partial ~ Geller- Sprague-Dawley rats (200- 0.3-3 ip, 60 + VI30/FR30 Mason et Psychopharmacology 92:30-34
agonist Seifter 225g) al., 1987
conflict
test
Buspirone 5-HT, partial ~ Geller- Sprague-Dawley rats (420- 5-40 po, 30 + Young et Eur. J. Pharmacol. 143:361-371
agonist Seifter 480g) al., 1987
conflict
test
Buspirone 5-HT;, partial ~ Geller- Rats 2 ip, 30 + Trial 1 Soubrié, In: Behavioural Pharmacology
agonist Seifter 1989 opf 5-HT, pp. 337-352
conflict
test
Buspirone 5-HT, partial ~ Geller- Rats 2 ip, 30 + Trial 4 Soubrié, In: Behavioural Pharmacology
agonist Seifter 1989 opf 5-HT, pp. 337-352
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Sprague-Dawley rats (330- 0.1-5.6 sc + FR30/FR10 and Witkin and  Behav. Pharmacol. 1:247-254
agonist Seifter 370g) weak effect Perez, 1990
conflict
test
Buspirone 5-HT, partial ~ Geller- Ovariectomized Long-Evans 5-10 po, 60 + FR1 Howard and Drug Dev. Res. 19:37-49
agonist Seifter female rats Pollard,
conflict 1990
test
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Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT, partial ~ Geller- Ovariectomized Long-Evans 5 po, 60 + FR10 Howard and Drug Dev. Res. 19:37-49
agonist Seifter female rats Pollard,
conflict 1990
test
Buspirone 5-HT partial ~ Geller- Ovariectomized Long-Evans 5 po, 60 + Rats never Howard and Drug Dev. Res. 19:37-49
agonist Seifter female rats treated before Pollard,
conflict 1990
test
Buspirone 5-HT)4 partial ~ Geller- Ovariectomized Long-Evans 1 sc, 60 + Howard and Drug Dev. Res. 19:37-49
agonist Seifter female rats Pollard,
conflict 1990
test
Buspirone 5-HT, partial ~ Geller- Rats 0.25-2 ip + Modified Geller- Thiébotet  Psychopharmacology 101:S57
agonist Seifter Seifter test al., 1990
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Sprague-Dawley rats (350- 1.1-10 ip, 20 + FI60 Panickar Pharmacol. Biochem. Behav.
agonist Seifter 500g) and 39:275-278
conflict McNaughto
test n, 1991
Buspirone 5-HT, partial ~ Geller- Wistar rats (250-350g) 0.25-2 ip, 30 + Modified Geller- Thiébotet  Psychopharmacology 103:415-
agonist Seifter Seifter test al., 1991 424
conflict
test
Buspirone 5-HT, partial ~ Geller- Rats 0.5-1 + FR8 Hascoétet  J. Psychopharmacol. 6:129
agonist Seifter al., 1992
conflict
test
Buspirone 5-HT, partial ~ Geller- Wistar rats (180-200g) 1.25 ip, 30 + VI30 Sanger, J. Pharmacol. Exp. Ther.
agonist Seifter 1992 261:513-517
conflict
test
Buspirone 5-HT)4 partial ~ Geller- Sprague-Dawley rats (200- 32 po, 30 + VI30/FR3 Simiand et  Fundam. Clin. Pharmacol.
agonist Seifter 250g) al., 1993 7:413-427
conflict
test
Buspirone 5-HT, partial ~ Geller- Sprague-Dawley rats (200- 1 sc, 15 + VI30/FR3 Simiand et  Fundam. Clin. Pharmacol.
agonist Seifter 250g) al., 1993 7:413-427
conflict
test
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Buspirone 5-HT)4 partial ~ Geller- Wistar AF rats (300-400g) 0.125-0.5 sc, 30 + FR8/FR1 Charrieret ~ Pharmacol. Biochem. Behav.
agonist Seifter al., 1994 48:281-289
conflict
test
Buspirone 5-HT partial ~ Geller- Wistar rats (250-300g) 0.125-0.5 ip, 30 + Modified test Hascoétet  J. Psychopharmacol. 8:227-237
agonist Seifter FR1/FR8 al., 1994
conflict
test
Buspirone 5-HT;, partial Vogel Wistar rats (180-220g) 0.005 hippocamp - Stefanski et Neuropharmacology 32:977-
agonist conflict us, 5 al., 1993 985
test
Buspirone 5-HT, partial  Vogel Wistar rats (180-220g) 0.005 nucleus - Stefanski et Neuropharmacology 32:977-
agonist conflict accumbens, al., 1993 985
test 5
Buspirone 5-HT4 partial  Vogel Rats 50 po 0 Goldberg et Neuropharmacology 22:1499-
agonist conflict al., 1983 1504
test
Buspirone 5-HT)4 partial  Vogel Rats 1.25-20 o Sullivanet  Soc. Neurosci. Abstr. 9:434
agonist conflict al., 1983
test
Buspirone 5-HT,, partial  Vogel Wistar rats (300-400g) 1-10 ip, 30 o Sanger et J. Pharmacol. Exp. Ther.
agonist conflict al., 1985 232:831-837
test
Buspirone 5-HT4 partial  Vogel Rats 2-10 po 0 Budhram et Br. J. Pharmacol. 88
agonist conflict al., 1986 (Suppl.):331P
test
Buspirone 5-HT)4 partial  Vogel Rats 2-10 po 0 Gardner, Pharmacol. Biochem. Behav.
agonist conflict 1986 24:1479-1485
test
Buspirone 5-HT4 partial  Vogel CD-COBS rats (200-300g) 0.0001-0.01 dorsal o Carlietal., Br. J. Pharmacol. 96:829-836
agonist conflict raphe, 10 1989
test
Buspirone 5-HT;, partial Vogel Wistar rats (220-240g) 0.04-10 sc, 60 o Modified Vogel Brocco et Behav. Pharmacol. 1:403-418
agonist conflict test al., 1990
test
Buspirone 5-HT4 partial  Vogel Female Long-Evans rats (225-  0.125-0.625 sc, 15 0 Predictable and  Costello et ~ Pharmacol. Biochem. Behav.
agonist conflict 249¢) moderate al., 1991 40:787-794
test predictable
shocks
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial Vogel Rats hippocamp o Plaznik et In: Serotonin 1991, 5-
agonist conflict us al., 1991 Hydroxytryptamine-CNS
test Receptors and Brain Function,
p. 190
Buspirone 5-HT)4 partial  Vogel CD rats (85-100g) 10-80 po, 60 + Oakley and  Eur. J. Pharmacol. 87:499-500
agonist conflict Jones, 1983
test
Buspirone 5-HT;, partial Vogel Sprague-Dawley rats (200g) 0.5-5 po, 30 + Modified Vogel Weissman  Drug Dev. Res. 4:83-93
agonist conflict test etal., 1984
test
Buspirone 5-HT4 partial  Vogel Rats 90 po, 30 + File, 1985 Neuropsychobiology 13:55-62
agonist conflict
test
Buspirone 5-HT)4 partial  Vogel Rats 1-10 po + Taylor et Pharmacol. Biochem. Behav.
agonist conflict al., 1985 23:687-694
test
Buspirone 5-HT)4 partial  Vogel Sprague-Dawley rats (250- 10 ip, 15 + Modified Vogel Eisonetal., Pharmacol. Biochem. Behav.
agonist conflict 350g) test 1986 24:701-707
test
Buspirone 5-HT,, partial  Vogel Sprague-Dawley rats (200- 0.6-1.2 sc, 15 + Pich and Psychopharmacology 89:125-
agonist conflict 250g) Samanin, 130
test 1986
Buspirone 5-HT,, partial  Vogel Rats 5.6-10 ip + Heym et al., Soc. Neurosci. Abstr. 13:455
agonist conflict 1987
test
Buspirone 5-HT)4 partial  Vogel Lister rats (200-250g) 0.0004- dorsal + Higginset  Br. J. Pharmacol. 90:658P
agonist conflict 0.002 raphe, 5 al., 1987
test
Buspirone 5-HT,, partial  Vogel Female rats (225-250g) 0.25-1 ip, 10 + Weak effect McCloskey  Pharmacol. Biochem. Behav.
agonist conflict etal, 1987  27:171-175
test
Buspirone 5-HT4 partial  Vogel Female rats (225-250g) 0.125-1 sc, 10 + McCloskey  Pharmacol. Biochem. Behav.
agonist conflict etal, 1987  27:171-175
test
Buspirone 5-HT4 partial  Vogel Sprague-Dawley rats (200- 5-10 ip, 30 + Modified Vogel Shimizuet Jpn.J. Pharmacol. 45:493-500
agonist conflict 300g) test al., 1987
test
Buspirone 5-HT,, partial  Vogel Sprague-Dawley rats (200- 20 po, 30 + Modified Vogel Shimizuet Jpn. J. Pharmacol. 45:493-500
agonist conflict 300g) test al., 1987
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test
Buspirone 5-HT, partial  Vogel Lister rats (210-270g) 0.0004-0.01 dorsal + Higgins et  Neuropharmacology 27:993-
agonist conflict raphe, 5 al., 1988 1001
test
Buspirone 5-HT)4 partial  Vogel Sprague-Dawley rats (240- 0.25-4 sc, 30 + Modified Vogel Gower and  Eur. J. Pharmacol. 155:129-137
agonist conflict 300g) test Tricklebank,
test 1988
Buspirone 5-HT)4 partial  Vogel Sprague-Dawley rats (240- 1-50 po, 30 + Modified Vogel Gower and  Eur. J. Pharmacol. 155:129-137
agonist conflict 300g) test Tricklebank,
test 1988
Buspirone 5-HT,, partial  Vogel Sprague-Dawley rats (170- 0.25-2 sc, 30 + Moser et al., Br. J. Pharmacol. 93
agonist conflict 210g) 1988 (Suppl.):3P
test
Buspirone 5-HT)4 partial  Vogel CD-COBS rats (200-300g) 0.001-0.005 median + Carlietal., Br. J. Pharmacol. 96:829-836
agonist conflict raphe, 10 1989
test
Buspirone 5-HT)4 partial  Vogel Sprague-Dawley rats (225- 0.125-2 ip, 10 + Modified Vogel Schefkeet  Psychopharmacology 99:427-
agonist conflict 275g) test and weak al., 1989 429
test effect
Buspirone 5-HT, partial  Vogel Sprague-Dawley rats (225- 2-4 ip, for 8 + Modified Vogel Schefkeet  Psychopharmacology 99:427-
agonist conflict 275g) weeks test al., 1989 429
test (b.i.d.)
Buspirone 5-HT;, partial Vogel Wistar rats 5-10 ip, 30 + De Vry et In: New Concepts in Anxiety,
agonist conflict al., 1991 pp. 94-129
test
Buspirone 5-HT4 partial  Vogel Sprague-Dawley rats 0.05-0.15 sc + Hibertand  Drugs Fut. 15:159-170
agonist conflict Moser, 1990
test
Buspirone 5-HT)4 partial  Vogel Sprague-Dawley rats (200- 0.25-1 sc, 30 + Moser et al., Br. J. Pharmacol. 99:343-349
agonist conflict 300g) 1990
test
Buspirone 5-HT)4 partial  Vogel Female Long-Evans rats (225-  0.125 sc, 15 + Unpredictable Costelloet  Pharmacol. Biochem. Behav.
agonist conflict 249¢) shocks al., 1991 40:787-794
test
Buspirone 5-HT,, partial  Vogel Wistar rats (150-166g) 10-20 po, 60 + Wada and Psychopharmacology 104:444-
agonist conflict Fukada, 450
test 1991
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Buspirone 5-HT;, partial Vogel Lister rats (200-280g) 0.0002 dorsal + Higgins et  Psychopharmacology 106:261-
agonist conflict raphe, 5 al., 1992 267
test
Buspirone 5-HT, partial  Vogel SPRD rats (200g) 0.04 ip, 30 + Horvath et  Acta Physiol. Hung. 79:153-
agonist conflict al., 1992 161
test
Buspirone 5-HT)4 partial  Vogel Wistar rats (195-245g) 8 ip, 30 + Porsolt et Drug Dev. Res. 27:389-402
agonist conflict al., 1992
test
Buspirone 5-HT)4 partial  Vogel Wistar rats (180-220g) 0.62-2.5 ip, 30 + Modified Vogel Stefanskiet Neuropharmacology 31:1251-
agonist conflict test al., 1992 1258
test
Buspirone 5-HT,, partial  Vogel Rats 0.62 + Stefanski et Pharmacol. Res. 25 (Suppl.):79-
agonist conflict al., 1992 80
test
Buspirone 5-HT;, partial Vogel Wistar rats (180-200g) 3-60 po, 60 + Modified Vogel Takao etal., Pharmacol. Biochem. Behav.
agonist conflict test 1992 43:503-508
test
Buspirone 5-HT)4 partial  Vogel Sprague-Dawley rats (211- 10 po, 30 + Modified Vogel Amano et Jpn. J. Pharmacol. 61:311-317
agonist conflict 347g) test al., 1993
test
Buspirone 5-HT, partial  Vogel Sprague-Dawley rats (211- 10 po, for 7 + Modified Vogel Amano et Jpn. J. Pharmacol. 61:311-317
agonist conflict 347g) days test al., 1993
test
Buspirone 5-HT;, partial Vogel Wistar rats (200-250g) 3-5 ip, 30 + Modified Vogel Korneyev Life Sci. 52:997-1004
agonist conflict test and
test Seredenin,
1993
Buspirone 5-HT, partial  Vogel Wistar rats (12-week-old) 10 ip, 30 + 0.16 and 0.32 Meneses Pharmacol. Biochem. Behav.
agonist conflict mA shocks and Hong,  46:569-573
test 1993
Buspirone 5-HT4 partial  Vogel Rats + Miyauchi et  Soc. Neurosci. Abstr. 19:1867
agonist conflict al., 1993
test
Buspirone 5-HT4 partial  Vogel Wistar rats (230-270g) 0.3-3pug hippocamp + Przegalinski Neuropharmacology 33:1109-
agonist conflict us,10 etal., 1994 1115
test
Buspirone 5-HT,, partial  Vogel Wistar rats (180-220g) 1-8 ip, 45 + 0.1 mA,2s Artaiz et al., Psychopharmacology 117:137-
agonist conflict 1995 148
test

100



Drug

Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial Vogel Rats + Porsolt et Soc. Neurosci. Abstr. 21:1131
agonist conflict al., 1995
test
Buspirone 5-HT, partial  Vogel Wistar rats 5-10 ip, 30 + Yamashita  Pharmacol. Biochem. Behav.
agonist conflict etal., 1995  50:477-479
test
Buspirone 5-HT)4 partial  Vogel Wistar rats 5-10 ip, for 7 + Yamashita ~ Pharmacol. Biochem. Behav.
agonist conflict days (0.d.) etal., 1995  50:477-479
test
Buspirone 5-HT4 partial  Conflict  Rats 0 Porsolt et Soc. Neurosci. Abstr. 21:1131
agonist test al., 1995
Buspirone 5-HT,, partial ~ Conflict Squirrel monkeys 5 - Sullivan et~ Soc. Neurosci. Abstr. 9:434
agonist test al., 1983
Buspirone 5-HT)4 partial ~ Conflict Squirrel monkeys 10 po 0 Goldberg et Neuropharmacology 22:1499-
agonist test al., 1983 1504
Buspirone 5-HT4 partial ~ Conflict ~ Squirrel monkeys 1.25-2.5 o Sullivanet  Soc. Neurosci. Abstr. 9:434
agonist test al., 1983
Buspirone 5-HT)4 partial ~ Conflict Monkeys 0.01-0.3 iv, 10 0 Wettstein, Eur. J. Pharmacol. 151:341-344
agonist test 1988
Buspirone 5-HT, partial ~ Conflict Squirrel Monkeys (800-1050g)  0.003-0.1 im o FI3 Gleeson and Pharmacol. Biochem. Behav.
agonist test Barrett, 37:335-337
1990
Buspirone 5-HT)4 partial ~ Conflict Squirrel monkeys 0.25-15 im + Hartmann Proc. West Pharmac. Soc.
agonist test and Geller, 24:179-181
1981
Buspirone 5-HT4 partial  Conflict =~ Cynomolgus monkeys (4-7 kg)  0.5-5 im, 60 + Gellerand  J. Clin. Psychiatry 43:25-33
agonist test Hartmann,
1982
Buspirone 5-HT,, partial ~ Conflict Squirrel monkeys (0.7-0.8 kg) 3-30 po, 30 + Weissman  Drug Dev. Res. 4:83-93
agonist test etal., 1984
Buspirone 5-HT, partial ~ Conflict Pigeons 0.03-10 im + Barrett et Fed. Proc. 43: 931
agonist test al., 1984
Buspirone 5-HT4 partial  Conflict =~ White Carneau Pigeons 0.03-10 im, 5 + Barrett et J. Pharmacol. Exp. Ther.
agonist test al., 1986 238:1009-1013
Buspirone 5-HT4 partial ~ Conflict ~ Pigeons 0.03-3 im, 0 + Witkin and ~ Pharmacol. Biochem. Behav.
agonist test Barrett, 24:751-756
1986
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Buspirone 5-HT4 partial  Conflict ~ White Carneau Pigeons (480- 0.1-5.6 im, 5 + FR30 Witkin et J. Pharmacol. Exp. Ther.
agonist test 528g) al., 1987 243:970-977
Buspirone 5-HT,, partial Conflict =~ White Carneau Pigeons 0.1-10 im, 0 + FR30 Mansbach et J. Pharmacol. Exp. Ther.
agonist test al., 1988 246:114-120
Buspirone 5-HT4 partial  Conflict =~ White Carneau Pigeons 0.1-10 im, 0 + FR30 Mansbach et J. Pharmacol. Exp. Ther.
agonist test al., 1988 246:114-120
Buspirone 5-HT 4 partial ~ Conflict =~ White Carneau Pigeons (500- 0.63 im, 5 + FR30 Brocco et Behav. Pharmacol. 1:403-418
agonist test 600g) al., 1990
Buspirone 5-HT4 partial  Conflict =~ White Carneau Pigeons 0.3-5.6 + FR30 Nader, 1991 Pharmacol. Biochem. Behav.
agonist test 38:611-616
Buspirone 5-HT,, partial Conflict =~ White Carneau Pigeons 0.1-3 im, 15 + FR30 Nanry et al., Drug Dev. Res. 24:269-276
agonist test 1991
Buspirone 5-HT, partial ~ Conflict Pigeons 0.63 im, 5 + FR30 Colpaertet  Drug Dev. Res. 26:21-48
agonist test al., 1992
Buspirone 5-HT4 partial  Conflict =~ White Carneau Pigeons 0.03-3 im, 0 + Barrettand ~ Psychopharmacology 112:1-12
agonist test Vanover,
1993
Buspirone 5-HT4 partial  Conflict =~ White Carneau pigeons (1 year) 0.1-3 im, 0 + VI1/VI3/FR10  Wojnicki Psychopharmacology 112:26-
agonist test and Barrett, 33
1993
Buspirone 5-HT,, partial  Conflict =~ White Carneau pigeons (1 year) 0.1-3 im, 0 + VI3/VI1/FR10  Wojnicki Psychopharmacology 112:26-
agonist test and Barrett, 33
1993
Buspirone 5-HT;, partial Conflict =~ White Carneau Pigeons (500- 0.63 im, 5 + FR30:FR30 Kleven and J. Pharmacol. Exp. Ther.
agonist test 650g) Koek, 1996 276:388-397
Buspirone 5-HT; partial Timeout  Holtzman specific-pathogen 0.5-2 ip, 15 0 VI Galizio et Pharmacol. Biochem. Behav.
agonist from free rats (80-120 day-old) al., 1990 37:235-238
avoidance
procedure
Buspirone 5-HT4 partial Timeout  Holtzman specific-pathogen 0.3-1 ip, 15 0 VI1S5 Galizio et Behav. Pharmacol. 4:487-493
agonist from free rats (80-120 day-old) al., 1993
avoidance
procedure
Buspirone 5-HT)4 partial ~ Acquisitio Sprague-Dawley rats (300- 0.1 ip, for 60 + FI60-S Zhu and J. Psychopharmacol. 9:326-330
agonist n of fixed 500g) days (3 McNaughto
interval times a day) n, 1995
schedule
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Buspirone 5-HT;, partial Condition Wistar rats (400-500g) 1.25-5 ip, 30 Sanger, J. Pharmacol. Exp. Ther.
agonist ed 1990 254:420-426

emotional
response

Buspirone 5-HT,, partial Avoidanc Rats 1 30 Caffeine- Martin, In: Anxiety - Neurobiological,

agonist e test pretreated rats 1993 Clinical and Therapeutic
Aspects, p. 203

Buspirone 5-HT4 partial Elevated  Lister rats (250-350g) 4-8 ip, 30 Pellow et J. Pharm. Pharmacol. 39:917-
agonist plus-maze al., 1987 928

Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (250- 0.125-2 sc, 30 Moser et al., Br. J. Pharmacol. 93
agonist plus-maze 300g) 1988 (Suppl.):3P

Buspirone 5-HT,, partial Elevated  Sprague-Dawley rats (200- 0.25-1 sc, 30 Moser, 1989 Psychopharmacology 99:48-53
agonist plus-maze 300g)

Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (200- 1 sc, for 16 Moser, 1989 Psychopharmacology 99:48-53
agonist plus-maze 300g) days (x 2)

Buspirone 5-HT;, partial Elevated  Sprague-Dawley rats (200- 0.125-2 sc, 30 PCPA Moser, 1989 Psychopharmacology 99:48-53
agonist plus-maze 300g) pretreatment

Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (200- 1-2 sc, 30 Decreased total  Moser, 1989 In: Behavioural Pharmacology
agonist plus-maze 300g) open arm entries of 5-HT, pp. 371-375

Buspirone 5-HT,, partial  Elevated  Sprague-Dawley rats (140- 1 Redfern and Br. J. Pharmacol. 98
agonist plus-maze 230g) Williams, (Suppl.):682P

1989

Buspirone 5-HT)4 partial Elevated  Rats 1-4 Kostowski  Psychopharmacology 101:S31
agonist plus-maze etal., 1990

Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (200- 0.015-2 sc, 30 Moser et al., Br. J. Pharmacol. 99:343-349
agonist plus-maze 300g) 1990

Buspirone 5-HT 4 partial Elevated  Lister rats (180g) 0.8 sc, 15 File and Psychopharmacology 105:578-
agonist plus-maze Andrews, 582

1991

Buspirone 5-HT;, partial Elevated  Sprague-Dawley rats (200- 0.1-1 sc, 30 Locomotion Klint, 1991  Behav. Pharmacol. 2:481-489
agonist plus-maze 250g) decreased

Buspirone 5-HT;, partial Elevated  Long-Evans rats (320-340g) 1.25 ip, 15 Lal et al., Alcohol 8:467-471
agonist plus-maze 1991

Buspirone 5-HT 4 partial Elevated  PVG rats (180-260g) 0.025-5 ip, 30 Locomotion Critchley et Psychopharmacology 106:484-
agonist plus-maze decreased and al., 1992 490
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observations
during 10-min
Buspirone 5-HT,, partial Elevated  Wistar rats (345-405g) 0.06, 0.25-4 ip, 30 - Kostowski ~ Pharmacol. Toxicol. 71:24-30
agonist plus-maze etal., 1992
Buspirone 5-HT;, partial Elevated  Rats - Onaivi, Soc. Neurosci. Abstr. 19:755
agonist plus-maze 1993
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (300g) 4-8 ip, 15 - Dawsonet  Psychopharmacology 118:316-
agonist plus-maze al., 1995 323
Buspirone 5-HT4 partial Elevated  Lister rats (250-350g) 0.5-20 ip, 30 o Pellow and  Pharmacol. Biochem. Behav.
agonist plus-maze File, 1986 24:525-529
Buspirone 5-HT4 partial Elevated  Rats 0.5-20 0 File et al., Br. J. Pharmacol. 90:265P
agonist plus-maze 1987
Buspirone 5-HT,, partial  Elevated  Lister rats (300-400g) 2 ip, 40 o Moulton Br. J. Pharmacol. 101
agonist plus-maze and (Suppl.):516P
Morinan,
1990
Buspirone 5-HT;, partial Elevated  Wistar rats (151-202g) 2.5-20 po, 60 o Wada and Psychopharmacology 104:444-
agonist plus-maze Fukada, 450
1991
Buspirone 5-HT,, partial  Elevated  PVG rats (200-260g) 0.05 ip, 30 o Observations Critchley et  Br. J. Pharmacol. 94
agonist plus-maze during 10-min al., 1988 (Suppl.):389P
Buspirone 5-HT;, partial Elevated  SPRD rats (200g) 0.08-1.25 ip, 30 0 Horvathet  Acta Physiol. Hung. 79:153-
agonist plus-maze al., 1992 161
Buspirone 5-HT4 partial Elevated = BALB/cBylJ (8-week-old) ip, 30 o Seale et al.,  Clin. Neuropharmacol. 15 (Part
agonist plus-maze 1992 B):538B
Buspirone 5-HT4 partial Elevated  Lister rats (170g) 0.2 sc, 15 o File and Behav. Pharmacol. 5:99-102
agonist plus-maze Andrews,
1994
Buspirone 5-HT,, partial  Elevated  Lister rats (170g) 0.2 sc, 15 0 Diazepam File and Behav. Pharmacol. 5:99-102
agonist plus-maze pretreatment Andrews,
1994
Buspirone 5-HT4 partial Elevated  Rats 0.01-2.5 sc o Millan et Soc. Neurosci. Abstr. 20:1544
agonist plus-maze al., 1994
Buspirone 5-HT4 partial Elevated  Wistar rats (180-220g) 0.1-1 ip, 30 0 0.1 mA,2s Artaiz et al., Psychopharmacology 117:137-
agonist plus-maze 1995 148
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Buspirone 5-HT;, partial Elevated  Wistar rats (210-230g) ip, 30 o Petkov et Methods Find. Exp. Clin.
agonist plus-maze al., 1995 Pharmacol. 17:659-668
Buspirone 5-HT,, partial Elevated  Wistar rats (225-250g) 0.5-1 ip, 30 + Dunnetal.,, Eur. J. Pharmacol. 169:1-10
agonist plus-maze 1989
Buspirone 5-HT,, partial Elevated  Wistar rats (180-220g) 0.0025 hippocamp + Kostowski  Psychiatr. Pol. 23:117-124
agonist plus-maze us, 20 etal., 1989
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (250- 8-2048 nmol sc, 10 + Soderpalm  Pharmacol. Biochem. Behav.
agonist plus-maze 350g) etal, 1989  32:259-265
Buspirone 5-HT4 partial Elevated  Wistar rats (150-200g) 2 30 + Kshamaet  Behav. Neural. Biol. 54:234-
agonist plus-maze al., 1990 253
Buspirone 5-HT4 partial Elevated  DBA/2 mice (12-14 week-old)  1-10 ip, 15 + Lee and Behav. Pharmacol. 2:491-496
agonist plus-maze Rodgers,
1991
Buspirone 5-HT4 partial Elevated  Wistar rats (345-405g) 0.125 ip, 30 + Kostowski ~ Pharmacol. Toxicol. 71:24-30
agonist plus-maze etal., 1992
Buspirone 5-HT;, partial  Elevated  CD rats (160-200g) 0.01-3 po, 60 + Luscombe  Br. J. Pharmacol. 100
agonist plus-maze etal., 1992  (Suppl.):356P
Buspirone 5-HT4 partial Elevated = DBA/2 mice (10-14 week-old)  1.25-5 ip, 20 + Additional Cole and Psychopharmacology 114:288-
agonist plus-maze measures of Rodgers, 296
anxiety 1994
Buspirone 5-HT,, partial  Elevated = DBA/2 mice (10-14 week-old)  1.25-5 ip, for 15 + Additional Cole and Psychopharmacology 114:288-
agonist plus-maze days (0.d.) measures of Rodgers, 296
anxiety 1994
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (250- 10 ip, for 5 + Soderpalm  Eur. J. Pharmacol. 239:69-73
agonist plus-maze 350g) weeks etal., 1993
(b.i.d.)
Buspirone 5-HT 4 partial Elevated  Wistar rats (213-263g) 1 ip, 20 + Zhang and ~ Chung. Kuo. Yao. Li. Hsueh.
agonist plus-maze Luo, 1993 Pao. 14:354-357
Buspirone 5-HT,, partial Elevated  Wistar rats (150-200g) 1 30 + Korkmaz et Neurosci. Res. Comm. 14:125-
agonist plus-maze al., 1994 132
Buspirone 5-HT,, partial ~ Light/dark Wistar rats (150-200g) 2 30 o Asymmetric Kshamaet  Behav. Neural. Biol. 54:234-
agonist test compartments al., 1990 253
Buspirone 5-HT4 partial ~Light/dark C57BL/6J mice (18-20g) 0.1-1 sc, 15 0 Asymmetric Simiand et  Fundam. Clin. Pharmacol.
agonist test compartments al., 1993 7:413-427
Buspirone 5-HT4 partial ~Light/dark Rats 0.1 sc, 15 + Weak effect Pich and Psychopharmacology 89:125-
agonist test Samanin, 130
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1986
Buspirone 5-HT,, partial  Light/dark Mice (25-35g) 0.06-4 ip, 30 + Asymmetric Costall et Rev. Neurosci. 2:41-65
agonist test compartments al., 1988
Buspirone 5-HT,, partial  Light/dark Mice 3.16-10 ip + Young and  Soc. Neurosci. Abstr. 14:207
agonist test Johnson,
1988
Buspirone 5-HT;, partial ~ Light/dark Mice 10-56.2 po + Young and  Soc. Neurosci. Abstr. 14:207
agonist test Johnson,
1988
Buspirone 5-HT4 partial ~Light/dark Female T/O mice (22-30g) 1 sc, 30 + Asymmetric Bill et al., Br. J. Pharmacol. 98
agonist test compartments 1989 (Suppl.):679P
Buspirone 5-HT 4 partial ~Light/dark CD-COBS rats (200-300g) 0.1 sc, 15 + Transitions only Carlietal., Br. J. Pharmacol. 96:829-836
agonist test 1989
Buspirone 5-HT4 partial Light/dark CD-COBS rats (200-300g) 0.005 median + Transitions only Carlietal.,,  Br. J. Pharmacol. 96:829-836
agonist test raphe, 10 1989
Buspirone 5-HT)4 partial ~Light/dark Mice C57Bl/6J (18-20g) 0.1-10 sc, 20 + Kilfoil et Neuropharmacology 28:901-
agonist test al., 1989 905
Buspirone 5-HT4 partial Light/dark BKW mice (20-30g) 0.25-1 ip, 45 + Asymmetric Costall et Br. J. Pharmacol. 96:325-332
agonist test compartments al., 1989
and rears
Buspirone 5-HT4 partial ~Light/dark ICR mice (20-35g) 1-5 ip, 30 + Transitions and  Onaiviand  Prog. Neuropsychopharmacol.
agonist test asymmetric Martin, Biol. Psychiatry 13:963-976
compartments 1989
Buspirone 5-HT4 partial ~Light/dark BKW mice (30-35g) 0.125-4 ip, 45 + Asymmetric Barnes et Pharmacol. Biochem. Behav.
agonist test compartments al., 1991 40:89-96
Buspirone 5-HT4 partial Light/dark Mice 0.25-2 ip, for 7 + Asymmetric Costall and  Therapie 46:437-444
agonist test days (0.d.) compartments Naylor,
1991
Buspirone 5-HT;, partial ~ Light/dark Female ICR-DUB mice (17- 3.16-17.8 ip, 30 + Asymmetric Young and  Eur. J. Pharmacol. 201:151-155
agonist test 35g) compartments Johnson,
1991
Buspirone 5-HT4 partial ~Light/dark BKW mice (25-30g) 0.25-2 ip, 40 + Asymmetric Costall et Pharmacol. Toxicol. 70:157-
agonist test compartments al., 1992 162
Buspirone 5-HT; partial Light/dark Female Tuck (T/O) mice (24- MED=1 sc, 30 + Bill and Br. J. Pharmacol. 111:151P
agonist test 35g) Fletcher,
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1994
Buspirone 5-HT,, partial  Light/dark Swiss mice (20-25g) 0.25-2 ip, 45 + Asymmetric Artaiz et al., Psychopharmacology 117:137-
agonist test compartments 1995 148
Buspirone 5-HT4 partial Light/dark Mice 30 po + Locomotion Inagawa et  Soc. Neurosci. Abstr. 21:978
agonist test decreased al., 1995
Buspirone 5-HT4 partial Light/dark Lundbeck mice strain (30-35g)  0.024-0.12  sc, 30 + Asymmetric Sanchez, Pharmacol. Toxicol. 77:71-78
agonist test pmol/kg compartments 1995
Buspirone 5-HT4 partial ~Light/dark ddY mice (4-week-old) 0.25-1 ip, 30 + Modified test Shimada et  Gen. Pharmacol. 26:205-210
agonist test al., 1995
Buspirone 5-HT,, partial Holeboard Wistar rats (150-200g) 2 30 + Kshama et  Behav. Neural. Biol. 54:234-
agonist al., 1990 253
Buspirone 5-HT4 partial ~ Social Wistar rats 2.5 ip, 15 - De Vry et In: New Concepts in Anxiety,
agonist interaction al., 1991 pp- 94-129
Buspirone 5-HT;, partial ~ Social Rats o HLU File, 1984 In: Drugs in Psychiatry, pp. 13-
agonist interaction 30
Buspirone 5-HT partial ~ Social Rats 0.25-2.5 30 0 File, 1984 In: Drugs in Psychiatry, pp. 13-
agonist interaction 30
Buspirone 5-HT, partial ~ Social Wistar rats (180-200g) 5-10 po, 30 o Familiar Guy and Neuropsychobiology 13:194-
agonist interaction congener Gardner, 200
1985
Buspirone 5-HT)4 partial ~ Social DAP mice (22-30g) 0.3-10 ip, 30 o Isolated mice Olivier et Psychopharmacology 97:154-
agonist interaction al., 1989 156
Buspirone 5-HT)4 partial ~ Social Sprague-Dawley rats (225- 0.125-2 ip, 45 0 HLU Barnes et Pharmacol. Biochem. Behav.
agonist interaction 275g) al., 1991 40:89-96
Buspirone 5-HT)4 partial ~ Social Lister rats (180g) 0.2-0.8 sc, 15 o File and Psychopharmacology 105:578-
agonist interaction Andrews, 582
1991
Buspirone 5-HT4 partial ~ Social Lister rats (200-280g) 0.00004- dorsal 0 Higginset  Psychopharmacology 106:261-
agonist interaction 0.0002 raphe, 5 al., 1992 267
Buspirone 5-HT)4 partial ~ Social Rats 0.2 sc, 15 0 Andrews Psychopharmacology 112:21-
agonist interaction and File, 25
1993
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Buspirone 5-HT;, partial ~ Social Wistar rats (180-200g) 5-20 po, 30 + Familiar Guy and Neuropsychobiology 13:194-
agonist interaction congener Gardner, 200

1985

Buspirone 5-HT, partial ~ Social Lister rats (200-250g) 0.0004- dorsal + HLU Higgins et  Br. J. Pharmacol. 90:658P
agonist interaction 0.002 raphe, 5 al., 1987

Buspirone 5-HT)4 partial ~ Social Lister rats (210-270g) 0.004-0.01  dorsal + LLF Higgins et  Neuropharmacology 27:993-
agonist interaction raphe, 5 al., 1988 1001

Buspirone 5-HT)4 partial ~ Social Mice 10 sc, 30 + Schreur, Behav. Neurosci. 102:163-172
agonist interaction 1988

Buspirone 5-HT)4 partial ~ Social Wistar rats (225-250g) 5-10 ip, 30 + Dunn etal., Eur. J. Pharmacol. 169:1-10
agonist interaction 1989

Buspirone 5-HT,, partial ~ Social Female and male DBA/2 mice 2.3-2.6 po, for 5-10 + HLU Cutler, 1991 Neuropharmacology 30:299-
agonist interaction (24-36g) days (0.d.) 306

Buspirone 5-HT4 partial ~ Social Wistar rats 1.25 ip, 15 + De Vry et In: New Concepts in Anxiety,
agonist interaction al., 1991 pp. 94-129

Buspirone 5-HT)4 partial ~ Social Lister rats (250-300g) 1-2 ip, 40 + HLU Costall et Pharmacol. Toxicol. 70:157-
agonist interaction al., 1992 162

Buspirone 5-HT 4 partial ~ Social CD1 mice (40-44g) 34 po, for 12- + HLU and LLF Gao and Neuropharmacology 31:743-
agonist interaction 14 days Cutler, 1992 748

Buspirone 5-HT, partial ~ Social Lister rats (200-280g) 0.00004- dorsal + HLU Higginset  Psychopharmacology 106:261-
agonist interaction 0.0002 raphe, 5 al., 1992 267

Buspirone 5-HT4 partial ~ Social CD1 mice (35-45g) 1-5 ip, 30 + Home cage Gao and Neuropharmacology 32:265-
agonist interaction Cutler, 1993 272

Buspirone 5-HT;, partial ~ Social CDI1 mice (35-45g) 1-5 ip, 30 + Neutral cage Gao and Neuropharmacology 32:265-
agonist interaction Cutler, 1993 272

Buspirone 5-HT 4 partial ~ Social Female CD1 mice (30-35g) 12.8 mg/l drinking + Oestrous mice Gao and Neuropharmacology 32:969-
agonist interaction fluid for 6-8 Cutler, 1993 975

days

Buspirone 5-HT, partial ~ Social Female CD1 mice (30-35g) 12.8 mg/l drinking + Dioestrous mice Gao and Neuropharmacology 32:969-

agonist interaction fluid for 6-8 Cutler, 1993 975
days

Buspirone 5-HT4 partial ~ Social Wistar rats (213-263g) 1 ip, 15 + Zhang and ~ Chung. Kuo. Yao. Li. Hsueh.
agonist interaction Luo, 1993 Pao. 14:354-357

Buspirone 5-HT 4 partial ~ Social Lister rats (170g) 0.2 sc, 15 + File and Behav. Pharmacol. 5:99-102
agonist interaction Andrews,
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1994
Buspirone 5-HT, partial ~ Social Lister rats (170g) 0.2 sc, 15 + Diazepam File and Behav. Pharmacol. 5:99-102
agonist interaction pretreatment Andrews,
1994
Buspirone 5-HT;, partial ~ Social CDI1 mice 1-5 ip, 30 + Neutral cage Cutler, 1994 In: Ethology and
agonist interaction Psychopharmacology, pp. 45-
58
Buspirone 5-HT,, partial ~ Social CDI1 mice 1-5 ip, 30 + Home cage Cutler, 1994 In: Ethology and
agonist interaction Psychopharmacology, pp. 45-
58
Buspirone 5-HT4 partial ~ Social CD1 mice 1 drinking + Home cage Cutler, 1994 In: Ethology and
agonist interaction fluid for 12- Psychopharmacology, pp. 45-
15 days 58
Buspirone 5-HT)4 partial  Open- Sprague-Dawley rats (330- 0.04-10 ip, 20 - 15W Panickar J. Psychopharmacol. 5:72-76
agonist field 420g) and
McNaughto
n, 1991
Buspirone 5-HT)4 partial  Open- Rats (180-220g) 0.1-5 pg nucleus - Plaznik et Pharmacol. Biochem. Behav.
agonist field accumbens, al., 1991 39:43-48
5
Buspirone 5-HT;, partial  Open- CD-COBS rats (200-300g) 0.1-1 sc, 15 o Non-stressed Carlietal.,, Neuropharmacology 28:471-
agonist field rats 1989 476
Buspirone 5-HT 4 partial  Open- Wistar rats (180-220g) 0.0001- nucleus 0 Stefanski et  Neuropharmacology 32:977-
agonist field 0.005 accumbens, al., 1993 985
5
Buspirone 5-HT4 partial  Open- CD-COBS rats (200-300g) 0.1-1 sc, 15 + Stressed rats Carlietal., Neuropharmacology 28:471-
agonist field 1989 476
Buspirone 5-HT;, partial  Open- Rats hippocamp + Plaznik et In: Serotonin 1991, 5-
agonist field us al., 1991 Hydroxytryptamine-CNS
Receptors and Brain Function,
p. 190
Buspirone 5-HT, partial  Open- SPRD rats (200g) 0.62 ip, 30 + Horvathet  Acta Physiol. Hung. 79:153-
agonist field al., 1992 161
Buspirone 5-HT4 partial  Open- Wistar rats (180-220g) 0.3-2.5 ip, 30 + 65 dB noise Stefanski et Neuropharmacology 31:1251-
agonist field al., 1992 1258
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Buspirone 5-HT;, partial  Open- Rats 0.62-2.5 + Stefanski et Pharmacol. Res. 25 (Suppl.):79-
agonist field al., 1992 80
Buspirone 5-HT, partial  Open- Female and male Wistar rats 1.25-2.5 ip, 30 + Sedation? Hughes, Life Sci. 53:1217-1225
agonist field (180-day-old) 1993
Buspirone 5-HT4 partial  Open- Wistar rats (180-220g) 0.0025- hippocamp + Stefanski et Neuropharmacology 32:977-
agonist field 0.005 us, 5 al., 1993 985
Buspirone 5-HT4 partial ~ Staircase ~ CD1 mice (22-25g) 8-128 po, 30 0 Simiand et  Fundam. Clin. Pharmacol.
agonist test al., 1993 7:413-427
Buspirone 5-HT)4 partial ~ Staircase  Rats 10-20 po + Boaventura  Neurosci. Lett. 26
agonist test etal., 1986  (Suppl.):S278
Buspirone 5-HT,, partial Defense Female and male Rattus rattus 10-20 ip, 30 + Blanchard et In: Behavioural Pharmacology
agonist test (100-250g) al., 1989 of 5-HT, pp. 145-147
battery
Buspirone 5-HT4 partial Reaction  Mice o Hendrie and J. Psychopharmacol. 6:125
agonist towards Neill, 1992
Tawny
Owl call
Buspirone 5-HT)4 partial ~ Ultrasonic Rats ED50>30 sc, 210 0 Foot-shocks Bartoszyk et Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
Buspirone 5-HT4 partial ~ Ultrasonic Wistar rats (9-11-day-old) 1-3 30 + Warm condition Mos and In: Behavioural Pharmacology
agonist distress Olivier, of 5-HT, pp. 361-366
vocalizati 1989
ons
Buspirone 5-HT4 partial ~ Ultrasonic Wistar rats (9-11-day-old) 1-3 30 + Cold condition =~ Mos and In: Behavioural Pharmacology
agonist distress Olivier, of 5-HT, pp. 361-366
vocalizati 1989
ons
Buspirone 5-HT4 partial ~ Ultrasonic Wistar rats 1-10 ip, 15 + De Vry et In: New Concepts in Anxiety,
agonist distress al., 1991 pp- 94-129
vocalizati
ons
Buspirone 5-HT)4 partial ~ Ultrasonic Rats + Schipper et Hum. Psychopharmacol. 6:53-
agonist distress al., 1991 61
vocalizati
ons
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Buspirone 5-HT4 partial ~ Ultrasonic AP mice (4-6 day-old) 3-6 30 + Nastiti et Neurosci. Biobehav. Rev.
agonist distress al., 1991 15:483-487
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic Sprague-Dawley rats ( 9-11- 0.3-3 sc, 30 + Winslow Prog. Neuropsychopharmacol.
agonist distress day-old) and Insel, Biol. Psychiatry 15:745-757
vocalizati 1991
ons
Buspirone 5-HT;, partial ~ Ultrasonic Rats 0.03-0.3 sc + Winslow Prog. Neuropsychopharmacol.
agonist distress and Insel,  Biol. Psychiatry 15:745-757
vocalizati 1991
ons
Buspirone 5-HT,, partial ~ Ultrasonic Wistar rats ED50=2 ip, 15 + De Vry et Eur. J. Pharmacol. 249:331-339
agonist distress al., 1993
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Wistar rats ED50=7.5 po, 30 + De Vry et Eur. J. Pharmacol. 249:331-339
agonist distress al., 1993
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic  Adult rats LED=1 ip + Molewijk et Br. Assoc. Psychopharmacol.,
agonist distress al., 1993 25-28th July, Cambridge :A12
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Wistar rats (150-175g) ED50=0.38 sc, 30 + Four 1.0 mA Sanchez, Behav. Pharmacol. 4:269-277
agonist distress inescapable 1993
vocalizati footshocks
ons
Buspirone 5-HT,, partial ~ Ultrasonic Wistar rats (220-250g) ED50=0.588 1ip, 15 + Schreiber Prog. Neuropsychopharmacol.
agonist distress and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
Buspirone 5-HT;, partial ~ Ultrasonic Wistar rats (220-250g) ED50=0.000 dorsal + Schreiber Prog. Neuropsychopharmacol.
agonist distress 06 raphe, 5 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
Buspirone 5-HT,, partial ~ Ultrasonic Wistar rats (220-250g) ED50=0.021 hippocamp + Schreiber Prog. Neuropsychopharmacol.
agonist distress 9 us, 5 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
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Buspirone 5-HT;, partial ~ Ultrasonic Wistar rats (220-250g) ED50=0.012 amygdala, 5 + Schreiber Prog. Neuropsychopharmacol.
agonist distress 9 and De Vry, Biol. Psychiatry 17:87-104
vocalizati 1993
ons
Buspirone 5-HT,, partial ~ Ultrasonic Sprague-Dawley rats (11-day-  0.3-3 sc, 30 + Albinsson et Eur. J. Pharmacol. 261:285-294
agonist distress old) al., 1994
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Rats ED50=7.1 po, 30 + Foot-shocks Bartoszyk et Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic Rats ED50=0.36  sc, 30 + Foot-shocks Bartoszyk et Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Rats ED50=10.1 po, 120 + Foot-shocks Bartoszyk et  Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic Rats ED50=5.3 sc, 120 + Foot-shocks Bartoszyk et Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Rats ED50=15.4 po, 210 + Foot-shocks Bartoszyk et  Soc. Neurosci. Abstr. 20:386
agonist distress al., 1994
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic Wistar rats (180-280g) 1-3 ip, 30 + 0.8mA, 8s Molewijk et Psychopharmacology 117:32-
agonist distress electric shock al., 1995 40
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Wistar rats (7-12-day-old) 0.1-3 ip + Salter et al., Neuropharmacology 34:217-
agonist distress 1995 227
vocalizati
ons
Buspirone 5-HT,, partial Face-to-  CF-1 mice (18-29g) 10 sc, 20 + Piercey et J. Pharmacol. Exp. Ther.
agonist face test al., 1994 268:1304-1310
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Buspirone 5-HT;, partial ~ Center test Sprague-Dawley rats (170- 10 sc, 20 Piercey et J. Pharmacol. Exp. Ther.
agonist (thigmota  190g) al., 1994 268:1304-1310
xis)
Buspirone 5-HT,, partial ~ Center test Swiss mice (20-25g) 7.5-15 sc, 20 Simon et al., Behav. Brain Res. 61:59-64
agonist (thigmota 1994
Xis)
Buspirone 5-HT4 partial ~ Social Wistar rats (120g) 0.6-1.25 ip, 30 Joly and Behav. Pharmacol. 2:205-213
agonist competitio Sanger,
n 1991
Buspirone 5-HT)4 partial ~ Social Rats 0.3-5 Sanger and  J. Psychopharmacol. 6:141
agonist competitio Joly, 1992
n
Buspirone 5-HT,, partial Marble Female MF1 mice (23-35g) 1-20 ip, 30 Locomotion Njung'e and Br. J. Pharmacol. 104:105-112
agonist burying decreased Handley,
1991
Buspirone 5-HT4 partial Mirrored BALB/cBylJ (8-week-old) ip, 30 Seale et al.,  Clin. Neuropharmacol. 15 (Part
agonist chamber 1992 B):538B
Buspirone 5-HT)4 partial ~ Shock- Wistar rats (250-280g) 0.63-40 sc, 60 Meertand ~ Psychopharmacology 88:445-
agonist probe Colpaert, 450
burying 1986
test
Buspirone 5-HT)4 partial ~ Shock- Wistar rats (3-week-old) 2.5-5 ip, 30 0.3 mA Loépez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
Buspirone 5-HT, partial ~ Shock- Wistar rats (7-week-old) 2.5-5 ip, 30 0.3 mA Lépez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
Buspirone 5-HT)4 partial ~ Shock- Wistar rats (11-week-old) 2.5-5 ip, 30 0.3 mA Lopez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
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Buspirone 5-HT;, partial ~ Shock- Wistar rats (21-week-old) 2.5-5 ip, 30 o 0.3 mA Loépez- Dev. Psychobiol. 29:157-169
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1996
Buspirone 5-HT)4 partial ~ Shock- Sprague-Dawley rats (250- 0.05-1 sc + Treit and Pharmacol. Biochem. Behav.
agonist probe 350g) Fundytus, 30:1071-1075
burying 1988
test
Buspirone 5-HT)4 partial ~ Shock- Wistar rats 5 ip, 30 + Fernandez-  Brain Res. Bull. 28:497-501
agonist probe Guasti et al.,
burying 1992
test
Buspirone 5-HT, partial ~ Shock- Wistar rats 5 ip, 30 + +5,7-DHT Fernandez-  Brain Res. Bull. 28:497-501
agonist probe Guasti et al.,
burying 1992
test
Buspirone 5-HT)4 partial ~ Shock- Wistar rats (250-350g) 5 ip, 30 + 0.3 mA Lopez- Behav. Pharmacol. 5:42-51
agonist probe Rubalcava
burying and
test Fernandez-
Guasti,
1994
Buspirone 5-HT;, partial ~ Shock- Mice ED50=42 po, 60 + Abe et al., Soc. Neurosci. Abstr. 21:2106
agonist induced 1995
fighting
Buspirone 5-HT, partial ~ Shock- Long-Evans rats (325-500g) 8-64 ip, 30 o Craftetal., Pharmacol. Biochem. Behav.
agonist probe 1988 30:775-780
burying
test
Buspirone 5-HT)4 partial ~ Fear- Wistar rats (200-250g) 5-20 po, 10 - Hijzen et Pharmacol. Biochem. Behav.
agonist potentiate al., 1991 38:769-773
d startle
reflex
Buspirone 5-HT)4 partial ~ Fear- Rats 0.6 + Davis, 1988 Psychopharmacology 95:151-
agonist potentiate 156
d startle
reflex
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Buspirone 5-HT;, partial ~ Fear- Sprague-Dawley rats (300- 5-10 sc, 0 + Davis etal., Psychopharmacology 94:14-20
agonist potentiate  400g) 1988
d startle
reflex
Buspirone 5-HT partial ~ Fear- Sprague-Dawley rats (300- 0.6-5 sc, 0 + Kehne et al., Psychopharmacology 94:8-13
agonist potentiate  400g) 1988
d startle
reflex
Buspirone 5-HT)4 partial ~ Fear- Sprague-Dawley rats 1.25-5 sc, 10 + Mansbach  Eur. J. Pharmacol. 156:375-383
agonist potentiate and Geyer,
d startle 1988
reflex
Buspirone 5-HT, partial ~ Fear- Sprague-Dawley rats (330- 5 + Melia and Physiol. Behav. 49:603-611
agonist potentiate  400g) Davis, 1991
d startle
reflex
Buspirone 5-HT)4 partial ~ Fear- Sprague-Dawley rats (330- 5 + Lesion of the Meliaand  Physiol. Behav. 49:603-611
agonist potentiate  400g) septum Davis, 1991
d startle
reflex
Buspirone 5-HT,, partial ~ Fear- Wistar rats (200g) 5 + Munonyedi  Biol. Psychiatry 29:683-686
agonist potentiate etal., 1991
d startle
reflex
Buspirone 5-HT)4 partial ~ Fear- CD rats (250-450g) 1-5.6 ip, 30 + 0.25 mA Nevins and  J. Pharmacol. Exp. Ther.
agonist potentiate Anthony, 268:248-254
d startle 1994
reflex
Buspirone 5-HT, partial ~ Fear- CD rats (250-450g) 1-5.6 ip, 30 + 0.5 mA Nevins and  J. Pharmacol. Exp. Ther.
agonist potentiate Anthony, 268:248-254
d startle 1994
reflex
Buspirone 5-HT;, partial Agonistic NMRI mice 3-30 ip, 30 + De Vry et In: New Concepts in Anxiety,
agonist behavior al., 1991 pp- 94-129
Buspirone 5-HT)4 partial ~ Stress- Swiss mice (25-30g) 10 ip, 45 + Leccietal., J. Neural Transm. Gen. Sect.
agonist induced 1990 82:219-230
hyperther
mia
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Buspirone 5-HT;, partial ~ Stress- Mice 10 po + Schipper et Hum. Psychopharmacol. 6:53-
agonist induced al., 1991 61
hyperther
mia
Buspirone 5-HT, partial ~ Stress- NMRI mice (12-14g) + van der Soc. Neurosci. Abstr. 20:385
agonist induced Heyden et
hyperther al., 1994
mia
Buspirone 5-HT;, partial ~ Stress- NMRI mice ED50=21.6 po + van der Soc. Neurosci. Abstr. 20:385
agonist induced Heyden et
hyperther al., 1994
mia
Buspirone 5-HT,, partial ~ Stress- NMRI mice (12-14g) 10-20 po, 60 + Zethof et Eur. J. Pharmacol. 294:125-135
agonist induced al., 1995
hyperther
mia
Buspirone 5-HT;, partial ~ Stress- ICR mice (7-8-week-old) 2.5-5 po, 60 o Ogawa et Jpn. J. Pharmacol. 61:115-121
agonist induced al., 1993
gastric
lesion
Buspirone 5-HT,, partial ~ Stress- ICR mice (7-8-week-old) 2-10 po, for 3 + Ogawa et Jpn. J. Pharmacol. 61:115-121
agonist induced days al., 1993
gastric
lesion
Buspirone 5-HT4 partial Avoidanc Sprague-Dawley rats 0.5-7.5 ip, 30 + Auditive Gellerand  J. Clin. Psychiatry 43:25-33
agonist e test stimulus Hartmann,
1982
Buspirone 5-HT,, partial Condition Wistar rats ED50=3.64 ip + Allen et al., Psychopharmacologia 34:1-10
agonist ed 1974
avoidance
Buspirone 5-HT4 partial Condition Wistar rats ED50=18.2 po + Allen et al., Psychopharmacologia 34:1-10
agonist ed 1974
avoidance
Buspirone 5-HT4 partial  Condition Sprague-Dawley rats (200- ED50=69 po, 30 + Shimizu et  Jpn. J. Pharmacol. 45:493-500
agonist ed 300g) al., 1987
avoidance
Buspirone 5-HT,, partial Condition Wistar rats (220-240g) 5-10 ip, 30 + Sanger et Behav. Pharmacol. 1:153-160
agonist ed al., 1989
avoidance
Buspirone 5-HT4 partial  Passive- ~ Wistar rats (220-240g) 5-10 ip, 30 + Sanger et Behav. Pharmacol. 1:153-160

116



Drug Mechanism Test Animals Doses Route Effect Comments Reference
agonist avoidance al., 1989
test
Buspirone 5-HT4 partial Passive-  Wistar rats (220-240g) 5 ip, 30 + Sanger and  Behav. Pharmacol. 1:153-160
agonist avoidance Joly, 1989
test
Buspirone 5-HT, partial ~ Passive- Sprague-Dawley rats (200- 0.01-1 sc, 30 + Klint, 1991  Behav. Pharmacol. 2:481-489
agonist avoidance 250g)
test
Buspirone 5-HT;, partial Passive-  Wistar rats (7-8-week-old) 25 po, 60 + Ogawa et Jpn. J. Pharmacol. 61:115-121
agonist avoidance al., 1993
test
Buspirone 5-HT,, partial ~ Passive- Sprague-Dawley rats (1200g) 0.1-1 sc, 30 + Albinsson et Eur. J. Pharmacol. 261:285-294
agonist avoidance al., 1994
test
Buspirone 5-HT)4 partial Condition Long-Evans rats (8-week-old) 0.5-5 ip, 60 + Ervinetal, Drug. Dev. Res. 11:87-95
agonist ed place 1987
aversion
Buspirone 5-HT)4 partial  Condition Long-Evans rats (8-week-old) 1-10 po, 60 + Ervinetal., Drug. Dev. Res. 11:87-95
agonist ed place 1987
aversion
Buspirone 5-HT,, partial =~ Taste Sprague-Dawley rats (200- 0.3 sc, 15 + Simiand et  Fundam. Clin. Pharmacol.
agonist aversion  250g) al., 1993 7:413-427
conflict
test
Buspirone 5-HT;, partial Novelty-  Long-Evans rats (300-325g) 4 ip, 60 o Bodnoffet  Psychopharmacology 97:277-
agonist suppresse al., 1989 279
d feeding
Buspirone 5-HT,, partial Novelty-  Long-Evans rats (300-325g) 4 for 21 days + Bodnoffet  Psychopharmacology 97:277-
agonist suppresse (o.d) al., 1989 279
d feeding
Buspirone 5-HT4 partial Novelty-  Sprague-Dawley rats (270- 0.5-2.5 sc, 30 + Fletcher and Psychopharmacology 102:301-
agonist suppresse  320g) Davies, 308
d feeding 1990
Buspirone 5-HT4 partial Human Marmoset Callithrix jacchus 0.05-1 sc, 45 + Barnes et Pharmacol. Biochem. Behav.
agonist threat (350-440g) al., 1991 40:89-96
Buspirone 5-HT,, partial Human Marmoset Callithrix jacchus 0.1-1 sc, 45 + Costall et Pharmacol. Toxicol. 70:157-
agonist threat (350-440g) al., 1992 162
Buspirone 5-HT4 partial  Cork Long-Evans rats (435-640g) 8-32 po, 30 + Pollard and  Drug Dev. Res. 22:179-187
agonist gnawing Howard,
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1991
Buspirone 5-HT,, partial Cork Ovariectomized Long-Evans 3 po, 30 + Pollard et Eur. J. Pharmacol. 221:297-305
agonist gnawing  CD (300g) al., 1992
Buspirone 5-HT4 partial ~ Straw Sprague-Dawley rats (140- 0.5-5 ip, 30 + Nishimura  Pharmacol. Biochem. Behav.
agonist suspensio  170g) etal., 1993  46:647-651
n
Buspirone 5-HT;, partial ~ Stress- ddY mice (18-20g) 1-10 ip, 30 + Tokuyama  Jpn. J. Pharmacol. 61:237-242
agonist induced etal., 1993
analgesia
Buspirone 5-HT)4 partial ~ Stress- Wistar rats (250-300g) 1 ip, 30 + Guéetal,,  Eur. J. Pharmacol. 233:193-199
agonist induced 1993
colonic
motor
alterations
Buspirone 5-HT4 partial  Four-plate CF-1 mice (18-29g) 10 sc, 20 + Piercey et J. Pharmacol. Exp. Ther.
agonist test al., 1994 268:1304-1310
Buspirone 5-HT4 partial Hot-plate ~ Wistar rats (200-250g) 2.5-10 ip, 30 + Korneyev Life Sci. 52:997-1004
agonist and
Seredenin,
1993
Buspirone 5-HT4 partial ~ Successiv  Female Wistar rats (180-235g)  0.25-1 ip, 30 o Torres et al., Eur. J. Pharmacol. 280:277-284
agonist e negative 1995
contrast
Buspirone 5-HT;, partial ~ Ultrasonic Wistar rats (150-175g) MED=0.38  sc, 30 + Inescapable Sanchez et Drug Dev. Res. 34:19-29
agonist distress footshock of 1 al., 1995
vocalizati mA
ons
Buspirone 5-HT,, partial  Vogel Wistar rats (150-175g) MED>12 sc, 30 o 0.6 mA Sanchez et  Drug Dev. Res. 34:19-29
agonist conflict al., 1995
test
Buspirone 5-HT;, partial Vogel Sprague-Dawley rats (300- 10-30 po, 30 + Electric Inagawa et  Prog. Neuropsychopharmacol.
agonist conflict 400g) footshock of al., 1996 Biol. Psychiatry 20:129-145
test 75V, 500 ms
Buspirone 5-HT4 partial  Vogel Sprague-Dawley rats (300- 20 po, 2h + Electric Inagawa et  Prog. Neuropsychopharmacol.
agonist conflict 400g) footshock of al., 1996 Biol. Psychiatry 20:129-145
test 75V, 500 ms
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Buspirone 5-HT;, partial Vogel Sprague-Dawley rats (300- 20 po, 4h o Electric Inagawa et  Prog. Neuropsychopharmacol.
agonist conflict 400g) footshock of al., 1996 Biol. Psychiatry 20:129-145
test 75V, 500 ms
Buspirone 5-HT, partial  Vogel Sprague-Dawley rats (300- 10 po, for 14 + Electric Inagawa et  Prog. Neuropsychopharmacol.
agonist conflict 400g) days footshock of al., 1996 Biol. Psychiatry 20:129-145
test 75V, 500 ms
Buspirone 5-HT)4 partial ~ Geller- Sprague-Dawley rats (350- 0.37 ip, 20 + Rats received McNaughto Pharmacol. Biochem. Behav.
agonist Seifter 500g) metyrapone+cort netal., 54:51-56
conflict icosterone; 1996
test FI60s
Buspirone 5-HT)4 partial ~ Operant Sprague-Dawley rats (300- 0.1 ip, for 60 + FI60s Zhu and J. Psychopharmacol. 9:326-330
agonist conditioni  500g) days (3 McNaughto
ng times a day) n, 1995
Buspirone 5-HT4 partial ~ Stress- Sprague-Dawley rats (350g) 5 30 + Rats were Hotsenpiller Psychobiology 24:118-126
agonist induced defeated by and
freezing conspecific 24h  Williams,
before 1996
Buspirone 5-HT4 partial  Vogel Wistar rats (150-250g) 10-40 po, 30 + 40 h water Abeetal,, J. Pharmacol. Exp. Ther.
agonist conflict deprivation 1996 278:898-905
test
Buspirone 5-HT, partial ~ Social Wistar rats (150-250g) 10-20 po, 30 + HLU Abe etal,,  J. Pharmacol. Exp. Ther.
agonist interaction 1996 278:898-905
Buspirone 5-HT)4 partial ~ Shock- Swiss-Webster mice (20-30g) 5 ip, 30 + Electric shock of Lopez- Pharmacol. Biochem. Behav.
agonist probe 0.3 mA Rubalcava, 54:677-686
burying 1996
test
Buspirone 5-HT4 partial ~ Light/dark Swiss-Webster mice (20-30g) 2.5-10 ip, 30 0 Lopez- Pharmacol. Biochem. Behav.
agonist test Rubalcava, 54:677-686
1996
Buspirone 5-HT)4 partial ~ Shock- Swiss-Webster mice (20-30g) 5 ip, 30 + Electric shock of Lopez- Pharmacol. Biochem. Behav.
agonist probe 0.3 mA+PCPA  Rubalcava, 54:677-686
burying treatment 1996
test
Buspirone 5-HT4 partial ~ Light/dark Swiss-Webster mice (20-30g) 10 ip, 30 + Electric shock of Lopez- Pharmacol. Biochem. Behav.
agonist test 0.3 mA+5,7- Rubalcava, 54:677-686
DHT lesion 1996
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Buspirone 5-HT;, partial ~ Ultrasonic Rats ED50=0.4 sc, 30 + Bartoszyk et  Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic Rats ED50=7.1 po, 30 + Bartoszyk et  Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Rats ED50=5.3 sc, 120 + Bartoszyk et  Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic Rats ED50=10.1 po, 120 + Bartoszyk et  Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
Buspirone 5-HT;, partial ~ Ultrasonic Rats ED50>10 sc, 210 o Bartoszyk et  Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
Buspirone 5-HT,, partial  Ultrasonic Rats ED50=15.4  po, 210 + Bartoszyk et  Soc. Neurosci. Abstr. 22:613
agonist distress al., 1996
vocalizati
ons
Buspirone 5-HT4 partial Defensive CD rats (250-300g) 0.1-30 po, 40 o Weidemann Soc. Neurosci. Abstr. 22:1544
agonist withdrawa etal., 1996
1
Buspirone 5-HT,, partial  Isolation- CDY mice (18-22g) ED50=1.63 1ip, 20 + Chamberlai  Soc. Neurosci. Abstr. 22:1584
agonist induced n, 1996
aggression
Buspirone 5-HT, partial ~ Fear- Rats ED50=0.2 ip + Kallman et  Soc. Neurosci. Abstr. 22:1036
agonist potentiate al., 1996
d startle
reflex
Buspirone 5-HT4 partial Elevated  Rats ED50=0.6 ip + Kallman et  Soc. Neurosci. Abstr. 22:1036
agonist plus-maze al., 1996
Buspirone 5-HT,, partial Mirrored  C57/BL/6J mice 5-10 ip, 30 + Seale et al., Neuroreport 7:1803-1808
agonist chamber 1996
Buspirone 5-HT)4 partial Elevated  C57/BL/6J mice 0.1-5 ip, 30 o Seale et al., Neuroreport 7:1803-1808
agonist plus-maze 1996

120



Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial Conflict ~ White Carneau pigeons 1 im, 15 + 1.5t0 5.5 mA, Rigdon et Neuropsychopharmacology
agonist test 250 msec al., 1996 15:231-242
Buspirone 5-HT,, partial Conflict =~ White Carneau pigeons 1 im, 15 + 1.5t0 5.5 mA, Rigdon et Neuropsychopharmacology
agonist test 250 msec al., 1996 15:231-242
Buspirone 5-HT, partial ~ Conflict White Carneau pigeons 1 im, 15 + 1.5 to 5.5 mA, Rigdon et Neuropsychopharmacology
agonist test 250 msec al., 1996 15:231-242
Buspirone 5-HT)4 partial  Cork Ovariectomized female Long- 3.13 po, 60 + Rigdon et Neuropsychopharmacology
agonist gnawing  Evans CD al., 1996 15:231-242
Buspirone 5-HT)4 partial  Cork Ovariectomized female Long- 3.13 po, 60 + Rigdon et Neuropsychopharmacology
agonist gnawing  Evans CD al., 1996 15:231-242
Buspirone 5-HT,, partial  Light/dark Mice MED=10 ip + Comoy et J. Med. Chem. 39:4285-4298
agonist test al., 1996
Buspirone 5-HT,, partial ~ Distress Guinea pig pups (5 day-old) 0.3-3 ip o Molewijk et Psychopharmacology 128:31-
agonist vocalizati al., 1996 38
ons
Buspirone 5-HT4 partial ~ Social CD1 mice (23-45g) 0.75-10 ip, for 21 0 Cutler et al., Pharmacol. Biochem. Behav.
agonist interaction days (0.d.) 1997 56:287-293
Buspirone 5-HT 4 partial  Elevated  CDI1 mice (23-45g) 0.75-3 ip, for 21 0 Rodgers et ~ Pharmacol. Biochem. Behav.
agonist plus-maze days (0.d.) al., 1997 57:127-136
Buspirone 5-HT,, partial Condition Lister hooded rats (208g) 0.1-1 sc, 30 o Stanhope Psychopharmacology 128:293-
agonist ed and 303.
emotional Dourish,
response 1996
Buspirone 5-HT4 partial ~ Conflict ~ White Carneau pigeons 0.1-10 im, 15 + FR30/FR30. 1.7- Benvenga Behav. Pharmacol. 7:540-550
agonist test 3.8 mA shocks  and
Leander,
1996
Buspirone 5-HT,, partial  Conflict =~ White Carneau pigeons 0.32-10 im, 15 o FR30/FR30. 3.2- Benvenga Behav. Pharmacol. 7:540-550
agonist test 5.6 mA shocks  and
Leander,
1996
Buspirone 5-HT4 partial ~ Conflict ~ White Carneau pigeons 0.32-1 im, 15 + VI30/FRS, 1.7-  Benvenga Behav. Pharmacol. 7:540-550
agonist test 3.8 mA shocks  and
Leander,
1996
Buspirone 5-HT,, partial Conflict =~ White Carneau pigeons 0.32 im, 15 o VI30/FR20. 1.7- Benvenga Behav. Pharmacol. 7:540-550
agonist test 3.8 mA shocks  and
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Leander,
1996
Buspirone 5-HT, partial  Vogel Wistar rats 5 po, 30 + Deprivation Akunne et  Neuropharmacology 36:51-62
agonist conflict period of 24 h al., 1997
test
Buspirone 5-HT4 partial Elevated  Swiss mice (10-week-old) 4 ip, 30 + Belzung and Eur. J. Pharmacol. 323:133-136
agonist plus-maze Agmo, 1997
Buspirone 5-HT4 partial Light/dark Wistar rats (200-250g) 0.0001 and  sc, 30 + Asymmetric Sanchez, Behav. Pharmacol. 7:788-797
agonist test 0.1 compartments 1996
Buspirone 5-HT4 partial Elevated  Mice 0.03-3 sc + Helton et Soc. Neurosci. Abstr. 21:1367
agonist plus-maze al., 1995
Buspirone 5-HT,, partial Elevated  Female Wistar rats (200-250g)  0.04-5 sc, 30 o Matto et al., Neuropharmacology 36:389-
agonist zero-maze 1997 396
Buspirone 5-HT;, partial Elevated = Wistar mice (25-30g) 5 ip, 30 + Bhattachary Indian J. Exp. Biol. 31:902-907
agonist plus-maze aand
Acharya,
1993
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (300 g) 1-4 sc, 15 - Collinson Psychopharmacology 132:35-
agonist plus-maze and 43
Dawson,
1997
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (180-220 0.1 sc, 30 + Griebel et Pharmacol. Biochem. Behav.
agonist plus-maze g) al., 1997 57:817-827
Buspirone 5-HT;, partial Conflict =~ White Carneau pigeons (500- 0.63 im, 5 + Millan et J. Pharmacol. Exp. Ther.
agonist test 600g) al., 1997 282:148-161
Buspirone 5-HT4 partial Elevated  Wistar rats (220-240g) 0.002-40 sc, 30 0 Millan et J. Pharmacol. Exp. Ther.
agonist plus-maze al., 1997 282:148-161
Buspirone 5-HT4 partial ~ Ultrasonic Wistar rats (220-240g) 0.02-2.5 sc, 30 + Millan et J. Pharmacol. Exp. Ther.
agonist distress al., 1997 282:148-161
vocalizati
ons
Buspirone 5-HT;, partial ~ Isolation- CD1 mice (20-25g) 0.16-10 sc, 30 + Millan et J. Pharmacol. Exp. Ther.
agonist induced al., 1997 282:148-161
aggression
Buspirone 5-HT4 partial  Elevated  Swiss-Webster mice (31-42g) 3 ip, 20 + Cao and Neuropharmacology 36:1089-
agonist plus-maze Rodgers, 1097
1997
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial Elevated  Female and male wild Voles 4 ip, 30 + Hendrieet ~ Pharmacol. Biochem. Behav.
agonist plus-maze (Microtus socialis) al., 1997 58:573-576
Buspirone 5-HT,, partial  Light/dark Female and male wild Voles 1 ip, 30 + Hendrieet  Pharmacol. Biochem. Behav.
agonist test (Microtus socialis) al., 1997 58:573-576
Buspirone 5-HT;, partial ~ Light- Sprague-Dawley rats (350- 5 sc, 0 + Startle responses Walker and  Biol. Psychiatry 42:461-471
agonist enhanced  400g) were elicited by  Davis, 1997
startle 50-msec white
noise burts (90-
105 dB)
Buspirone 5-HT,, partial ~Canopy TO mice (25-35g) 1-3 sc, 30 + Grewal et Psychopharmacology 133:29-
agonist stretched al., 1997 38
attend
posture
test
Buspirone 5-HT4 partial Light/dark BKW mice (30-35g) 1-2 ip, 40 + Costall and  Br. J. Pharmacol. 122:1105-118
agonist test Naylor,
1997
Buspirone 5-HT, partial ~ Shock- Wistar rats (250-300g) 5 ip, 20 + Animals Fernandez-  Behav. Brain Res. 88:213-218
agonist probe received an Guasti and
burying electric shock of Picazo,
test 0.3 mA 1997
Buspirone 5-HT)4 partial ~ Shock- Wistar female proestrus rats 5 ip, 20 + Animals Fernandez- Behav. Brain Res. 88:213-218
agonist probe (250-300g) received an Guasti and
burying electric shock of Picazo,
test 0.3 mA 1997
Buspirone 5-HT, partial ~ Shock- Wistar female metoestrus rats 5 ip, 20 + Animals Fernandez-  Behav. Brain Res. 88:213-218
agonist probe (250-300g) received an Guasti and
burying electric shock of Picazo,
test 0.3 mA 1997
Buspirone 5-HT)4 partial ~ Shock- Wistar female delayed 5 ip, 20 + Animals Fernandez- Behav. Brain Res. 88:213-218
agonist probe anovulatory rats (250-300g) received an Guasti and
burying electric shock of Picazo,
test 0.3 mA 1997
Buspirone 5-HT, partial ~ Shock- Wistar female acyclic rats (250- 5 ip, 20 + Animals Fernandez-  Behav. Brain Res. 88:213-218
agonist probe 300g) received an Guasti and
burying electric shock of Picazo,
test 0.3 mA 1997
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT)4 partial ~ Fear- Rats ED50=0.6 sc + Kallmanet  Soc. Neurosci. Abstr. 23:130
agonist potentiate al., 1997
d startle
reflex
Buspirone 5-HT,, partial Elevated  Rats ED50=0.2 sc + Kallmanet Soc. Neurosci. Abstr. 23:130
agonist plus-maze al., 1997
Buspirone 5-HT;, partial ~ Social Rats MED=2.5 sc, 30 + Rats were tested Brocco et Soc. Neurosci. Abstr. 23:1215
agonist interaction ina HLU al., 1997
condition
Buspirone 5-HT)4 partial  Vogel Rats MED=0.63  sc, 30 + Animals Brocco et Soc. Neurosci. Abstr. 23:1215
agonist conflict received an al., 1997
test electric shock of
0.3 mA, 0.5 ms
Buspirone 5-HT;, partial ~ Distress Chicks - Watson et Soc. Neurosci. Abstr. 23:1352
agonist vocalizati al., 1997
ons
Buspirone 5-HT)4 partial  Vogel Wistar rats (180-230g) 10 + Animals Naranjo- Soc. Neurosci. Abstr. 23:2053
agonist conflict received an Rodriguez
test electric shock of etal., 1997
0.7mA, 2s
Buspirone 5-HT,, partial  Vogel Pinealectomized Wistar rats 10 + Animals Naranjo- Soc. Neurosci. Abstr. 23:2053
agonist conflict (180-230g) received an Rodriguez
test electric shock of etal., 1997
0.7mA, 2s
Buspirone 5-HT;, partial Marble NMRI mice ED50=60.9 po, 60 + Gacsalyi et  Drug Dev. Res. 40:333-348
agonist burying umol/kg al., 1997
Buspirone 5-HT, partial  Vogel Rats po + Hirotsu et Soc. Neurosci. Abstr. 17:1602
agonist conflict al., 1991
test
Buspirone 5-HT, partial ~ Social Rats po + Hirotsu et Soc. Neurosci. Abstr. 17:1602
agonist interaction al., 1991
Buspirone 5-HT)4 partial  Open- Sprague-Dawley rats (350- 5 ip, 5 daily + Animals were Angriniet ~ Pharmacol. Biochem. Behav.
agonist field 650g) injections tested on 5 al., 1998 59:387-397
consecutive days
Buspirone 5-HT,, partial  Light/dark Swiss mice (20-25g) 0.25-0.5 ip, 30 + Animals were Artaiz et al., Behav. Pharmacol. 9:103-112
agonist test exposed twice to 1998

the test and
injected before
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
the second trial
Buspirone 5-HT,, partial Light/dark Wistar rats (180-220g) 0.25-0.5 ip, 20 + Bilkei- Psychopharmacology 136:291-
agonist test Gorzd etal., 298
1998
Buspirone 5-HT)4 partial ~ Shock- Wistar rats (285-300g) 5 ip, 30 + Fernandez-  Pharmacol. Biochem. Behav.
agonist probe Guastiand  60:27-32
burying Lopez-
test Rubalcava,
1998
Buspirone 5-HT4 partial Mirrored ~ C57BL/6J mice (7-week-old) 0.32-1 ip, 30 + Garrett et Behav. Genet. 28:125-136
agonist chamber al., 1998
Buspirone 5-HT,, partial Mirrored  A/J mice (7-week-old) 0.1-1 ip, 30 + Garrett et Behav. Genet. 28:125-136
agonist chamber al., 1998
Buspirone 5-HT4 partial Elevated =~ NMRI mice (25-35g) 4 ip, 30 + Pokk and J. Physiol. Pharmacol. 49:175-
agonist plus-maze Zharkovsky, 186
1998
Buspirone 5-HT4 partial Elevated =~ NMRI mice (25-35g) 1-4 ip, 30 o Animals were Pokk and J. Physiol. Pharmacol. 49:175-
agonist plus-maze stress by small ~ Zharkovsky, 186
platform 1998
exposure
Buspirone 5-HT4 partial Holeboard NMRI mice (25-35g) 2-4 ip, 30 + Pokk and J. Physiol. Pharmacol. 49:175-
agonist Zharkovsky, 186
1998
Buspirone 5-HT)4 partial Holeboard NMRI mice (25-35g) 1-4 ip, 30 o Animals were Pokk and J. Physiol. Pharmacol. 49:175-
agonist stress by small ~ Zharkovsky, 186
platform 1998
exposure
Buspirone 5-HT,, partial ~ Stress- ddY mice (17-28g) 100 po, 60 + Animals Abe et al., Jpn. J. Pharmacol. 76:297-304
agonist induced received a 1998
fighting footshock (240
behavior V AC) for 1 min
Buspirone 5-HT4 partial ~ Stress- ddY mice (17-28g) ED50=160  po, 120 + Animals Abeetal,,  Jpn.J. Pharmacol. 76:297-304
agonist induced received a 1998
fighting footshock (240
behavior V AC) for 1 min
Buspirone 5-HT,, partial  Vogel Wistar rats (150-250g) 20 po, 60 + Animals Abe et al., Jpn. J. Pharmacol. 76:297-304
agonist conflict received 1998
test footshocks (240
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
V AC) for2s
Buspirone 5-HT, partial  Vogel Wistar rats (150-250g) 20 po, 120 o Animals Abe et al., Jpn. J. Pharmacol. 76:297-304
agonist conflict received 1998
test footshocks (240
V AC) for2s
Buspirone 5-HT4 partial Marble ICR mice (25-35g) 80-160 po, 60 + Abeetal., Jpn.J. Pharmacol. 76:297-304
agonist burying 1998
Buspirone 5-HT;, partial ~ Stress- ICR mice (7-8-week-old) 1-5 po, 30 + Footshocks Haraetal.,, Int. J. Neuropsychopharmacol.
agonist induced (from 0.6 to 1 1998 1 (Suppl. 1):S207
gastric mA/10 s) for 3
lesion h, during 3 days
Buspirone 5-HT, partial ~ Stress- ICR mice (7-8-week-old) 1-5 po, for 3 o Footshocks Haraetal.,, Int. J. Neuropsychopharmacol.
agonist induced days (0.d.) (from 0.6 to 1 1998 1 (Suppl. 1):S207
gastric mA/10 s) for 3
lesion h, during 3 days
Buspirone 5-HT)4 partial Marble ICR mice (20-30g) 30-60 po, 60 + Ichimaruet Jpn. J. Pharmacol. 68:65-70
agonist burying al., 1998
Buspirone 5-HT)4 partial Marble ICR mice (20-30g) 30-60 po, for 14 0 Ichimaruet Jpn. J. Pharmacol. 68:65-70
agonist burying days (0.d.) al., 1998
Buspirone 5-HT,, partial Elevated  Charles Foster rats (180-220g) 2.5 ip, 15 + Bhattachary Biog. Amines 14:217-237
agonist plus-maze aetal,
1998
Buspirone 5-HT;, partial Conflict =~ Wistar rats (400-500g) 0.62-2.5 ip, 30 o VI30s for food, Griebel et Psychopharmacology 138:55-
agonist test VI10s for shock al., 1998 66
Buspirone 5-HT 4 partial  Vogel Wistar rats (180-200g) 2.5 ip, 30 + 0.3 mA shock Griebel et Psychopharmacology 138:55-
agonist conflict every 20 licks al., 1998 66
test
Buspirone 5-HT,, partial Elevated  Sprague-Dawley rats (180- 1 ip, 30 + Weak effects Griebel et Psychopharmacology 138:55-
agonist plus-maze 230g) al., 1998 66
Buspirone 5-HT4 partial Light/dark BALB/c mice (7-week-old) 1.2-15 ip, 30 o Griebel et Psychopharmacology 138:55-
agonist test al., 1998 66
Buspirone 5-HT, partial ~ Free- BALB/c mice (7-week-old) 1.25-5 ip, 30 o Griebel et Psychopharmacology 138:55-
agonist exploratio al., 1998 66
n test
Buspirone 5-HT,, partial Mouse Swiss mice (10-week-old) 1.25-5 ip, 30 + Defensive theat  Griebel et Psychopharmacology 138:55-
agonist defense and attack al., 1998 66
test reactions were
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
battery decreased
Buspirone 5-HT, partial PTZ- Rhesus mokeys (Macaca 10 po,, 0 + Palitetal.,  Eur. Neuropsychopharmacol.
agonist induced mulatta) (4-6 kg) 1998 8:195-201
anxiety
syndrome
Buspirone 5-HT4 partial Light/dark Rats 0.1-0.3 po + Weak effects Rostock et~ Behav. Pharmacol. 9 (Suppl.
agonist test al., 1998 1):S79
Buspirone 5-HT, partial Vogel Rats 0.1-0.3 po + Weak effects Rostock et Behav. Pharmacol. 9 (Suppl.
agonist conflict al., 1998 1):S79
test
Buspirone 5-HT,, partial Conflict =~ White Carneau pigeons (500- 1 im, 5 + Koek et al., J. Pharmacol. Exp. Ther.
agonist test 650g) 1998 287:266-283
Buspirone 5-HT, partial  Vogel Sprague-Dawley rats (300g) 3 ip + Ratsreceiveda  Robledoet  Soc. Neurosci. Abstr. 24:1931
agonist conflict sucrose solution al., 1998
test and were non-
water deprived
Buspirone 5-HT)4 partial ~ Geller- Sprague-Dawley rats (350- 1 sc, 30 + Unpunished Cervo etal.,, Soc. Neurosci. Abstr. 24:1364
agonist Seifter 375g) responding was 1998
conflict decreased
test
Buspirone 5-HT4 partial ~ Ultrasonic Rats ED50=7 po, 30 + Bartoszyk et Soc. Neurosci. Abstr. 24:1112
agonist distress al., 1998
vocalizati
ons
Buspirone 5-HT)4 partial ~ Ultrasonic Rats ED50=0.4 sc, 30 + Bartoszyk et Soc. Neurosci. Abstr. 24:1112
agonist distress al., 1998
vocalizati
ons
Buspirone 5-HT 4 partial ~ Conflict  Adult Columbia libia pigeons 0.3 im, 0 + Low shock Castejon Pharmacol. Biochem. Behav.
agonist test intensity (ie and 61:451-457
punished rate Cubeddu,
was 10% of 1998
unpunished rate)
Buspirone 5-HT4 partial ~ Conflict ~ Adult Columbia libia pigeons 0.3 im, 0 0 High shock Castejon Pharmacol. Biochem. Behav.
agonist test intensity (ie and 61:451-457
punished rate Cubeddu,
was 5% of 1998

unpunished rate)
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial  Light/dark Long-Evans rats (300-450g) 0.1 sc, 15 + Dringenberg Behav. Brain Res. 96:161-172
agonist test etal., 1998
Buspirone 5-HT,, partial  Light/dark Long-Evans rats (300-450g) 0.1 sc, 15 o Testing was Dringenberg Behav. Brain Res. 96:161-172
agonist test performed in etal., 1998
amygdala-
lesioned rats
Buspirone 5-HT4 partial  Light/dark Long-Evans rats (300-450g) 0.1 sc, 15 o Testing was Dringenberg Behav. Brain Res. 96:161-172
agonist test performed in etal., 1998
hippocampus-
lesioned rats
Buspirone 5-HT4 partial  Food Long-Evans rats (300-450g) 0.5-1.5 sc, 15 + Dringenberg Behav. Brain Res. 96:161-172
agonist carrying etal., 1998
test
Buspirone 5-HT4 partial  Food Long-Evans rats (300-450g) 0.5-1.5 sc, 15 + Testing was Dringenberg Behav. Brain Res. 96:161-172
agonist carrying performed in et al., 1998
test amygdala-
lesioned rats
Buspirone 5-HT4 partial Food Long-Evans rats (300-450g) 0.5-1.5 sc, 15 + Testing was Dringenberg Behav. Brain Res. 96:161-172
agonist carrying performed in et al., 1998
test hippocampus-
lesioned rats
Buspirone 5-HT)4 partial  Vogel Wistar rats (220-250g) 0.62-2.5 ip, 30 + Shock of 0.5 mA Deren- J. Psychopharmacol. 12:380-
agonist conflict Wesotek et 384
test al., 1998
Buspirone 5-HT)4 partial  Open- Female and male 0.05-2.5 0 Ramboz et  Proc. Natl. Acad. Sci. U.S.A.
agonist field C57BL6/Jx129/sv mice al., 1998 95:14476-14481
Buspirone 5-HT4 partial  Vogel Sprague-Dawley rats (220- 5-20 po, 60 0 Electric shocks ~ Kennettet =~ Neuropharmacology 37:1603-
agonist conflict 250g) of 0.25 mA/0.2 s al., 1998 1610
test
Buspirone 5-HT)4 partial ~ Shock- Wistar rats (300-350g) 5 ip, 30 + Shock of 0.3 mA Lopez- Psychoneuroendocrinology
agonist probe Rubalcava  24:409-422
burying etal., 1999
test
Buspirone 5-HT4 partial  Face-to-  ICR mice (20-25g) 1-10 ip, 30 + Lee et al,, Arch. Pharm. Res. 22:157-164
agonist face test 1999
Buspirone 5-HT, partial  Vogel ICR mice (30-40g) 0,125-8 sc, 10 o (1) Animals Umezu, Jpn. J. Pharmacol. 80:111-118
agonist conflict were habituated 1999
test to the test; (2)

Shock of 0.1 mA
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial Vogel Sprague-Dawley rats (300g) 3 ip, 30 + Ratsreceiveda  Vanoveret  Psychopharmacology 145:333-
agonist conflict sucrose solution  al., 1999 341
test and were non-
water deprived
Buspirone 5-HT,, partial ~ Light/dark Female and male NCAM-/- 0,02 ip, 30 + NCAM=neural  Stork etal., J. Neurobiol. 40:343-355
agonist test deficient mice (12-14-week-old) cell adhesion 1999
molecule
Buspirone 5-HT;, partial Light/dark Female and male NCAM+/+ 0,4 ip, 30 + NCAM=neural Stork etal., J. Neurobiol. 40:343-355
agonist test deficient mice (12-14-week-old) cell adhesion 1999
molecule
Buspirone 5-HT4 partial ~ Stress- CD1 mice (20-24g) 5-10 ip, 30 + Borsini et Pharmacol. Biochem. Behav.
agonist induced al., 1999 64:137-146
hyperther
mia
Buspirone 5-HT4 partial  Light/dark ICR mice (20-30g) 3-10 po, 30 + Chaki etal., Soc. Neurosci. Abstr. 25:436
agonist test 1999
Buspirone 5-HT4 partial Elevated  ICR mice (20-30g) 3 po, 30 + Chaki et al., Soc. Neurosci. Abstr. 25:436
agonist plus-maze 1999
Buspirone 5-HT)4 partial ~ Free- Diestrus female Swiss mice + Palanzaet  Soc. Neurosci. Abstr. 25:2135
agonist exploratio al., 1999
n test
Buspirone 5-HT, partial ~ Free- Female Swiss mice + Estrus female Palanza et Soc. Neurosci. Abstr. 25:2135
agonist exploratio were more al., 1999
n test sensitive than
diestrus
Buspirone 5-HT)4 partial ~ Geller- Rats 1-10 ip + Sedation at 10 Abou- J. Biol. Chem. 42:5077-94
agonist Seifter and 30 mg/kg Gharbia et
conflict al., 1999
test
Buspirone 5-HT4 partial ~ Staircase =~ Mice 4 ip, 30 + Pokk etal., Eur. Neuropsychopharmacol.
agonist test 2000 10 (Suppl. 2):S68
Buspirone 5-HT;, partial ~ Shock- Rats (7 to 11-week-old) 2.5-5 + (1) No effectin  Fernandez-  Salud Mental 19:36-41
agonist probe 3-and 21-week  Guasti et al.,
burying old rats; (2) 1996
test Shock of 0.3 mA
Buspirone 5-HT, partial ~ Shock- Female and male adult rats 5 + (1) Females Fernandez-  Salud Mental 19:36-41
agonist probe were either in Guasti et al.,
burying pro or 1996
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
test metestrous
phase; (2) Shock
of 0.3 mA
Buspirone 5-HT,, partial ~ Distress Guinea pig pups (2-week-old) ID5¢=0.45 sc, 30 + Rupniak et Neuropharmacology 39:1413-
agonist vocalizati al., 2000 21
ons
Buspirone 5-HT;, partial ~ Distress Mice (8-day-old) 10 sc, 30 + Rupniak et Neuropharmacology 39:1413-
agonist vocalizati al., 2000 21
ons
Buspirone 5-HT)4 partial ~ Distress Female and male Sprague- 0.625-2.5 ip, 30 + Kehne et al., Neuropharmacology 39:1357-
agonist vocalizati Dawley rat pups (9-11 day-old) 2000 67
ons
Buspirone 5-HT,, partial Holeboard ICR mice (25-30g) 1-10 ip,24h + (1) Holeboard Tsujietal., Psychopharmacology 152:157-
agonist testing was 2000 66
preceded by 60
min restraint; (2)
weak effects
Buspirone 5-HT)4 partial Holeboard ICR mice (25-30g) 0.3 ip, 30 o Holeboard Tsujietal., Psychopharmacology 152:157-
agonist testing was 2000 66
preceded by 60
min restraint
Buspirone 5-HT4 partial Holeboard ICR mice (25-30g) 1-10 ip, 30 + All behavioral Tsujietal., Psychopharmacology 152:157-
agonist parameters were 2000 66
reduced
(sedation?)
Buspirone 5-HT4 partial ~Light/dark Female and male 0.4 ip, 30 + C57B/6JxDBA  Stork etal., Eur. J. Neurosci. 12:3291-306
agonist test NCAM+/+180- deficient mice background 2000
mice
Buspirone 5-HT,, partial Light/dark Female and male 0.02 ip, 30 + C57B/6JxDBA  Stork etal., Eur. J. Neurosci. 12:3291-306
agonist test NCAM+/+180+ deficient mice background 2000
mice
Buspirone 5-HT4 partial ~Light/dark Female and male NCAM-/-180- 0.02 ip, 30 + C57B/6JxDBA  Stork etal.,, Eur. J. Neurosci. 12:3291-306
agonist test deficient mice background 2000
mice
Buspirone 5-HT 4 partial Light/dark Female and male NCAM-/- 0.02 ip, 30 + C57B/6JxDBA  Stork etal., Eur. J. Neurosci. 12:3291-306
agonist test 180+ deficient mice background 2000
mice
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial ~ Ultrasonic Sprague-Dawley rats (250- 0.5-2 ip, 30 o Rats were Becker et J. Neurosci. 21:262-9
agonist distress 300g) defeated for 4 al., 2001
vocalizati days, and
ons reexposed to the
resident on day 5
Buspirone 5-HT)4 partial  Vogel Wistar rats (200-240g) 0.63 sc, 30 + 0.3 mA/0.5 s Dekeyne et Psychopharmacology 152:55-
agonist conflict shock al., 2000 66
test
Buspirone 5-HT;, partial ~ Social Sprague-Dawley rats (240- 0.16-0.63 sc, 30 + HLU conditions Dekeyne et  Psychopharmacology 152:55-
agonist interaction 260g) al., 2000 66
Buspirone 5-HT 4 partial DPAG Long Evans rats (390-410g) 10 ip, 30 + Non specific Jung etal., Pharmacol. Biochem. Behav.
agonist stimulatio effects 2001 68:33-42
n
Buspirone 5-HT 4 partial DPAG Long Evans rats (390-410g) 2.5 ip, every 8h + Jung etal.,, Pharmacol. Biochem. Behav.
agonist stimulatio for 3 days 2001 68:33-42
n
Buspirone 5-HT4 partial  Open- Wistar rats (180-220g) 0.3-2.4 ip, 30 + The drug was Siemiatkow Pharmacol. Biochem. Behav.
agonist field activeonday 1  skietal., 66:645-651
and 24 h later 2000
after retesting
Buspirone 5-HT, partial  Open- Sprague-Dawley rats (325- 3 ip, for 21 o Mar et al., Psychopharmacology 150:52-
agonist field 375g) days (0.d.) 2000 60
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (325- 3 ip, for 21 o Mar et al., Psychopharmacology 150:52-
agonist plus-maze 375g) days (0.d.) 2000 60
Buspirone 5-HT;, partial  Acoustic ~ Sprague-Dawley rats (325- 3 ip, for 21 o Mar et al., Psychopharmacology 150:52-
agonist startle 375g) days (0.d.) 2000 60
reflex
Buspirone 5-HT, partial  Open- Olfactory bulbectomized 3 ip, for 21 o Mar et al., Psychopharmacology 150:52-
agonist field Sprague-Dawley rats (325- days (0.d.) 2000 60
375g)
Buspirone 5-HT4 partial Elevated  Olfactory bulbectomized 3 ip, for 21 o Mar et al., Psychopharmacology 150:52-
agonist plus-maze Sprague-Dawley rats (325- days (0.d.) 2000 60
375g)
Buspirone 5-HT)4 partial  Acoustic  Olfactory bulbectomized 3 ip, for 21 0 Maretal,,  Psychopharmacology 150:52-
agonist startle Sprague-Dawley rats (325- days (0.d.) 2000 60
reflex 375g)
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Buspirone 5-HT)4 partial ~ Geller- ICR mice (33-37g) 0.5-1 sc, 20 o Multiple Umezu, Jpn. J. Pharmacol. 83:150-153
agonist Seifter FR20/FR20- 2000
conflict punishment
test schedule was in
use
Buspirone 5-HT4 partial Elevated  ddY mice (23-28g) 5-10 ip, 60 + Specific Hataetal., Jpn.J. Pharmacol. 85:189-196
agonist plus-maze alternation of 2001
rhythm in
temperature was
used as stressor
Buspirone 5-HT4 partial Elevated  ddY mice (23-28g) 2.5-10 ip, 60 o Hataetal, Jpn.J. Pharmacol. 85:189-196
agonist plus-maze 2001
Buspirone 5-HT,, partial  Elevated  ddY mice (23-28g) 2.5-10 ip, for 7 o Specific Hataetal,, Jpn.J. Pharmacol. 85:189-196
agonist plus-maze days (0.d.) alternation of 2001
rhythm in
temperature was
used as stressor
Buspirone 5-HT4 partial Elevated  ddY mice (23-28g) 2.5-10 ip, for 7 0 Hataetal,, Jpn.J. Pharmacol. 85:189-196
agonist plus-maze days (0.d.) 2001
Buspirone 5-HT, partial ~ Free- BALB/c mice (8-week-old) 1 ip, 30 + Belzung et  Behav. Pharmacol. 12:151-162
agonist exploratio al., 2001
n test
Buspirone 5-HT4 partial Condition Sprague-Dawley rats (250- 1.5-5 ip, 60 + Buspirone also ~ Krysiaket ~ Neuropeptides 34:148-157
agonist ed fear 270g) reduced al., 2000
defecations and
gastric ulcers
Buspirone 5-HT4 partial  Conflict =~ Wistar rats (350-425g) 0.25-0.5 ip, 30 0 FI-30s schedule ~Beaufour et Behav. Neurosci. 115:125-137
agonist test with 0.5 mA/45  al., 2001
ms footshocks
Buspirone 5-HT4 partial Elevated  Wistar rats (300-400g) 3-10 ip, 60 0 Haller et al., Behav. Pharmacol. 11:403-412
agonist plus-maze 2000
Buspirone 5-HT;, partial Elevated  Wistar rats (300-400g) 3-10 ip, 60 o Isolated animals  Haller et al., Behav. Pharmacol. 11:403-412
agonist plus-maze were used 2000
Buspirone 5-HT4 partial Elevated  Wistar rats (300-400g) 3-10 ip, 4h o Haller et al., Behav. Pharmacol. 11:403-412
agonist plus-maze 2000
Buspirone 5-HT,, partial Elevated  Wistar rats (300-400g) 10 ip, 4h + Isolated animals Haller et al., Behav. Pharmacol. 11:403-412
agonist plus-maze were used 2000
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Buspirone 5-HT;, partial ~ Social Wistar rats (300-400g) 3-10 ip, 60 o Haller et al., Behav. Pharmacol. 11:403-412
agonist interaction 2000
Buspirone 5-HT, partial ~ Social Wistar rats (300-400g) 3-10 ip, 60 o Isolated animals  Haller et al., Behav. Pharmacol. 11:403-412
agonist interaction were used 2000
Buspirone 5-HT4 partial ~ Social Wistar rats (300-400g) 3-10 ip, 4h 0 Haller et al., Behav. Pharmacol. 11:403-412
agonist interaction 2000
Buspirone 5-HT, partial ~ Social Wistar rats (300-400g) 3-10 ip, 4h + Isolated animals Haller et al., Behav. Pharmacol. 11:403-412
agonist interaction were used 2000
Buspirone 5-HT)4 partial ~ Social Adrenalectomized Wistar rats 10 ip, 60 + Haller et al., Behav. Pharmacol. 11:403-412
agonist interaction (300-400g) 2000
Buspirone 5-HT, partial ~ Predator Female and male Cerrado 0.5-1 sc, 20 + Barros et Pharmacol. Biochem. Behav.
agonist exposure- marmosets (300-400g) al., 2001 68:255-262
induced
scent
marking
Buspirone 5-HT;, partial  Elevated  Ovariectomized female Wistar ~ 2.5-5 ip, 30 o Fernandez-  Pharmacol. Biochem. Behav.
agonist plus-maze rats (250-300g) Guasti et al.,, 70:85-93
2001
Buspirone 5-HT4 partial Elevated  Lactating female Wistar rats 2.5-5 ip, 30 o Fernandez-  Pharmacol. Biochem. Behav.
agonist plus-maze (250-300g) Guasti et al.,, 70:85-93
2001
Buspirone 5-HT)4 partial ~ Shock- Ovariectomized female Wistar ~ 2.5-5 ip, 30 + (1) Activity was  Fernandez-  Pharmacol. Biochem. Behav.
agonist probe rats (250-300g) reduced at 5 Guasti et al., 70:85-93
burying mg/kg; (2) 2001
test electric shock of
0.3 mA
Buspirone 5-HT4 partial ~ Shock- Lactating female Wistar rats 2.5-5 ip, 30 + (1) Activity was Fernandez- Pharmacol. Biochem. Behav.
agonist probe (250-300g) reduced; (2) Guasti et al.,, 70:85-93
burying electric shock of 2001
test 0.3 mA
Buspirone 5-HT4 partial  Four-plate Swiss mice (20-24g) 0.06-0.5 ip, 45 o Shock of 0.6 Hascoétet ~ Pharmacol. Biochem. Behav.
agonist test mA/0.5s al., 2000 67:45-53
Buspirone 5-HT4 partial ~Light/dark Swiss mice (20-24g) 0.06-0.5 ip, 45 o Hascoétet  Pharmacol. Biochem. Behav.
agonist test al., 2000 67:45-53
Buspirone 5-HT4 partial ~ Acoustic  High DPAT sensitivity rat line 4 ip, 10 0 McQueen et Behav. Pharmacol. 12:509-516
agonist startle (320-390g) al.,2001
reflex
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Drug

Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT4 partial  Acoustic =~ Low DPAT sensitivity rat line 4 ip, 10 - Startle was McQueen et Behav. Pharmacol. 12:509-516
agonist startle (320-390g) increased by al.,2001
reflex drug-treatment
Buspirone 5-HT, partial ~ Fear- High DPAT sensitivity rat line 4 ip, 10 + McQueen et Behav. Pharmacol. 12:509-516
agonist potentiate  (320-390g) al.,2001
d startle
reflex
Buspirone 5-HT)4 partial ~ Fear- Low DPAT sensitivity rat line 4 ip, 10 + McQueen et Behav. Pharmacol. 12:509-516
agonist potentiate  (320-390g) al.,2001
d startle
reflex
Buspirone 5-HT,, partial Elevated  Female Mongolian gerbils (30-  3-30 sc, 30 + High-level light Varty etal., Neuropsychopharmacology
agonist plus-maze 50g) conditions were 2002 27:357-370
used (500 lux)
Buspirone 5-HT 4 partial Elevated  Mice 6-20 ng dorsal + Coubard Behav. Pharmacol. 12 (Suppl.
agonist plus-maze raphe and Barone, 1):S24
2001
Buspirone 5-HT)4 partial  Tonic Dunkin Hartley guinea-pigs 2.3 sc, 30 + Kurre Olsen Behav. Pharmacol. 12 (Suppl.
agonist immobilit (600-800g) and Hogg, 1):S56
y 2001
Buspirone 5-HT,, partial ~ Stress- OF1/IC mice (18-20 g) 7.5-15 po, 60 + Spooren et Eur. J. Pharmacol. 435:161-170
agonist induced al., 2002
hyperther
mia
Buspirone 5-HT4 partial Elevated  Albino mice (22-25g) 1 ip, 30 + Sonavane et Pharmacol. Biochem. Behav.
agonist plus-maze al., 2002 71:247-252
Buspirone 5-HT4 partial ~ Social Wistar rats (300-400g) 3-10 ip, 60 0 LLF condition Haller et al Psychopharmacology 157:388-
agonist interaction 2001 ” 394
Buspirone 5-HT, partial ~ Social Adrenalectomized Wistar rats 3-10 ip, 60 + (1) Experiment ~ Haller etal., Psychopharmacology 157:388-
agonist interaction (300-400g) was repeated 3 2001 394
times on
different days;
(2) LLF
condition
Buspirone 5-HT4 partial  Inhibitory ~Wistar rats (250-300g) 0.3 ip, 30 + Viana et al., Int. J. Neuropsychopharmacol.
agonist avoidance 2002 5 (Suppl. 1):S152
in the
elevated
T-maze
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial  Escape Wistar rats (250-300g) 0.3-3 ip, o.d. for o Locomotor Viana et al.,, Int. J. Neuropsychopharmacol.
agonist behavior 3 weeks activity was 2002 5 (Suppl. 1):S152
in the impaired
elevated
T-maze
Buspirone 5-HT4 partial Elevated  Mice 1 ip - Mice were Kudryavtse Int. J. Neuropsychopharmacol.
agonist plus-maze winners from va and 5 (Suppl. 1):S198
short Bondar,
experiences of 2002
aggression
during 3 days
Buspirone 5-HT,, partial  Elevated  Mice 1 ip o Mice were Kudryavtse Int. J. Neuropsychopharmacol.
agonist plus-maze winners from va and 5 (Suppl. 1):S198
short Bondar,
experiences of 2002
aggression
during 20 days
Buspirone 5-HT4 partial ~ Seed Syrian Golden hamsters (120-  0.001-1 ip, 90 + Fasting and King etal., Neuropsychobiology 45:150-
agonist finding 130g) isolation were 2002 155
used as stressors
Buspirone 5-HT,, partial ~ Fear- Wistar rats (225-300g) 0.3-3 ip, 30 o Brodkinet = Pharmacol. Biochem. Behav.
agonist potentiate al., 2002 73:359-366
d startle
reflex
Buspirone 5-HT4 partial ~ Ultrasonic Wistar rats (225-300g) 1-3 ip, 30 + Shocks of 1 Brodkinet =~ Pharmacol. Biochem. Behav.
agonist distress mA/4 s were al., 2002 73:359-366
vocalizati applied
ons
Buspirone 5-HT, partial ~ Geller- Sprague-Dawley rats (290- 0.1-0.3 ip, 30 + A FR-30 wasin Brodkinet  Pharmacol. Biochem. Behav.
agonist Seifter 330g) use al., 2002 73:359-366
conflict
test
Buspirone 5-HT;, partial ~ Light/dark Swiss-Webster mice (25-30g) 0.075-0.15  ip, 20 + Briones- Psychopharmacology 162:147-
agonist test Aranda et 155
al., 2002
Buspirone 5-HT4 partial ~Light/dark Swiss-Webster mice (25-30g) 0.075 ip, 20 - Animals had Briones- Psychopharmacology 162:147-
agonist test forced swim Aranda et 155
stress 1 or24h  al., 2002

prior to testing
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial ~ Stress- Sprague-Dawley rats (200- 2 ip, b.i.d., -2 o Rats were Gabry et al., Mol. Psychiatry 7:474-483
agonist induced 250g) and +2 h subjectedto4h 2002
gastric of
lesion immobilization
stress
Buspirone 5-HT;, partial Marble ICR mice (20-30g) 10-30 sc, 30 + Chaki et al., J. Pharmacol. Exp. Ther.
agonist burying 2003 304:818-826
Buspirone 5-HT;, partial ~ Ultrasonic Wistar rats (350-450g) 1-5 ip, 30 + The drug was Jelenetal,, Behav. Brain Res. 141:63-72
agonist distress active in the 2003
vocalizati intertrial and
ons safety signal
periods
Buspirone 5-HT,, partial Elevated  Long-Evans rats (250-300g) 0.5-1 ip, 30 o Paine et al., Behav. Pharmacol. 13:511-523
agonist plus-maze 2002
Buspirone 5-HT)4 partial ~ Social Sprague-Dawley rats (160- 0.2 ip, 30 o Activity was Overstreet ~ Psychopharmacology 167:344-
agonist interaction 180g) reduced at this etal.,, 2003 352
dose
Buspirone 5-HT)4 partial ~ Social Sprague-Dawley rats (160- 0.6 ip, 5and 10 + The drug was Overstreet ~ Psychopharmacology 167:344-
agonist interaction 180g) days given after the etal., 2003 352
first and second
cycles
Buspirone 5-HT4 partial ~ Social Sprague-Dawley rats (160- 0.2 ip,4.5h + The drug was Overstreet ~ Psychopharmacology 167:344-
agonist interaction 180g) given after etal., 2003 352
removal of
ethanol on the
third cycle
Buspirone 5-HT4 partial Condition Wistar rats (200-230g) 0.95-4.6 ip, 30 + Electric shock of Sanchezet Pharmacol. Biochem. Behav.
agonist ed fear 0.5 mA/200 ms  al., 2003 75:903-907
was applied on
day 1
Buspirone 5-HT;, partial Novelty- CD1 mice (10-week-old) 4 sc, for 17 + Merali et Biol. Psychiatry 54:552-565
agonist suppresse days al., 2003
d feeding
Buspirone 5-HT4 partial Novelty-  CD1 mice (10-week-old) 4 sc, for 3 0 Merali et Biol. Psychiatry 54:552-565
agonist suppresse days al., 2003
d feeding
Buspirone 5-HT,, partial Elevated  Wistar rats (300-400g) 3-10 ip, 30 o (1) Rat were Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze group housed; al., 2003 Biol. Psychiatry 27:1187-1199

(2) The drug
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
suppressed
locomotion
Buspirone 5-HT,, partial Elevated  Wistar rats (300-400g) 3-10 ip, 30 o (1) Rat were Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze individually al., 2003 Biol. Psychiatry 27:1187-1199
housed; (2) The
drug suppressed
locomotion
Buspirone 5-HT;, partial Elevated  Wistar rats (300-400g) 3 ip, 2h + Rat were group  Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze housed al., 2003 Biol. Psychiatry 27:1187-1199
Buspirone 5-HT,, partial Elevated  Wistar rats (300-400g) 3 ip, 2h + Rat were Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze individually al., 2003 Biol. Psychiatry 27:1187-1199
housed
Buspirone 5-HT,, partial Elevated  Wistar rats (300-400g) 3 ip, 4h o Rat were group  Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze housed al., 2003 Biol. Psychiatry 27:1187-1199
Buspirone 5-HT4 partial Elevated  Wistar rats (300-400g) 10 ip, 4h + Rat were Majercsik et  Prog. Neuropsychopharmacol.
agonist plus-maze individually al., 2003 Biol. Psychiatry 27:1187-1199
housed
Buspirone 5-HT,, partial  Elevated  Swiss-Webster mice (28-40g) 2-6 ip, 30 o (1) Mice were Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze group housed; al., 2003 Biol. Psychiatry 27:1187-1199
(2) The drug
suppressed
locomotion
Buspirone 5-HT4 partial Elevated  Swiss-Webster mice (28-40g) 2-6 ip, 30 0 (1) Mice were Majercsik et  Prog. Neuropsychopharmacol.
agonist plus-maze individually al., 2003 Biol. Psychiatry 27:1187-1199
housed; (2) The
drug suppressed
locomotion
Buspirone 5-HT;, partial Elevated  Swiss-Webster mice (28-40g) 6 ip, 2h + Mice were group Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze housed al., 2003 Biol. Psychiatry 27:1187-1199
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial Elevated  Swiss-Webster mice (28-40g) 2-6 ip, 2h o Mice were Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze individually al., 2003 Biol. Psychiatry 27:1187-1199
housed
Buspirone 5-HT,, partial  Elevated  Swiss-Webster mice (28-40g) 6 ip, 4h + Mice were group Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze housed al., 2003 Biol. Psychiatry 27:1187-1199
Buspirone 5-HT;, partial Elevated  Swiss-Webster mice (28-40g) 2-6 ip, 4h + Mice were Majercsik et Prog. Neuropsychopharmacol.
agonist plus-maze individually al., 2003 Biol. Psychiatry 27:1187-1199
housed
Buspirone 5-HT)4 partial ~ Canopy BALB/c mice 2 ip + The drug Dubowchik  Bioorg. Med. Chem. 13:3997-
agonist stretched reduced etal., 2003 4000
attend stretched attend
posture postures
test
Buspirone 5-HT4 partial ~ Social Sprague-Dawley rats (160- 0.6 ip, 30 + The drug Breese et Neuropsychopharmacology
agonist interaction 180g) attenuated the al., 2004 29:470-482
reduction in
social interaction
in rats subjected
to ethanol
withdrawal and
restraint stress
Buspirone 5-HT4 partial  Conflict ~ NIH Swiss mice (28-34g) 0.3-10 ip, 30 o A mixed FR1 Witkin et Psychopharmacology 172:52-
agonist test (food)+FR1 al., 2004 57
(food+shock)
schedule was
used
Buspirone 5-HT,, partial ~ Chick Cockerels (Gallus gallus, strain ~ 2.5-10 im, 15 o Feltenstein ~ Pharmacol. Biochem. Behav.
agonist separation W36), 7 day-old posthatch etal., 2004  77:221-226
stress
paradigm
Buspirone 5-HT;, partial ~ Conflict Sprague-Dawley rats (250- 1-6 ip + A multiple McMillan et J. Pharmacol. Exp. Ther.
agonist test 288g) FI90/FI90 al., 1991 258:1015-1018
(punishment)
schedule was
used
Buspirone 5-HT,, partial ~ Ultrasonic Sprague-Dawley rat pups (10- 0.63-5 ip, 30 + Kehne et al., Eur. J. Pharmacol. 193:283-292
agonist distress day-old) 1991
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
vocalizati
ons
Buspirone 5-HT,, partial Elevated  Sprague-Dawley rats (180-220  0.1-1 ip, 60 o Rats were Gower et Eur. J. Pharmacol. 481:67-74
agonist plus-maze g) exposed toa4-  al., 2003
open arm maze
24 h prior to
treatment
Buspirone 5-HT)4 partial  Escape Wistar rats (200-300g) 0.3-3 ip, 30 0 Poltronieri ~ Behav. Brain Res. 147:185-192
agonist behavior etal., 2003
in the
elevated
T-maze
Buspirone 5-HT,, partial ~ Escape Wistar rats (200-300g) 0.3-3 ip, o.d. for o Poltronieri ~ Behav. Brain Res. 147:185-192
agonist behavior 3 weeks et al., 2003
in the
elevated
T-maze
Buspirone 5-HT)4 partial  Inhibitory ~Wistar rats (200-300g) 0.3-3 ip, 30 + The drug Poltronieri ~ Behav. Brain Res. 147:185-192
agonist avoidance facilitated et al., 2003
in the inhibitory
elevated avoidance
T-maze
Buspirone 5-HT4 partial  Inhibitory ~Wistar rats (200-300g) 0.3-3 ip, o.d. for o Poltronieri ~ Behav. Brain Res. 147:185-192
agonist avoidance 3 weeks etal., 2003
in the
elevated
T-maze
Buspirone 5-HT,, partial ~ Light/dark Wild-type CB1 (+/+) mice (25- 1-2 ip, 30 + Uriglienet ~ Neuropharmacology 46:966-
agonist test 35g) al., 2004 973
Buspirone 5-HT4 partial ~Light/dark CB1 (-/-) mice (25-35g) 2 ip, 30 + The drug was Urigiien et ~ Neuropharmacology 46:966-
agonist test less active than  al., 2004 973
in wild-type
animals
Buspirone 5-HT)4 partial ~ Fear- Sprague-Dawley rats (225- 4 ip, 15 + Commissari Depress. Anxiety 19:146-151
agonist potentiate  250g) s etal., 2004
d startle
reflex
Buspirone 5-HT4 partial  Light/dark ICR mice (18-25g) 2 po, 60 + Pengetal.,, Life Sci. 75:2451-2462
agonist test 2004
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial Elevated  ICR mice (18-25g) 2 ip, 30 + Pengetal., Life Sci. 75:2451-2462
agonist plus-maze 2004
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (260- 1 ip, 30 + Jung etal.,  Pharmacol. Biochem. Behav.
agonist plus-maze 270g) 2005 81:205-210
Buspirone 5-HT, partial ~ Social Alcohol-preferring inbred P rats 0.6 ip, 60 + The drug Overstreet ~ Pharmacol. Biochem. Behav.
agonist interaction (160-180g) reversed etal., 2005 81:122-130
anxiety-like
behavior
induced by
repeated ethanol
withdrawals
Buspirone 5-HT,, partial ~ Light/dark Swiss-Webster mice (25-30g) 0.07 ip, 20 - Mice were Alfredo and  Eur. J. Pharmacol. 508:155-158
agonist test subjected to Ofir, 2005
swim stress prior
to testing
Buspirone 5-HT;, partial ~ Shock- Wistar rats (180-200g) 5 ip, 30 + Shocks of 0.3 Fernandez-  Psychopharmacology 180:399-
agonist probe mA were Guasti et al.,, 407
burying applied 2005
test
Buspirone 5-HT, partial ~ Shock- Wistar rats (180-200g) 2.5-5 ip, 30 + (1) Animals Fernandez-  Psychopharmacology 180:399-
agonist probe were pretreated  Guasti et al.,, 407
burying with the pain 2005
test agent uric acid at
3.75%; (2)
Shocks of 0.3
mA were
applied
Buspirone 5-HT, partial ~ Shock- Wistar rats (180-200g) 2.5-5 ip, 30 o (1) Animals Fernandez-  Psychopharmacology 180:399-
agonist probe were pretreated  Guasti et al.,, 407
burying with the pain 2005
test agent uric acid at
7.5%; (2)
Shocks of 0.3
mA were
applied
Buspirone 5-HT,, partial ~ Social Sprague-Dawley rats (180- 0.6 ip, for the + The drug Breese et Neuropsychopharmacology
agonist interaction 200g) first 2 attenuated the al., 2005 30:1662-1669
withdrawal reduction in
periods social interaction

in rats subjected
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
to ethanol
withdrawal and
restraint stress
Buspirone 5-HT, partial ~ Social Sprague-Dawley rats (180- 0.6 ip, 30 min + The drug Breese et Neuropsychopharmacology
agonist interaction 200g) prior the attenuated the al., 2005 30:1662-1669
application reduction in
of stress social interaction
in rats subjected
to ethanol
withdrawal and
restraint stress
Buspirone 5-HT,, partial Elevated  Long-Evans Hooded rats (180-  0,03-0,3 po, 60 + Vaidya et Methods Find Exp Clin
agonist plus-maze 200g) al., 2005 Pharmacol 27:245-255
Buspirone 5-HT4 partial  Vogel Long-Evans Hooded rats (180-  10-30 po, 60 + Vaidya et Methods Find Exp Clin
agonist conflict 200g) al., 2005 Pharmacol 27:245-255
test
Buspirone 5-HT;, partial DPAG Wistar rats (220-240g) 0.3 ip, o.d., for o The drug did not de Bortoli et Psychopharmacology 183:422-
agonist stimulatio 21-24 days change the al., 2006 428
n escape theshold
Buspirone 5-HT, partial ~ Conflict Female and male rhesus 0.1 v + (1) The drug Rowlettet  Psychopharmacology 184:201-
agonist test monkeys (Macaca mulatta) (6.8- produced modest al., 2006 211
8.9kg) effects; (2) An
FR18 schedule
was used
Buspirone 5-HT;, partial ~ Ultrasonic Sprague-Dawley rats (about 2.5 ip, 30 + (1) Electric Papp etal.,, Behav. Pharmacol. 17:9-18
agonist distress 260g) shocks of 0.8 2006
vocalizati mA were
ons delivered; (2)
The drug was
administered at
10:00 AM
Buspirone 5-HT;, partial ~ Ultrasonic Sprague-Dawley rats (about 2.5 ip, 30 + (1) Electric Papp etal.,, Behav. Pharmacol. 17:9-18
agonist distress 260g) shocks of 0.8 2006
vocalizati mA were
ons delivered; (2)
The drug was
administered at
6:00 PM
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial ~ Nestlet NIH Swiss mice (28-32g) 0.3-3 ip, 30 o Lietal, Life Sci. 78:1933-1939
agonist shredding 2006
Buspirone 5-HT4 partial Marble NIH Swiss mice (28-32g) 0.3-10 ip, 30 o Lietal, Life Sci. 78:1933-1939
agonist burying 2006
Buspirone 5-HT,, partial Elevated  ICR mice (25-30g) 2 ip, 60 + Jung etal., Biol. Pharm. Bull. 29:261-265
agonist plus-maze 2006
Buspirone 5-HT)4 partial ~ Ultrasonic Female and male Sprague- 1-3 ip, 30 + lijimaand  Pharmacol. Biochem. Behav.
agonist distress Dawley rat pups (9- to 11-day- Chaki, 2005 82:652-657
vocalizati  old, 21-30g)
ons
Buspirone 5-HT)4 partial ~ Shock- Wistar rats (250-300g) 1 ip, 30 + Electric shocks  Leveleki et  Brain Res. Bull. 69:153-160
agonist induced of 3 mA/0.01s al., 2006
social were applied one
avoidance day prior to
testing
Buspirone 5-HT, partial ~ Stress- DBA/2 mice (25-35g) 10-30 ip, 60 + Mice were Rorick- Psychopharmacology 183:226-
agonist induced exposed to cat Kehnetal, 240
hyperther feces to produce 2005
mia hyperthermia
Buspirone 5-HT,, partial  Inhibitory Wistar rats (220-240g) 0.3 ip, for 21 + The drug Zanoveliet  Behav. Pharmacol. 16:543-552
agonist avoidance days, o.d. impaired al., 2005
in the inhibitory
elevated avoidance
T-maze
Buspirone 5-HT)4 partial  Escape Wistar rats (220-240g) 0.3 ip, for 21 0 Zanoveliet Behav. Pharmacol. 16:543-552
agonist behavior days, o.d. al., 2005
in the
elevated
T-maze
Buspirone 5-HT)4 partial ~ Social Mongolian gerbils (Meriones 10 po, 60 + Salomé et Pharmacol. Biochem. Behav.
agonist interaction unguiculatus) (7-week-old, 50- al., 2006 83:533-539
60g)
Buspirone 5-HT)4 partial Marble ICR mice (25-34g) 30-100 ip, 30 + Mice were Young et Pharmacol. Biochem. Behav.
agonist burying housed alone al., 2006 84:62-73
Buspirone 5-HT)4 partial Marble ICR mice (25-34g) 10-30 ip, 30 + Mice were Young et Pharmacol. Biochem. Behav.
agonist burying housed in groups al., 2006 84:62-73
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Buspirone 5-HT;, partial ~ Stress- ICR mice (25-34g) 10 po, 60 + lijima et al., Psychopharmacology 190:233-
agonist induced 2007 239
hyperther
mia
Buspirone 5-HT,, partial ~ Chick Cockerels (Gallus gallus, 7 day- 2,5-10 im, 15 o Warnick et Behav. Pharmacol. 17:581-587
agonist separation old after hatch) al., 2006
stress
paradigm
Buspirone 5-HT4 partial Elevated  ICR mice (5-week-old) 6 ip, 30 + Komiyaet  Behav. Brain Res. 172:240-249
agonist plus-maze al., 2006
Buspirone 5-HT4 partial  Condition Sprague-Dawley rats (250- 30-60 po, 60 + Electric shock of Nishikawa  Prog. Neuropsychopharmacol.
agonist ed fear 350g) 2.5mA/30s etal., 2007  Biol. Psychiatry 31:926-931
were applied the
day before
Buspirone 5-HT4 partial  Open- Mixed 129SvEvBrd x 0.3-4 ip, 30 + The open-field  Pogorelov et J. Neurosci. Methods 162:222-
agonist field C57BL6/J background mice (9- contained a al., 2007 228
11 week-old, 25-30g) rectangular
ceramic platform
Buspirone 5-HT 4 partial  Open- Mixed female 129SvEvBrd x 2-4 ip, 30 + The open-fiedl ~ Pogorelov et J. Neurosci. Methods 162:222-
agonist field C57BL6/J background mice (9- contained a al., 2007 228
11 week-old, 25-30g) rectangular
ceramic platform
Buspirone 5-HT4 partial ~ Social Sprague-Dawley rats (160- 3 pg/ul amygdala 0 The drug was Overstreet ~ Psychopharmacology 187:1-12
agonist interaction 180g) given after the et al., 2006
fifth and tenth
cycles of ethanol
exposure
Buspirone 5-HT,, partial ~ Social Sprague-Dawley rats (160- 0.3-3 pg/ul  dorsal + The drug was Overstreet ~ Psychopharmacology 187:1-12
agonist interaction 180g) raphe given after the et al., 2006
fifth and tenth
cycles of ethanol
exposure
Buspirone 5-HT;, partial ~ Social Sprague-Dawley rats (160- 0.3-3 pg/ul  nucleus o The drug was Overstreet ~ Psychopharmacology 187:1-12
agonist interaction 180g) accumbens given after the et al., 2006
fifth and tenth
cycles of ethanol
exposure
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Mechanism Test Animals Doses Route Comments Reference
Buspirone 5-HT;, partial ~ Social Sprague-Dawley rats (160- 0.3-3 pg/ul  paraventric The drug was Overstreet ~ Psychopharmacology 187:1-12
agonist interaction 180g) ular nucleus given after the et al., 2006
fifth and tenth
cycles of ethanol
exposure
Buspirone 5-HT, partial ~ Fear- Rhesus monkeys (28-32-month- 5-10 po Winslow et Biol. Psychiatry 61:389-395
agonist potentiate  old) al., 2007
d startle
reflex
Buspirone 5-HT4 partial Elevated  Sprague-Dawley rats (260- 1 ip, 30 Jung etal., J. Ethnopharmacol. 108:193-
agonist plus-maze 270g) 2006 197
Buspirone 5-HT, partial ~ Conflict Sprague-Dawley rats (300- 2.5-5 ip, 30 The drug Ettenberg Pharmacol. Biochem. Behav.
agonist test 325g) reduced number and 85:393-399
of retreats of rats Bernardi,
running in an 2006
alley for IV
cocaine
Buspirone 5-HT)4 partial ~ Ultrasoun Lister hooded rats (220-250g) 0.3-3 sc, 60 Nicolaset  Psychopharmacology 194:243-
agonist d-induced al., 2007 252
defensive
behaviors
Buspirone 5-HT)4 partial ~ Stress- C57BL/6J (21-30g) 10 po, 60 Hyperthermia Grundmann  Planta Med. 72:1366-1371
agonist induced was produced by et al., 2006
hyperther exposure to an
mia open-field
Buspirone 5-HT4 partial  Elevated = C57BL/6 (6-12-week-old, 22- 10 po, 60 Grundmann J. Ethnopharmacol. 110:406-
agonist plus-maze 34g) etal, 2006 411
Buspirone 5-HT,, partial  Elevated  Fisher rats (10-week-old) 0.1-10 po, 60 Harada et Eur. J. Pharmacol. 553:171-184
agonist plus-maze al., 2006
Buspirone 5-HT, partial ~ Social Sprague-Dawley rats (7-week-  0.32-10 po, 60 Harada et Eur. J. Pharmacol. 553:171-184
agonist interaction old) al., 2006
Buspirone 5-HT4 partial Light/dark BALB/c mice (7-week-old) 32 po, 60 Harada et Eur. J. Pharmacol. 553:171-184
agonist test al., 2006
Buspirone 5-HT4 partial Holeboard ICR mice (6-week-old) 0.32-10 po, 60 Harada et Eur. J. Pharmacol. 553:171-184
agonist al., 2006
Buspirone 5-HT,, partial Novelty- New Zealand rabbits (1.6-1.8 2.5 sc, 60 Aloyo et al., Behav. Pharmacol. 18:651-659
agonist elicited kg) 2007
head-bob
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
behavior
Buspirone 5-HT,, partial Punished  Wistar rats (370-450g) 0.1-1 ip, 30 o Pérez and Behav. Pharmacol. 18:681-689
agonist schedule- Pellén, 2007
induced
polydipsia
Buspirone 5-HT4 partial ~ Ultrasonic Female and male CD rat pups 1-10 ip, 30 + Hodgson et  Pharmacol. Biochem. Behav.
agonist distress (8-10-day-old, 17-30g) al., 2008 88:341-348
vocalizati
ons
Buspirone 5-HT 4 partial ~ Social Sprague-Dawley rats (7-8- 1 sc, 30 + Louis et al., Pharmacol. Biochem. Behav.
agonist interaction week-old, 200-220g) 2008 89:36-45
Buspirone 5-HT,, partial  Elevated = C57J/BL6 mice (6-12-week-old, 10 po, 60 + Grundmann Planta Med. 74:1769-1773
agonist plus-maze 22-34g) et al., 2008
Buspirone 5-HT;, partial Elevated = BALB/cAnN Ico mice (7- 1 ip, 30 + Lalonde et  Fund. Clin. Pharmacol. 24:
agonist plus-maze month-old) al., 2009 365-376
Buspirone 5-HT4 partial Emergenc BALB/cAnN Ico mice (7- 1-3 ip, 30 o Lalonde et  Fund. Clin. Pharmacol. 24:
agonist e test month-old) al., 2009 365-376
Buspirone 5-HT4 partial  Elevated = C57BL/6JIco mice (7-month- 1-3 ip, 30 o Lalonde et  Fund. Clin. Pharmacol. 24:
agonist plus-maze old) al., 2009 365-376
Buspirone 5-HT,, partial Emergenc C57BL/6JIco mice (7-month- 1-3 ip, 30 o Lalonde et  Fund. Clin. Pharmacol. 24:
agonist e test old) al., 2009 365-376
Buspirone 5-HT)4 partial ~ Ultrasonic Sprague-Dawley rats (180- 0.3-1 sc, 30 + Boulay et Pharmacol. Biochem. Behav.
agonist distress 200g) al., 2011 97:428-435
vocalizati
ons
Buspirone 5-HT4 partial ~ Social Sprague-Dawley rats (180- 1 sc, 30 + Boulay et Pharmacol. Biochem. Behav.
agonist interaction 200g) al., 2011 97:428-435
Buspirone 5-HT,, partial ~ Ultrasonic Sprague-Dawley rats (8-10- 3 ip, 30 + Hamed et Physiol. Behav. 98:474-480
agonist distress week-old) al., 2009
vocalizati
ons
Buspirone 5-HT)4 partial  Open- Wistar rats (350-400g) 3 ip, 30 +/- Limetal,  Arzneimittelforschung 58:269-
agonist field 2008 276
Buspirone 5-HT4 partial  Open- Wistar rats (350-400g) 3 ip, 30 +/- Animals were Limetal,  Arzneimittelforschung 58:269-
agonist field tested in an 2008 276
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enclosed open-
field
Buspirone 5-HT, partial  Open- Wistar rats (200-250g) 0.5 ip, 45 + Khan and Acta Biol. Hung. 58:345-357
agonist field Haleem,
2007
Buspirone 5-HT4 partial  Open- Wistar rats (200-250g) 0.5 ip, for 2 + Khan and Acta Biol. Hung. 58:345-357
agonist field weeks Haleem,
2007
Buspirone 5-HT)4 partial  Open- Wistar rats (200-250g) 0.5 ip, 3 days + Khan and Acta Biol. Hung. 58:345-357
agonist field after 2 Haleem,
weeks 2007
treatment
Buspirone 5-HT,, partial Elevated  Wistar rats (200-250g) 0.5 ip, 45 + Khan and Acta Biol. Hung. 58:345-357
agonist plus-maze Haleem,
2007
Buspirone 5-HT4 partial Elevated  Wistar rats (200-250g) 0.5 ip, for 2 + Khan and Acta Biol. Hung. 58:345-357
agonist plus-maze weeks Haleem,
2007
Buspirone 5-HT4 partial Elevated  Wistar rats (200-250g) 0.5 ip, 3 days + Khan and Acta Biol. Hung. 58:345-357
agonist plus-maze after 2 Haleem,
weeks 2007
treatment
Buspirone 5-HT4 partial Light/dark Wistar rats (200-250g) 0.5 ip, 45 + Khan and Acta Biol. Hung. 58:345-357
agonist test Haleem,
2007
Buspirone 5-HT4 partial Light/dark Wistar rats (200-250g) 0.5 ip, for 2 + Khan and Acta Biol. Hung. 58:345-357
agonist test weeks Haleem,
2007
Buspirone 5-HT,, partial  Light/dark Wistar rats (200-250g) 0.5 ip, 3 days + Khan and Acta Biol. Hung. 58:345-357
agonist test after 2 Haleem,
weeks 2007
treatment
Buspirone 5-HT4 partial ~ Ultrasonic Rat pups (P11) 0.1-3 ip, 30 + Brunelliet ~ Pharmacol. Biochem. Behav.
agonist distress al., 2009 94:8-15
vocalizati
ons
Buspirone 5-HT,, partial ~ Ultrasonic Rat pups (P11) 0.1-3 ip, 30 + High line Brunelliet  Pharmacol. Biochem. Behav.
agonist distress ultrasonic al., 2009 94:8-15
vocalizati vocalizations
ons was used
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Buspirone 5-HT 4 partial  Novel Zebrafish (D. rerio) 6.25-50 immersion, + Bencan et Pharmacol. Biochem. Behav.
agonist tank 5 al., 2009 94:75-80
diving
Buspirone 5-HT,, partial Condition Sprague-Dawley rats (270- 1-5 ip, 30 + Shocks of 1 Kakui et al., Pharmacol. Biochem. Behav.
agonist ed fear 300g) mA/30 s were 2009 92:393-398
applied
Buspirone 5-HT;, partial  Elevated  C57J/BL6 mice (6-12-week-old, 10 po, 60 + Grundmann Phytomedicine 16:295-302
agonist plus-maze 27.3010.1g) et al., 2009
Buspirone 5-HT 4 partial DPAG Wistar rats (300-350g) 3 sc, for 20 + Limetal,  Behav. Brain Res. 218:301-307
agonist stimulatio days 2011
n
Buspirone 5-HT, partial ~ Fear- F344 rats (8-10-week-old) 100 po, 30 + Steiner et Psychopharmacology 223:465-
agonist potentiate al., 2012 475
d startle
reflex
Buspirone 5-HT;, partial ~ Acoustic ~ F344 rats (8-10-week-old) 300 po, 30 - Steiner et Psychopharmacology 223:465-
agonist startle Rats were tested al., 2012 475
reflex in dark condition
Buspirone 5-HT4 partial  Acoustic ~ F344 rats (8-10-week-old) 300 po, 30 o Rats were tested ~ Steiner et Psychopharmacology 223:465-
agonist startle in light al., 2012 475
reflex condition
Buspirone 5-HT,, partial  Open- Female zebrafish (Danio rerio, 5 mg/L container o Maaswinkel Behav. Brain Res. 234:365-374
agonist field 5-month-old) exposed, 0 etal., 2012
or3.5h
Buspirone 5-HT;, partial  Elevated  Wistar/ST rats (10-13-week- 1 ip, for 14 o Yamaguchi J. Ethnopharmacol. 143:533-
agonist plus-maze old) days etal., 2012 539
Buspirone 5-HT4 partial Condition Wistar/ST rats (10-13-week- 1 ip, for 14 + Shocks of 0.5 Yamaguchi  J. Ethnopharmacol. 143:533-
agonist ed fear old) days mA were etal,2012 539
applied
Buspirone 5-HT,, partial Elevated  Swiss mice (30g) 1.3 pmol ip, 30 + de Britoet  Life Sci. 90:910-916
agonist plus-maze al., 2012
Buspirone 5-HT4 partial  Elevated = Wistar rats (6-8-wek-old, 120- 5 ip, 60 + Khatri et al., Arch. Pharm. Res. 35:1143-
agonist plus-maze 150g) 2012 1152
Buspirone+5-HT (20 5-HT4 partial DPAG Wistar rats (220-240g) 0.3 ip, o.d., for + (1) No de Bortoli et Psychopharmacology 183:422-
nmol) agonist stimulatio 21-24 days interaction, but  al., 2006 428
n the escape
theshold was

increased; (2) 5-
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HT was infused
into the dorsal
PAG
Buspirone+8-OH- 5-HT,, partial  Inhibitory Wistar rats (220-240g) 0.3 ip, for 21 + The combination Zanoveliet Behav. Pharmacol. 16:543-552
DPAT (3.2 nmol/0.2  agonist avoidance days, o.d. impaired al., 2005
ul) in the inhibitory
elevated avoidance
T-maze
Buspirone+8-OH- 5-HT)4 partial  Escape Wistar rats (220-240g) 0.3 ip, for 21 0 No interaction Zanoveliet Behav. Pharmacol. 16:543-552
DPAT (3.2 nmol/0.2  agonist behavior days, o.d. al., 2005
ul) in the
elevated
T-maze
Buspirone+8-OH- 5-HT4 partial DPAG Wistar rats (220-240g) 0.3 ip, o.d., for + (1) No de Bortoli et Psychopharmacology 183:422-
DPAT (8 nmol) agonist stimulatio 21-24 days interaction, but  al., 2006 428
n the escape
theshold was
increased; (2) 8-
OH-DPAT was
infused into the
dorsal PAG
Buspironet+adrenale  5-HT4 partial ~ Shock- Wistar rats (300-350g) 5 ip, 15 (o) (1) Blockade of  Lopez- Psychoneuroendocrinology
ctomy agonist probe the anxiolytic- Rubalcava  24:409-422
burying like effects, (2)  etal., 1999
test Shock of 0.3 mA
Buspirone+cocaine  5-HT4 partial Elevated  Long-Evans rats (250-300g) 0.5-1 ip, 30 ) No blockade of  Paine etal., Behav. Pharmacol. 13:511-523
(20 mg/kg) agonist plus-maze the anxiogenic- 2002
like effects of
cocaine
Buspirone+cocaine  5-HT)4 partial Elevated  Long-Evans rats (250-300g) 0.5-1 ip, 30 ) No blockade of  Paine etal., Behav. Pharmacol. 13:511-523
(repeated 20 mg/kg)  agonist plus-maze the anxiogenic- 2002
like effects of
cocaine
withdrawal
Buspirone+corticost  5-HT4 partial ~ Social Adrenalectomized Wistar rats 10 ip, 60 (-/+) (1) Experiment  Haller etal., Psychopharmacology 157:388-
erone (0.5 mg/kg) agonist interaction (300-400g) was repeated 3 2001 394

times on
different days;
(2) LLF
condition
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Buspironet+demedul ~ 5-HT;4 partial ~ Shock- Wistar rats (300-350g) 5 ip, 15 + Shock of 0.3 mA Lopez- Psychoneuroendocrinology
ectomy agonist probe Rubalcava  24:409-422
burying et al., 1999
test
Buspirone+DOI (16  5-HT 4 partial DPAG Wistar rats (220-240g) 0.3 ip, o.d., for + (1) No de Bortoli et Psychopharmacology 183:422-
nmol) agonist stimulatio 21-24 days interaction, but  al., 2006 428
n the escape
theshold was
increased; (2)
DOI was infused
into the dorsal
PAG
Buspirone+DOI (16  5-HT )4 partial  Inhibitory ~Wistar rats (220-240g) 0.3 ip, for 21 o No interaction Zanoveliet  Behav. Pharmacol. 16:543-552
nmol/0.2 pl) agonist avoidance days, o.d. al., 2005
in the
elevated
T-maze
Buspirone+DOI (16 ~ 5-HT)4 partial  Escape Wistar rats (220-240g) 0.3 ip, for 21 0 No interaction Zanoveliet Behav. Pharmacol. 16:543-552
nmol/0.2 pl) agonist behavior days, o.d. al., 2005
in the
elevated
T-maze
Buspironet+ketocona 5-HT)4 partial Condition Sprague-Dawley rats (250- 10-30 po, 60 ) (1) Potentiation ~ Nishikawa  Prog. Neuropsychopharmacol.
zole (10 mg/kg) agonist ed fear 350g) of the etal., 2007  Biol. Psychiatry 31:926-931
anxiolytic-like
effects of
tandospirone; (2)
Electric shock of
2.5mA/30s
were applied the
day before
Buspirone+lemon 5-HT4 partial Elevated  ICR mice (5-week-old) 2 ip, 30 + No blockade of Komiyaet  Behav. Brain Res. 172:240-249
oil vapor agonist plus-maze the anxiolytic- al., 2006
like effects of
lemon oil vapor
BuspironetMM-77  5-HT 4 partial Light/dark Swiss-Webster mice (25-30g) 0.07 ip, 20 - (1) No Alfredo and  Eur. J. Pharmacol. 508:155-158
(0.03 mg/kg) agonist test antagonism; (2)  Ofir, 2005

Mice were
subjected to

swim stress prior
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to testing
Buspirone+NAN- 5-HT,, partial  Elevated  Swiss mice (30g) 1.3 pmol ip, 30 (o) de Britoet  Life Sci. 90:910-916
190 (1.3 pmol/kg) agonist plus-maze al., 2012
Buspirone+prazosin  5-HT)4 partial Condition Sprague-Dawley rats (270- 2 ip, 30 + (1) Shocks of 1 ~ Kakui etal.,, Pharmacol. Biochem. Behav.
(0.03 mg/kg) agonist ed fear 300g) mA/30 s were 2009 92:393-398
applied; (2) No
interaction
Buspirone+SKF829  5-HT 4 partial Acoustic  Rats 1 sc ) Syngergistic Meloni and  Soc. Neurosci. Abstr. 25:2132
58 (1 mg/kg) agonist startle potentiation David, 1999
reflex
Buspirone+Stress 5-HT,, partial ~ Staircase = Mice 2-4 ip, 30 o Animals were Pokk et al.,  Eur. Neuropsychopharmacol.
agonist test stress by small 2000 10 (Suppl. 2):S68
platform
exposure
surrounded by
water for 24h
Buspirone+Substanc  5-HT4 partial  Distress Guinea pig pups ip, 30 + Kramer et Science 281:1640-1645
eP agonist vocalizati al., 1998
ons
Buspirone+trimyristi  5-HT 4 partial Elevated  Albino mice (22-25g) 1 ip, 30 (0) Blockade of the  Sonavane et Pharmacol. Biochem. Behav.
n (10-100 mg/kg) agonist plus-maze anxiolytic-like al., 2002 71:247-252
effects of
buspirone
Buspirone+tWAY 5-HT\4 full Geller- Sprague-Dawley rats (350- 1 sc, 30 (0) Antagonism of  Cervo etal.,, Soc. Neurosci. Abstr. 24:1364
100635 (0.3 mg/kg) agonist Seifter 375g) the effects of 1998
conflict buspirone
test
Buspirone+WAY 5-HT4 partial  Elevated = C57BL/6 (6-12-week-old, 22- 10 po, 60 (0) Antagonism of  Grundmann J. Ethnopharmacol. 110:406-
100635 (0.5 mg/kg) agonist plus-maze 34g) the effects of etal., 2006 411
buspirone
Buspirone+tWAY 5-HT;, partial  Elevated  Wistar rats (6-8-wek-old, 120- 5 ip, 60 (o) Khatri et al., Bioorg. Med. Chem. 17:1890-
100635 (0.5 mg/kg) agonist plus-maze 150g) 2009 1897
Buspirone+tWAY 5-HT4 partial Elevated  ddY mice (23-28g) 10 ip, 60 (0) (1) antagonism  Hataetal.,  Jpn. J. Pharmacol. 85:189-196
100635 (1 mg/kg) agonist plus-maze of the effects of 2001
buspirone; (2)
Specific

alternation of
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rhythm in
temperature was
used as stressor
Buspirone+tWAY 5-HT;, partial Condition Sprague-Dawley rats (270- 0.3-1 ip, 30 (o) Shocks of 1 Kakui et al., Pharmacol. Biochem. Behav.
100635 (1 mg/kg) agonist ed fear 300g) mA/30 s were 2009 92:393-398
applied
Buspirone+tWAY 5-HT;, partial ~ Stress- ICR mice (25-34g) 10 po, 60 (o) Antagonism of  Iijima etal.,, Psychopharmacology 190:233-
100635 (1-3 mg/kg) agonist induced the effects of 2007 239
hyperther buspirone
mia
BW 723C86 5-HT,p agonist  Geller- Sprague-Dawley rats (400- 1-50 sc, 30 + Kennettet  Br. J. Pharmacol. 116:330P
Seifter 500g) al., 1995
conflict
test
BW 723C86 5-HT,p agonist Elevated  Sprague-Dawley rats (200- 2-10 sc, 30 o Kennettet  Br. J. Pharmacol. 116:330P
plus-maze 250g) al., 1995
BW 723C86 5-HT,p agonist Elevated  Lister hooded rats (280-400g) 0.31 nmol amygdala, 1 + Duxon et Br. J. Pharmacol. 116:331P
plus-maze al., 1995
BW 723C86 5-HT,p agonist Social Sprague-Dawley rats (200- 3-10 sc, 30 + Kennettet  Br. J. Pharmacol. 116:330P
interaction 250g) al., 1995
BW 723C86 5-HT,p agonist Social Sprague-Dawley rats (250g) 3 sc, 20 + Kennettet  Br. J. Pharmacol. 117:1443-
interaction al., 1996 1448
BW 723C86 5-HT,p agonist Social Sprague-Dawley rats (210- 0.09 and medial + Duxon et Neuropharmacology 36:601-
interaction 230g) 0.93 amygdala, 5 al., 1997 608
nmol/500 nl
BW 723C86 5-HT,p agonist Vogel Sprague-Dawley rats (210- 0.09-0.93 medial o Duxon et Neuropharmacology 36:601-
conflict 230g) nmol/500 nl amygdala, 5 al., 1997 608
test
BW 723C86 5-HT,p agonist Social Rats sc, 20 3 + Kennett et Soc. Neurosci. Abstr. 24:1371
interaction al., 1998
BW 723C86 5-HT,p agonist Vogel Sprague-Dawley rats (220- 10-30 ip, 30 + Electric shocks  Kennettet = Neuropharmacology 37:1603-
conflict 250g) of 0.25 mA/0.2 s al., 1998 1610
test
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BW 723C86 5-HT,p agonist Four-plate Swiss mice (20-24g) 8-16 ip, 30 + Electric shocks  Nic Behav. Brain Res. 140:203-214
test of 0.6 mA/0.5s  Dhonnchad
haetal.,
2003
BW 723C86 5-HT,p agonist Light/dark Swiss mice (20-24g) 0.125-16 ip, 30 o Nic Behav. Brain Res. 140:203-214
test Dhonnchad
haetal.,
2003
BW 723C86 5-HT,p agonist Elevated  Swiss mice (20-24g) 0.5, 4-16 ip, 30 + Nic Behav. Brain Res. 140:203-214
plus-maze Dhonnchad
haetal.,
2003
BW 723C86 5-HT,p agonist Four-plate Swiss mice (4-week-old, 18- 0.5-2 ip, 30 o Electric shocks  Nic Psychopharmacology 179:418-
test 22¢g) of 0.6 mA/0.5s Dhonnchad 429
ha et al.,
2005
BW 723C86 5-HT,p agonist Four-plate Swiss mice (20-24g) 8 ip, 30 + Electric shock of Ripoll et al., Behav. Brain Res. 166:131-139
test 0.6 mA/0.5 s 2006
were delivered
BW 723C86 5-HT,p agonist Four-plate Swiss mice (20-24g) 1-16 ip, 30 o (1) Animals Ripoll et al., Behav. Brain Res. 166:131-139
test were exposed to 2006
the test 24 h
before; (2)
Electric shock of
0.6 mA/0.5 s
were delivered
BW 723C86 5-HT,p agonist Four-plate Swiss mice (18-22g) 0.5-2 ip, 45 o Electric shock of Massé et al., Behav. Brain Res. 177:214-226
test 0.6 mA/0.5 s 2007
were delivered
BW 723C86 5-HT,p agonist Elevated  Swiss mice (18-22g) 0.06-0.25 ip, 45 0 Massé et al., Behav. Brain Res. 177:214-226
plus-maze 2007
BW 5-HT,p agonist Four-plate Swiss mice (18-22g) 0.125 ip, 45 ) (1) Potentiation ~ Massé et al., Behav. Brain Res. 177:214-226
723C86+alprazolam test of the 2007
(0,03-0,125 mg/kg) anxiolytic-like
effects of

alprazolam; (2)
Electric shock of
0.6 mA/0.5 s
were delivered
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BW 5-HT,p agonist Elevated  Swiss mice (18-22g) 0.06-0.25 ip, 45 () Potentiation of ~ Massé et al., Behav. Brain Res. 177:214-226
723C86+alprazolam plus-maze the anxiolytic- 2007
(0,03-0.06 mg/kg) like effects of
alprazolam
BW 5-HT,p agonist Elevated  Swiss mice (18-22g) 0.06-0.25 ip, 45 ) Potentiation of =~ Massé et al., Behav. Brain Res. 177:214-226
723C86+diazepam plus-maze the anxiolytic- 2007
(0.06 mg/kg) like effects of
diazepam
BW 5-HT,p agonist Four-plate Swiss mice (18-22g) 2 ip, 45 +) (1) Potentiation =~ Massé et al., Behav. Brain Res. 177:214-226
723C86+diazepam test of the 2007
(0.125 mg/kg) anxiolytic-like
effects of
diazepam; (2)
Electric shock of
0.6 mA/0.5 s
were delivered
BW 723C86+SB 5-HT,p agonist Vogel Sprague-Dawley rats (220- 10 ip, 30 (0) (1) Antagonism; Kennettet = Neuropharmacology 37:1603-
206553 (10-20 conflict 250g) (2) Electric al., 1998 1610
mg/kg) test shocks of 0.25
mA/0.2 s
BW 723C86+SB 5-HT,p agonist Vogel Sprague-Dawley rats (220- 10 ip, 30 (0) (1) Antagonism; Kennettet = Neuropharmacology 37:1603-
215505 (3 mg/kg) conflict 250g) (2) Electric al., 1998 1610
test shocks of 0.25
mA/0.2 s
BW 723C86+SB 5-HT,p agonist Vogel Sprague-Dawley rats (220- 10 ip, 30 + (1) No Kennettet ~ Neuropharmacology 37:1603-
242084 (5 mg/kg) conflict 250g) antagonism; (2)  al., 1998 1610
test Electric shocks
0of 0.25 mA/0.2 s
BW 723C86+WAY  5-HT,p agonist Vogel Sprague-Dawley rats (220- 10 ip, 30 (0) (1) No Kennettet ~ Neuropharmacology 37:1603-
100635 (0.1-0.3 conflict 250g) antagonism; (2)  al., 1998 1610
mg/kg mg/kg) test Electric shocks
0of 0.25 mA/0.2 s
C-1A-siRNA 5-HTis Elevated  CS57BL/6J (10-15-week-old) 1 ul dorsal o 5-HTi, Bortolozzi  Mol. Psychiatry 17:612-623
suppressor plus-maze raphe autoreceptors etal, 2012
nucleus, were suppressed
b.i.d., 24 h selectively
Cassia siamea 5-HT Elevated = Wistar rats (150-170g) 1-12 po, 60 + Thongsaard Pharmacol. Biochem. Behav.
antagonist plus-maze etal., 1996  53:753-758
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CGS 12066B Non selective  Elevated ~ Swiss mice NIH (20-30g) 3.125 ip, 30 o Benjamin et  Life Sci. 47:195-203
agonist plus-maze al., 1990
CGS 12066B Non selective  Elevated ~ DBA/2 mice (6-8-week-old) 2.5-10 ip, 20 - Rodgers et  Behav. Pharmacol. 3:621-634
agonist plus-maze al., 1992
CGS 12066B Non selective  Elevated  Mice 10 - Rodgerset  Behav. Pharmacol. 3:621-634
agonist plus-maze al., 1992
CGS 12066B Non selective  Social Lister rats (200-280g) 0.0025 dorsal + HLU Higginset  Psychopharmacology 106:261-
agonist interaction raphe, 5 al., 1992 267
CGS 12066B Non selective ~ Agonistic BKW mice (25-35g) 0.5-5 sc, 30 - Belletal,,  Pharmacol. Biochem. Behav.
agonist behavior 1995 52:7-16
CGS 12066B Non selective ~ Ultrasonic Sprague-Dawley rats (9-11-day- 1-3 sc, 30 - Winslow Prog. Neuropsychopharmacol.
agonist distress old) and Insel, Biol. Psychiatry 15:745-757
vocalizati 1991
ons
CGS 12066B Non selective  Ultrasonic Rats 1-3 sc - Winslow Psychopharmacology 105:513-
agonist distress and Insel, 520
vocalizati 1991
ons
CGS 18102A Mixed 5-HT;,  Conflict White Carneau Pigeons (500- 0.16-0.63 im, 5 + FR30:FR30 Kleven and J. Pharmacol. Exp. Ther.
agonist/5- test 650g) Koek, 1996  276:388-397
HToanc
antagonist
Cianopramine 5-HT reuptake Elevated  Wistar rats (150-220g) 1-10 ip, 30 - Griebel et Psychopharmacology 113:463-
inhibitor plus-maze al., 1994 470
Cianopramine 5-HT reuptake Elevated  Wistar rats (150-220g) 10 ip, for 21 + Griebel et Psychopharmacology 113:463-
inhibitor plus-maze days (o.d.) al., 1994 470
Cianopramine 5-HT reuptake Light/dark Swiss mice (10-week-old) 1-10 ip, 30 - Griebel et Psychopharmacology 113:463-
inhibitor test al., 1994 470
Cianopramine 5-HT reuptake Light/dark Swiss mice (10-week-old) 10 ip, for 21 o Griebel et Psychopharmacology 113:463-
inhibitor test days (0.d.) al., 1994 470
Cianopramine 5-HT reuptake Free- Swiss mice (10-week-old 10 ip, 30 - Griebel et Psychopharmacology 113:463-
inhibitor exploratio al., 1994 470
n test
Cinanserin 5-HT, Geller- Female CFN rats 3-25 ip, 0 0 VI30/FR10 Winter, Arch. Int. Pharmacodyn.
antagonist Seifter 1972 197:147-159
conflict
test
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Cinanserin 5-HT, Geller- Female CFN rats 3-25 ip, 80 o VI30/FR10 Winter, Arch. Int. Pharmacodyn.
antagonist Seifter 1972 197:147-159
conflict
test
Cinanserin 5-HT, Geller- Rats 60 o Sepinwall In: Handbook of
antagonist Seifter and Cook, Psychopharmacology, pp. 345-
conflict 1978 393
test
Cinanserin 5-HT, Geller- Sprague-Dawley rats (200- 10-56 ip, 60 o FR40 Kilts et al.,  Psychopharmacology 74:290-
antagonist Seifter 320g) 1981 296
conflict
test
Cinanserin 5-HT, Geller- Sprague-Dawley rats (4 months) 60 ip, 60 + Geller et al., Pharmacol. Biochem. Behav.
antagonist Seifter 1974 2:545-548
conflict
test
Cinanserin 5-HT, Geller- Rats 15-60 ip, 60 + FR10/VI30 Cook and In: Mechanisms of Actions of
antagonist Seifter Sepinwall,  Benzodiazepines, pp. 1-28
conflict 1975
test
Cinanserin 5-HT, Vogel Wistar rats (220g) 10-60 ip, 30 o Modified Vogel Petersen and Psychopharmacology 75:236-
antagonist conflict test Lassen, 239
test 1981
Cinanserin 5-HT, Vogel Sprague-Dawley rats (200- 56 ip, 60 + VI21 Kilts et al.,  Psychopharmacology 74:290-
antagonist conflict 320g) 1981 296
test
Cinanserin 5-HT, Vogel Sprague-Dawley rats (200g) 56 ip, 60 + VI21 Kilts et al.,  Psychopharmacology 78:156-
antagonist conflict 1982 164
test
Cinanserin 5-HT, Conflict Squirrel monkeys (550-900g) 1-3 im + FR30 Brady and  J. Pharmacol. Exp. Ther.
antagonist test Barrett, 234:106-112
1985
Cinanserin 5-HT, Fear- Sprague-Dawley rats (300- 10 ip, 15 0 Davis etal.,, In: The Psychology of Learning
antagonist potentiate  400g) 1988 and Motivation, pp. 263-305
d startle
reflex
Cinanserin 5-HT, Light/dark NIH Swiss mice (18-22g) 2.5 ip, 30 o Emmanouil Pharmacol. Biochem. Behav.
antagonist test etal., 2006  84:313-320
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CinanserintN,O 5-HT, Light/dark NIH Swiss mice (18-22g) 2.5 ip, 30 (o) Weak Emmanouil Pharmacol. Biochem. Behav.
antagonist test antagonism of etal., 2006  84:313-320
the anxiolytic-
like effects of
N,O
Citalopram 5-HT reuptake  Geller- Rats 4 + FRS, weak effect Hascoétet J. Psychopharmacol. 6:129
inhibitor Seifter al., 1992
conflict
test
Citalopram 5-HT reuptake  Vogel Rats 10 sc, 45 - Broekkamp Behavioural Pharmacology of
inhibitor conflict and Jenck,  5-HT, pp. 321-335
test 1989
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (230- 3-10 sc, 60 + Inescapable Hashimoto  Psychopharmacology 123:182-
inhibitor ed fear 270g) electric etal, 1996 186
footshock of 2.5
mA
Citalopram 5-HT reuptake Elevated = Wistar rats (150-220g) 10-30 ip, 30 - Griebel et Psychopharmacology 113:463-
inhibitor plus-maze al., 1994 470
Citalopram 5-HT reuptake Light/dark Swiss mice (10-week-old) 1-30 ip, 30 - Griebel et Psychopharmacology 113:463-
inhibitor test al., 1994 470
Citalopram 5-HT reuptake Light/dark Lundbeck mice strain (30-35g)  0.61-6.1 sc, 30 + Asymmetric Sanchez, Pharmacol. Toxicol. 77:71-78
inhibitor test pmol/kg compartments 1995
Citalopram 5-HT reuptake Free- Swiss mice (10-week-old 30 ip, 30 - Griebel et Psychopharmacology 113:463-
inhibitor exploratio al., 1994 470
n test
Citalopram 5-HT reuptake Marble Female MF1 mice (23-35g) 1-20 ip, 30 + Njung'e and Pharmacol. Biochem. Behav.
inhibitor burying Handley, 38:63-67
1991
Citalopram 5-HT reuptake  Ultrasonic Rats 1 sc + Winslow Psychopharmacology 105:513-
inhibitor distress and Insel, 520
vocalizati 1991
ons
Citalopram 5-HT reuptake  Condition Sprague-Dawley rats (250- 10 sc, 20 + Inescapable Inoue et al., Pharmacol. Biochem. Behav.
inhibitor ed fear 300g) footshock of 2.5 1996 53:825-831
mA
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (250- 3-10 sc, 40 + Inoue et al., Pharmacol. Biochem. Behav.
inhibitor ed fear 300g) 1996 53:825-831
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Citalopram 5-HT reuptake Elevated  Wistar rats 10 ip, for 21 Harro et al., Naunyn Schmied. Arch.
inhibitor plus-maze days (0.d.) 1997 Pharmacol. 355:57-63
Citalopram 5-HT reuptake Light/dark Wistar rats (200-250g) 0.000025- sc, 30 Sanchez and Psychopharmacology 129:197-
inhibitor test 0.00025 Meier, 1997 205
pmol/kg
Citalopram 5-HT reuptake Light/dark Wistar rats (200-250g) 0.025-0.25  sc, 30 Sanchez and Psychopharmacology 129:197-
inhibitor test umol/kg Meier, 1997 205
Citalopram 5-HT reuptake Ultrasonic Wistar rats (150-175g) ED50=1 sc, 30 Four 1.0 mV Sanchez and Psychopharmacology 129:197-
inhibitor distress inescapable Meier, 1997 205
vocalizati footshocks, each
ons 10s.
Citalopram 5-HT reuptake Elevated  Rats 5-10 ip Allikmets et Pharmacol. Toxicol. 76 (Suppl.
inhibitor plus-maze al., 1995 3):9
Citalopram 5-HT reuptake  Exploratio Female Wistar rats (200-250g) 10 ip, for 5 Matto et al., Neuropharmacology 36:389-
inhibitor n behavior days 1997 396
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (230- 10 ip, 60 Rats received Cao and Psychopharmacology 139:185-
inhibitor ed fear 270g) inescapable Rodgers, 194
electric 1998
footshocks (2.5
mA, 10 ms
every 100 ms)
Citalopram 5-HT reuptake Ultrasonic Wistar rats (180-200g) 3-10 ip, 60 Animals Schreiber et Psychopharmacology 135:383-
inhibitor distress received an al., 1998 391
vocalizati electric shock of
ons 0.6 mA, 2s
Citalopram 5-HT reuptake Condition Rats 10 (1) Rats received Muraki et Soc. Neurosci. Abstr. 24:1192
inhibitor ed fear a subchonic al., 1998
pretreatment
with lithium; (2)
potentiation
Citalopram 5-HT reuptake Condition Rats 10 Muraki et Soc. Neurosci. Abstr. 24:1192
inhibitor ed fear al., 1998
Citalopram 5-HT reuptake  Open- Female Wistar rats (250-350g)  10-15 ip, 30 Matto and ~ Pharmacology 58:59-69
inhibitor field Allikmets,
1999
Citalopram 5-HT reuptake Elevated  Wistar rats (200-300g) 5 ip, 30 Skrebuhhov Med. Sci. Res. 27:277-280
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
inhibitor plus-maze aetal,
1999
Citalopram 5-HT reuptake  Schedule- Rats + The drug Overshiner  Behav. Pharmacol. 10 (Suppl.
inhibitor induced reversed and 1):S69
polydipsia polydipsia Leander,
1999
Citalopram 5-HT reuptake  Social Sprague-Dawley rats 2,5 sc, 30 - Dekeyne et Behav. Pharmacol. 10 (Suppl.
inhibitor interaction al., 1999 1):S23
Citalopram 5-HT reuptake Light/dark NMRI mice 49 minipumps + Social defeat- Keeney and  Behav. Pharmacol. 10 (Suppl.
inhibitor test umol/kg/day for 3 weeks induced increase Hoog, 1999  1):S52
of anxiety in the
light/dark test
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (230- 10 sc, 60 + Inescapable Hashimoto  Eur. J. Pharmacol. 378:23-30
inhibitor ed fear 270g) electric etal., 1999
footshock for a
total of 2,5 min
(2,5 mA, 10 ms)
Citalopram 5-HT reuptake Elevated  Wistar rats (300-350g) 5 ip, 30 - Skrebuhhov  Methods Find. Exp. Clin.
inhibitor plus-maze aetal, Pharmacol .21:483-490
1999
Citalopram 5-HT reuptake Elevated  Wistar rats (300-350g) 5 ip, for 3 + Skrebuhhov  Methods Find. Exp. Clin.
inhibitor plus-maze weeks aetal, Pharmacol .21:483-490
(0.d.) 1999
Citalopram 5-HT reuptake  Condition Sprague-Dawley rats (230- 30 sc, 30 + Electric Muraki et Eur. J. Pharmacol. 383:223-29
inhibitor ed fear 270g) footshock for 2.5 al., 1999
min (2.5 mA
scrambled
shock, 10-ms
every 100 ms)
was applied
Citalopram 5-HT reuptake Elevated  SHR rats (6-8-week-old) 10 ip, 60 - Pollier et Neuropsychopharmacology
inhibitor plus-maze al., 2000 22:64-76
Citalopram 5-HT reuptake Elevated = Wistar-Kyoto rats (6-8-week- 1-10 ip, 60 o Pollier et Neuropsychopharmacology
inhibitor plus-maze old) al., 2000 22:64-76
Citalopram 5-HT reuptake Elevated = Lewis rats (6-8-week-old) 10 ip, 60 - Pollier et Neuropsychopharmacology
inhibitor plus-maze al., 2000 22:64-76
Citalopram 5-HT reuptake Elevated  Wistar rats (300-350g) 5 ip, 30 - Skrebuhhov Med. Sci. Res. 27:835-837
inhibitor plus-maze a-Malmros
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etal., 1999
Citalopram 5-HT reuptake  Social Sprague-Dawley rats (240- 2.5 sc, 30 - HLU condition = Dekeyne et  Neuropharmacology 39:1114-7
inhibitor interaction 260g) al., 2000
Citalopram 5-HT reuptake  Four-plate Swiss mice (20-24g) 8-32 ip, 30 + Shock of 0.6 Hascoétet ~ Pharmacol. Biochem. Behav.
inhibitor test mA/0.5 s al., 2000 65:339-344
Citalopram 5-HT reuptake  Tonic Dunkin Hartley guinea-pigs 4-16 sc, 30 o Kurre Olsen Behav. Pharmacol. 12 (Suppl.
inhibitor immobilit  (600-800g) and Hogg, 1):S56
y 2001
Citalopram 5-HT reuptake  Acral lick Female and male dogs 0.5-1 po, for 8 + Stein et al.,  Depress. Anxiety 8:39-42
inhibitor dermatisis weeks 1998
Citalopram 5-HT reuptake DPAG Sprague-Dawley rats ED50=6.6 ip, 30 + Hogg and Int. J. Neuropsychopharmacol.
inhibitor stimulatio Jessa, 2002 5 (Suppl. 1):S151
n
Citalopram 5-HT reuptake Distress Guinea pig pups 0.1-3 sc, 15 o Hudzik et Int. J. Neuropsychopharmacol.
inhibitor vocalizati al., 2002 5 (Suppl. 1):S100
ons
Citalopram 5-HT reuptake Marble ICR mice (28-40g) 5-15 ip, 20 + Takeuchi et Jpn. J. Pharmacol. 90:197-200
inhibitor burying al., 2002
Citalopram 5-HT reuptake  Ultrasonic Wistar rats (150-175g) 0.5-2 sc, 30 + Four footshocks Sanchezet  Psychopharmacology 167:353-
inhibitor distress of 1 mA were al., 2003 362
vocalizati delivered
ons
Citalopram 5-HT reuptake Light/dark Mice derived from Bradford 0.13-2 sc, 30 o Sanchez et  Psychopharmacology 167:353-
inhibitor test strain (30-35g) al., 2003 362
Citalopram 5-HT reuptake Condition Wistar rats (200-230g) 8 ip, 30 + Electric shock of Sanchezet  Pharmacol. Biochem. Behav.
inhibitor ed fear 0.5 mA/200 ms  al., 2003 75:903-907
was applied on
day 1
Citalopram 5-HT reuptake Elevated  Rats 10 + Bienetal., Behav. Pharmacol. 14 (Suppl.
inhibitor plus-maze 2003 1):S37
Citalopram 5-HT reuptake  Vogel Rats 10 + Bienetal, Behav. Pharmacol. 14 (Suppl.
inhibitor conflict 2003 1):S37
test
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Citalopram 5-HT reuptake  Open- Wistar rats 1-20 - Allikmets et Eur. Neuropsychopharmacol.
inhibitor field al., 2003 13 (Suppl. 4):S271
Citalopram 5-HT reuptake Elevated  Wistar rats 1-20 - Allikmets et Eur. Neuropsychopharmacol.
inhibitor plus-maze al., 2003 13 (Suppl. 4):S271
Citalopram 5-HT reuptake = Ultrasonic CFW mouse pups (7-day-old) ED50=1.2 sc, 45 + To elicit Fishetal., J. Pharmacol. Exp. Ther.
inhibitor distress ultrasonic 2004 308:474-480
vocalizati vocalizations,
ons pups were
placed on a
19°C surface for
4 min
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (230- 3 pg/site amygdala, + The drug Inoue et al., Eur. J. Pharmacol. 497:311-316
inhibitor ed fear 250g) 10 reduced freezing 2004
24 h after
footshock
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (230- 3 pg/site mediodorsa o The drug did not Inoue etal., Eur. J. Pharmacol. 497:311-316
inhibitor ed fear 250g) 1 nucleus of reduce freezing 2004
the 24 h after
thalamus, footshock
10
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (230- 3 pg/site prefrontal o The drug did not Inoue etal., Eur. J. Pharmacol. 497:311-316
inhibitor ed fear 250g) cortex, 10 reduce freezing 2004
24 h after
footshock
Citalopram 5-HT reuptake Elevated  Female NMRI mice (20-25g) 5-40 ip, 30 o Troelsen et Psychopharmacology 181:741-
inhibitor Zero-maze al., 2005 750
Citalopram 5-HT reuptake Elevated = Female NMRI mice (20-25g) 10 po, for 21 o Troelsen et  Psychopharmacology 181:741-
inhibitor zero-maze days, b.i.d. al., 2005 750
daily
Citalopram 5-HT reuptake  Chick Cockerels (Gallus gallus, strain ~ 1-5 ip, 15 0 Feltenstein ~ Psychopharmacology 181:153-
inhibitor separation W36), 8 day-old posthatch etal., 2005 159
stress
paradigm
Citalopram 5-HT reuptake  Chick Cockerels (Gallus gallus, strain ~ 1-5 ip, o.d., for 0 Feltenstein ~ Psychopharmacology 181:153-
inhibitor separation W36), 8 day-old posthatch 3 days etal., 2005 159
stress
paradigm
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Mechanism Test Animals Doses Route Effect Comments Reference
Citalopram 5-HT reuptake  Chick Cockerels (Gallus gallus, strain ~ 1-5 ip, o.d., for o Feltenstein ~ Psychopharmacology 181:153-
inhibitor separation W36), 8 day-old posthatch 6 days etal., 2005 159
stress
paradigm
Citalopram 5-HT reuptake  Nestlet NIH Swiss mice (28-32g) 3-10 ip, 30 + Lietal, Life Sci. 78:1933-1939
inhibitor shredding 2006
Citalopram 5-HT reuptake Marble NIH Swiss mice (28-32g) 1-3 ip, 30 + Lietal, Life Sci. 78:1933-1939
inhibitor burying 2006
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (250- 30 sc, 4h + Electric shocks  Izumi et al.,, Eur. J. Pharmacol. 534:129-132
inhibitor ed fear 300g) of 0.2 mA/30s 2006
were applied
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (230- 10 sc,4h + Shocks of 2.5 Inoue et al., Eur. J. Pharmacol. 540:91-95
inhibitor ed fear 250g) mA/30 s were 2006
applied the day
before
Citalopram 5-HT reuptake  Condition Sprague-Dawley rats (230- 10 sc, for 7 + Shocks of 2.5 Inoue et al., Eur. J. Pharmacol. 540:91-95
inhibitor ed fear 250g) days, o.d. mA/30 s were 2006
applied the day
before
Citalopram 5-HT reuptake DPAG Wistar rats (260-280g) ED50=6.6 ip, 30 + Hogg etal., Neuropharmacology 51:141-
inhibitor stimulatio 2006 145
n
Citalopram 5-HT reuptake  Condition Sprague-Dawley rats (350- 10 ip, 60 - Footshocks of Burghardt et Biol. Psychiatry 62:1111-1118
inhibitor ed fear 400g) 0.7 mA/0.5 s al., 2007
were delivered
during
conditioning
Citalopram 5-HT reuptake  Social Sprague-Dawley rats (234- 10 ip, o.d. for - Tonissar et  Prog Neuropsychopharmacol
inhibitor interaction 354g) 2 weeks al., 2008 Biol Psychiatry 32:164-177
Citalopram 5-HT reuptake  Social Sprague-Dawley rats (234- 10 ip, o.d. for - Animals were Tonissar et  Prog Neuropsychopharmacol
inhibitor interaction 354g) 2 weeks submitted to al., 2008 Biol Psychiatry 32:164-177
chonic variable
stress for 20
days
Citalopram 5-HT reuptake  Condition = Sprague-Dawley rats (230- 10-100 sc, 4h + Shocks of 2.5 Muraki et Eur. J. Pharmacol. 586:171-178
inhibitor ed fear 270g) mA/30 s were al., 2008

applied the day
before
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Citalopram 5-HT reuptake Ultrasonic Female and male CD rat pups 0.3-30 ip, 30 + Hodgson et  Pharmacol. Biochem. Behav.
inhibitor distress (8-10-day-old, 17-30g) al., 2008 88:341-348
vocalizati
ons
Citalopram 5-HT reuptake Elevated  ICR mice (6-8-week-old) 1-10 ip, 30 + Miyata et J. Pharmacol. Sci. 105:272-278
inhibitor open- al., 2007
platform
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (250- 30 ip,4h + (1) The drug Nishikawa  Eur. Neuropsychopharmacol.
inhibitor ed fear 350g) reduced freezing etal., 2007  17:643-450
when tested one
but not 14 days
after footshock;
(2) Shocks of
2.5mA/30 s
were applied
Citalopram 5-HT reuptake  Open- Female and male 129S6/SvEv 10 ip, between - Ansorge et J. Neurosci. 28:199-207
inhibitor field mice (3-3,5-month-old) PN 4 and al., 2008
21, o.d.
Citalopram 5-HT reuptake Elevated  Female and male 129S6/SvEv 10 ip, between - Ansorge et J. Neurosci. 28:199-207
inhibitor plus-maze mice (3-3,5-month-old) PN 4 and al., 2008
21, o0.d.
Citalopram 5-HT reuptake Novelty-  Female and male 129S6/SvEv 10 ip, between - Ansorge et J. Neurosci. 28:199-207
inhibitor suppresse  mice (3-3,5-month-old) PN 4 and al., 2008
d feeding 21, 0.d.
Citalopram 5-HT reuptake  Shock Female and male 129S6/SvEv 10 ip, between - Shocks of 0.2 Ansorge et J. Neurosci. 28:199-207
inhibitor escape test mice (3-3,5-month-old) PN 4 and mA/10 s were al., 2008
21, 0.d. applied
Citalopram 5-HT reuptake Light/dark Mice 10 o Koslovskii  Eksp. Klin. Farmakol. 71:6-10
inhibitor test etal., 2008
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (250- 10 sc, 60 + (1) the drug Hashimoto  Prog. Neuropsychopharmacol.
inhibitor ed fear 320g) decreased etal., 2009  Biol. Psychiatry 33:113-117
freezing 1, but
not3,7orll

days after fear
conditioning; (2)
Shock of 2.5
mA/30 s were
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applied
Citalopram 5-HT reuptake  Condition Sprague-Dawley rats (250- 10 sc, 7 days, + (1) the drug Hashimoto  Prog. Neuropsychopharmacol.
inhibitor ed fear 320g) b.i.d. decreased etal., 2009  Biol. Psychiatry 33:113-117
freezing 11 days
after fear
conditioning; (2)
Shock of 2.5
mA/30 s were
applied
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (250- 10 sc + (1) the drug Hashimoto  Prog. Neuropsychopharmacol.
inhibitor ed fear 320g) decreased etal., 2009  Biol. Psychiatry 33:113-117
freezing when
given before or
after fear
conditioning,
and before+after
fear
conditioning; (2)
Shock of 2.5
mA/30 s were
applied
Citalopram 5-HT reuptake Marble NMRI mice (20-22g) 2.5-40 sc, 60 + Bruins et Behav. Pharmacol. 19:145-152
inhibitor burying al., 2008
Citalopram 5-HT reuptake  Open- BALB/c mice (20-30g, 2-3- 3-30 ip, 30 0 Birkett et Pharmacol. Biochem. Behav.
inhibitor field month-old) al., 2011 98:544-551
Citalopram 5-HT reuptake Light/dark BALB/c mice (20-30g, 2-3- 3 ip, 30 - Birkett et Pharmacol. Biochem. Behav.
inhibitor test month-old) al., 2011 98:544-551
Citalopram 5-HT reuptake  Social Flingers sensitive line rats (80- 10 ip, b.i.d. for + Walker et J. Pharmacol. Exp. Ther.
inhibitor interaction day-old) 14 days al., 2009 328:900-911
Citalopram 5-HT reuptake Marble CDI1 mice (25-30g) 7.5-60 po, 60 + Kobayashi ~ Psychopharmacology 197:567-
inhibitor burying etal., 2008 580
Citalopram 5-HT reuptake  Social Mongolian gerbils (50-70g) 0.63-10 ip, 30 - Gobert et Neuropsychopharmacology
inhibitor interaction al., 2009 34:1039-1056
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Citalopram 5-HT reuptake  Social Sprague-Dawley rats (240- 2.5-10 ip, 30 - Gobert et Neuropsychopharmacology
inhibitor interaction 260g) al., 2009 34:1039-1056
Citalopram 5-HT reuptake  Ultrasonic Wistar rats (225-250g) 10 ip, 30 + Gobert et Neuropsychopharmacology
inhibitor distress al., 2009 34:1039-1056
vocalizati
ons
Citalopram 5-HT reuptake Elevated  Syrian hamsters (M. auratus, 3- 10 ip, 30 o Test was carried Gannonet  Behav. Brain. Res. 218:8-14
inhibitor plus-maze 6-month-old) out at Zeitgeber al., 2011
23
Citalopram 5-HT reuptake  T-tube Syrian hamsters (M. auratus, 3- 10 ip, 30 - Test was carried Gannonet  Behav. Brain. Res. 218:8-14
inhibitor 6-month-old) out at Zeitgeber  al., 2011
23
Citalopram 5-HT reuptake  Conflict Syrian hamsters (M. auratus, 3- 10 ip, 30 o Test was carried Gannonet  Behav. Brain. Res. 218:8-14
inhibitor test 6-month-old) out at Zeitgeber  al., 2011
23
Citalopram 5-HT reuptake Condition Sprague-Dawley rats (250- 3-10 sc, 60 + Shocks of 2.5 Takamura et Prog. Neuropsychopharmacol.
inhibitor ed fear 350g) mA/30 s were al., 2012 Biol. Psychiatry 39:107-111
applied the day
before
Citalopram+8-OH-  5-HT reuptake = Open- Wistar rats 1-20 (o) Blockade of the ~ Allikmets et  Eur. Neuropsychopharmacol.
DPAT (0.03-1 inhibitor field anxiogenic-like  al., 2003 13 (Suppl. 4):S271
mg/kg) effects
Citalopram+8-OH-  5-HT reuptake Elevated = Wistar rats 1-20 (0) Blockade of the  Allikmets et Eur. Neuropsychopharmacol.
DPAT (0.03-1 inhibitor plus-maze anxiogenic-like  al., 2003 13 (Suppl. 4):S271
mg/kg) effects
Citalopram+buspiro  5-HT reuptake = Open- Wistar rats 1-20 (0) Blockade of the  Allikmets et Eur. Neuropsychopharmacol.
ne (12.5 mg/kg) inhibitor field anxiogenic-like  al., 2003 13 (Suppl. 4):S271
effects
Citalopram+buspiro  5-HT reuptake Elevated = Wistar rats 1-20 (o) Blockade of the ~ Allikmets et Eur. Neuropsychopharmacol.
ne (12.5 mg/kg) inhibitor plus-maze anxiogenic-like  al., 2003 13 (Suppl. 4):S271
effects
Citalopram+diazepa 5-HT reuptake Open- BALB/c mice (20-30g, 2-3- 30 ip, 30 (0) Birkett et Pharmacol. Biochem. Behav.
m (3-10 mg/kg) inhibitor field month-old) al., 2011 98:544-551
Citalopram+diazepa 5-HT reuptake Light/dark BALB/c mice (20-30g, 2-3- 30 ip, 30 (0) Birkett et Pharmacol. Biochem. Behav.
m (3-10 mg/kg) inhibitor test month-old) al., 2011 98:544-551
Citalopram+DOI 5-HT reuptake ~ Open- Wistar rats 1-20 +) Potentiation of  Allikmets et Eur. Neuropsychopharmacol.
inhibitor field the anxiogenic-  al., 2003 13 (Suppl. 4):S271

like effects
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Citalopram+DOI 5-HT reuptake Elevated  Wistar rats 1-20 +) Potentiation of  Allikmets et Eur. Neuropsychopharmacol.
inhibitor plus-maze the anxiogenic-  al., 2003 13 (Suppl. 4):S271
like effects
Citalopram+DSP-4  5-HT reuptake Elevated  Wistar rats (300-350g) 5 ip, 30 ) No blockade of  Skrebuhhov Methods Find. Exp. Clin.
(50 mg/kg) inhibitor plus-maze the anti- aetal, Pharmacol .21:483-490
exploratory 1999
effects of DSP-4
Citalopram+DSP-4 ~ 5-HT reuptake Elevated  Wistar rats (300-350g) 5 ip, for 3 (o) Blockade of the ~ Skrebuhhov Methods Find. Exp. Clin.
(50 mg/kg) inhibitor plus-maze weeks anti-exploratory aetal., Pharmacol .21:483-490
(0.d.) effects of DSP-4 1999
Citalopram+GR 5-HT reuptake  Condition Sprague-Dawley rats (230- 3 sc, 4h 0 (1) No Muraki et Eur. J. Pharmacol. 586:171-178
127935 (4 mg/kg) inhibitor ed fear 270g) interaction; (2)  al., 2008
Shocks of 2.5
mA/30 s were
applied the day
before
Citalopram+GR 5-HT reuptake  Condition Sprague-Dawley rats (230- 30 sc, 4h + (1) No Muraki et Eur. J. Pharmacol. 586:171-178
127935 (4 mg/kg) inhibitor ed fear 270g) interaction; (2)  al., 2008
Shocks of 2.5
mA/30 s were
applied the day
before
Citalopram+Lithium 5-HT reuptake Condition Sprague-Dawley rats (230- 3-30 sc, 30 ) (1) Lithium Muraki et Eur. J. Pharmacol. 383:223-29
(for 7 days) inhibitor ed fear 270g) potentiated al., 1999
effects; (2)
Electric
footshock for 2.5
min (2.5 mA
scrambled
shock, 10-ms
every 100 ms)
was applied
Citalopram+LY4269 5-HT reuptake Schedule- Rats (+) Potentiation of  Overshiner ~ Behav. Pharmacol. 10 (Suppl.
65 inhibitor induced the effects of and 1):S69
polydipsia citalopram Leander,
1999
Citalopram+m- 5-HT reuptake ~ Open- Wistar rats 1-20 +) Potentiation of  Allikmets et Eur. Neuropsychopharmacol.
CPBG inhibitor field the anxiogenic-  al., 2003 13 (Suppl. 4):S271

like effects
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Citalopram+m- 5-HT reuptake Elevated  Wistar rats 1-20 +) Potentiation of  Allikmets et Eur. Neuropsychopharmacol.
CPBG inhibitor plus-maze the anxiogenic-  al., 2003 13 (Suppl. 4):S271

like effects
Citalopram+olanzapi 5-HT reuptake Light/dark Mice 10 o No interaction Koslovskii  Eksp. Klin. Farmakol. 71:6-10
ne (0.5 mg/kg) inhibitor test et al., 2008
Citalopram+Ondans  5-HT reuptake Social Sprague-Dawley rats 2,5 sc, 30 - No interaction Dekeyne et  Behav. Pharmacol. 10 (Suppl.
etron (0,16 mg) inhibitor interaction al., 1999 1):S23
Citalopram+Ondans  5-HT reuptake Social Sprague-Dawley rats (240- 2.5 sc, 30 - (1) No blockade Dekeyne et  Neuropharmacology 39:1114-7
etron (0.16 mg/kg)  inhibitor interaction 260g) of the effects of  al., 2000

citalopram; (2)

HLU condition
Citalopram+ondanse 5-HT reuptake Elevated  Wistar rats (300-350g) 5 ip, 30 ) Potentiation of ~ Skrebuhhov Med. Sci. Res. 27:835-837
tron (4 mg/kg) inhibitor plus-maze the effects of a-Malmros

citalopram etal., 1999
Citalopram+PCPA  5-HT reuptake Elevated = Wistar rats (300-350g) 5 ip, 30 ) No blockade of ~ Skrebuhhov Methods Find. Exp. Clin.
(350 mg/kg for 3 inhibitor plus-maze the anti- aectal., Pharmacol .21:483-490
days) exploratory 1999

effects of PCPA
Citalopram+PCPA  5-HT reuptake Elevated = Wistar rats (300-350g) 5 ip, for 3 (0) Blockade of the  Skrebuhhov Methods Find. Exp. Clin.
(350 mg/kg for 3 inhibitor plus-maze weeks anti-exploratory aetal., Pharmacol .21:483-490
days) (o.d.) effects of DSP-4 1999
Citalopram+prazosin 5-HT reuptake Condition Sprague-Dawley rats (250- 3 sc, 60 (0) Shocks of 2.5 Takamura et Prog. Neuropsychopharmacol.
(0.03 mg/kg) inhibitor ed fear 350g) mA/30 s were al., 2012 Biol. Psychiatry 39:107-111

applied the day

before
Citalopram+reboxeti 5-HT reuptake Condition Sprague-Dawley rats (230- 10 sc, for 7 (0) (1) Effects of Inoue et al., Eur. J. Pharmacol. 540:91-95
ne (10 mg/kg) inhibitor ed fear 250g) days, o.d. citalopram were 2006

lost; (2) Shocks

of 2.5mA/30 s

were applied the

day before
Citalopram+reboxeti 5-HT reuptake Condition Sprague-Dawley rats (230- 10 sc,4h (0) (1) Effects of Inoue et al., Eur. J. Pharmacol. 540:91-95
ne (1-10 mg/kg) inhibitor ed fear 250g) citalopram were 2006

lost; (2) Shocks

of 2.5 mA/30 s

were applied the

day before
Citalopram+SB 5-HT reuptake  Social Sprague-Dawley rats 2,5 sc, 30 (0) Blockade of the Dekeyne et  Behav. Pharmacol. 10 (Suppl.
206553 (0,63 mg) inhibitor interaction effects of al., 1999 1):S23
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Drug

Mechanism

Test

Animals

Doses

Route

Effect

Comments

Reference

Citalopram+SB
206553 (0.63
mg/kg)

Citalopram+SB

242084 (0,4 mg)

Citalopram+SB
242084 (0.04
mg/kg)

Citalopram+SB

242084 (0.2 mg/kg)

Citalopram+tandospi
rone (0,3 mg/kg)

Citalopram+tropisetr

on (0.1 mg/kg)

5-HT reuptake
inhibitor

5-HT reuptake
inhibitor
5-HT reuptake

inhibitor

5-HT reuptake
inhibitor

5-HT reuptake
inhibitor

5-HT reuptake
inhibitor

Social
interaction

Social
interaction
Social

interaction

Condition
ed fear

Condition
ed fear

Condition
ed fear

Sprague-Dawley rats (240-
260g)

Sprague-Dawley rats

Sprague-Dawley rats (240-
260g)

Sprague-Dawley rats (350-
400g)

Sprague-Dawley rats (250-
350g)

Sprague-Dawley rats (350-
400g)

2.5

2,5

2.5

10

10

10

sc, 30

sc, 30

sc, 30

ip, 60

ip,4h

ip, 60

(0)

(0)

(0)

(0)

)

citalopram

(1) Blockade of

the effects of
citalopram; (2)
HLU condition
Blockade of the
effects of
citalopram

(1) Blockade of

the effects of
citalopram; (2)
HLU condition
(1) SB 242084
blocked the
effecs of
citalopram; (2)
Footshocks of
0.7 mA/0.5 s
were delivered
during
conditioning
(1) The
combination

reduced freezing

when tested 14
days after
footshock; (2)
Shocks of 2.5
mA/30 s were
applied

(1) Tropisetron

did not affect the

effecs of
citalopram; (2)
Footshocks of
0.7 mA/0.5 s
were delivered
during
conditioning

Dekeyne et
al., 2000

Dekeyne et
al., 1999

Dekeyne et
al., 2000

Burghardt et
al., 2007

Nishikawa
etal., 2007

Burghardt et
al., 2007

Neuropharmacology 39:1114-7

Behav. Pharmacol. 10 (Suppl.
1):S23

Neuropharmacology 39:1114-7

Biol. Psychiatry 62:1111-1118

Eur. Neuropsychopharmacol.

17:643-450

Biol. Psychiatry 62:1111-1118
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Citalopram+Volinan 5-HT reuptake Social Sprague-Dawley rats 2,5 sc, 30 - No interaction Dekeyne et Behav. Pharmacol. 10 (Suppl.
serin (0,04 mg) inhibitor interaction al., 1999 1):S23
Citalopram+Volinan 5-HT reuptake Social Sprague-Dawley rats (240- 2.5 sc, 30 - (1) No blockade Dekeyne et  Neuropharmacology 39:1114-7
serin (0.04 mg/kg) inhibitor interaction 260g) of the effects of  al., 2000
citalopram; (2)
HLU condition
Citalopram+WAY 5-HT reuptake  Schedule- Rats +) Potentiation of ~ Overshiner ~ Behav. Pharmacol. 10 (Suppl.
100635 inhibitor induced the effects of and 1):S69
polydipsia citalopram Leander,
1999
Citalopram+WAY 5-HT reuptake  Social Sprague-Dawley rats 2,5 sc, 30 ) Potentiation of ~ Dekeyne et  Behav. Pharmacol. 10 (Suppl.
100635 (0,16 mg) inhibitor interaction the effects of al., 1999 1):S23
citalopram
Citalopram+WAY 5-HT reuptake  Condition Sprague-Dawley rats (230- 3 sc, 4h ) (1) Synergistic ~ Muraki et Eur. J. Pharmacol. 586:171-178
100635 (0.15 inhibitor ed fear 270g) effects; (2) al., 2008
mg/kg) Shocks of 2.5
mA/30 s were
applied the day
before
Citalopram+WAY 5-HT reuptake Condition Sprague-Dawley rats (230- 30 sc, 4h + (1) No Muraki et Eur. J. Pharmacol. 586:171-178
100635 (0.15 inhibitor ed fear 270g) interaction; (2)  al., 2008
mg/kg) Shocks of 2.5
mA/30 s were
applied the day
before
Citalopram+WAY 5-HT reuptake  Condition Sprague-Dawley rats (230- 3 sc, 4h ) (1) Synergistic =~ Muraki et Eur. J. Pharmacol. 586:171-178
100635 (0.15 inhibitor ed fear 270g) effects; (2) al., 2008
mg/kg)+GR 127935 Shocks of 2.5
(4 mg/kg) mA/30 s were
applied the day
before
Citalopram+WAY 5-HT reuptake  Social Sprague-Dawley rats (240- 2.5 sc, 30 - (1) No blockade Dekeyne et  Neuropharmacology 39:1114-7
100635 (0.16 inhibitor interaction 260g) of the effects of  al., 2000
mg/kg) citalopram; (2)
HLU condition
Clomipramine 5-HT reuptake  Vogel Rats 1-50 30 o Schoenfeld, Science 192:801-803
inhibitor conflict 1976
test
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Drug

Mechanism Test Animals Doses Route Effect Comments Reference
Clomipramine 5-HT reuptake  Open- AB mice (4-6-week-old) 5 4 weeks in 0 Low active mice Jéhkel et al., Pharmacol. Biochem. Behav.
inhibitor field drinking 1994 49:263-269
water
Clomipramine 5-HT reuptake ~ Open- AB mice (4-6-week-old) 5 4 weeks in o High active mice Jéhkel et al., Pharmacol. Biochem. Behav.
inhibitor field drinking 1994 49:263-269
water
Clomipramine 5-HT reuptake Four-arm  Rats for 28 days + Antiobsessional Kameda and Soc. Neurosci. Abstr. 20:385
inhibitor non- effect Yadin, 1994
elevated
plus-maze
Clomipramine 5-HT reuptake  Social Rats 3-10 ip, 30 o Chonic and File, 1985 Neuropsychobiology 13:55-62
inhibitor interaction acute treatments
Clomipramine 5-HT reuptake  Ultrasonic Rats 5 sc + Winslow Psychopharmacology 105:513-
inhibitor distress and Insel, 520
vocalizati 1991
ons
Clomipramine 5-HT reuptake Ultrasonic Wistar rats 30 ip, 15 + De Vry et Eur. J. Pharmacol. 249:331-339
inhibitor distress al., 1993
vocalizati
ons
Clomipramine 5-HT reuptake  Ultrasonic Adult rats LED=10 ip + Molewijk et Br. Assoc. Psychopharmacol.,
inhibitor distress al., 1993 25-28th July, Cambridge :A12
vocalizati
ons
Clomipramine 5-HT reuptake  Ultrasonic Wistar rats (180-280g) 10-20 ip, 30 + 0.8 mA, 8 s Molewijk et Psychopharmacology 117:32-
inhibitor distress electric shock al., 1995 40
vocalizati
ons
Clomipramine 5-HT reuptake  Stress- NMRI mice po o van der Soc. Neurosci. Abstr. 20:385
inhibitor induced Heyden et
hyperther al., 1994
mia
Clomipramine 5-HT reuptake  Stress- Wistar rats (180-220g) 10 ip, 30 + Elicited by Molewijk et Psychopharmacology 117:32-
inhibitor induced electrified prod  al., 1995 40
stretched
approach
posture
Clomipramine 5-HT reuptake DPAG Rats (250g) 15 ip, 30 to + Kiser etal., Pharmacol. Biochem. Behav.
inhibitor stimulatio 120 1978 9:27-31
n
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Clomipramine 5-HT reuptake Psychosoc Tree shrews 50 po, for 30 + Effects onrisk  Fuchsetal., Pharmacol. Biochem. Behav.
inhibitor ial stress days (0.d.) assessment 1996 54:219-228
Clomipramine 5-HT reuptake Distress Guinea pig pups (5 day-old) ED50=4.2 ip + Molewijk et Psychopharmacology 128:31-
inhibitor vocalizati al., 1996 38
ons
Clomipramine 5-HT reuptake Marble ICR mice (20-30g) 60 po, 60 + Ichimaruet Jpn. J. Pharmacol. 68:65-70
inhibitor burying al., 1998
Clomipramine 5-HT reuptake DPAG Wistar rats (200-250g) 5 ip, for 21 + Defensive Vargas and  Psychopharmacology 155:260-
inhibitor stimulatio days (0.d.) reactions were Schenberg, 268
n abolished by 2001
fluoxetine
Clomipramine 5-HT reuptake = Marble NMRI mice (20-25g) 10-40 ip, 30 + Millan et Neuropharmacology 42:677-
inhibitor burying al., 2002 684
Clomipramine 5-HT reuptake Obsessive Female and male dogs 3 po, for 4 + Hewsonet J. Am. Vet. Med. Assoc.
inhibitor - weeks al., 1998 213:1760-1766
compulsiv
e behavior
Clomipramine 5-HT reuptake  Obsessive Female and male dogs 1-4 po, b.i.d. + Seksel and  Aust. Vet. J. 79:252-256
inhibitor - for 1 month Lindeman,
compulsiv 2001
¢ behavior
Clomipramine 5-HT reuptake Obsessive Female and male cats 0.3 po, for 1 + Seksel and  Aust. Vet. J. 76:317-321
inhibitor - month Lindeman,
compulsiv 1998
e behavior
Clomipramine 5-HT reuptake Inhibitory Wistar rats (250-300g) 3-30 ip, 30 o Viana et al., Int. J. Neuropsychopharmacol.
inhibitor avoidance 2002 5 (Suppl. 1):S152
in the
elevated
T-maze
Clomipramine 5-HT reuptake  Escape Wistar rats (250-300g) 3-30 ip, 30 0 Viana et al., Int. J. Neuropsychopharmacol.
inhibitor behavior 2002 5 (Suppl. 1):S152
in the
elevated
T-maze
Clomipramine 5-HT reuptake  Escape Wistar rats (250-300g) 5-15 ip, o.d. for o Locomotor Viana et al.,, Int.J. Neuropsychopharmacol.
inhibitor behavior 3 weeks activity was 2002 5 (Suppl. 1):S152
in the impaired
elevated
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
T-maze
Clomipramine 5-HT reuptake  Escape Wistar rats (200-300g) 3-30 ip, 30 o Poltronieri ~ Behav. Brain Res. 147:185-192
inhibitor behavior etal., 2003
in the
elevated
T-maze
Clomipramine 5-HT reuptake  Escape Wistar rats (200-300g) 30 ip, o.d. for + The drug Poltronieri ~ Behav. Brain Res. 147:185-192
inhibitor behavior 3 weeks increased the et al., 2003
in the latency to leave
elevated the open arm
T-maze
Clomipramine 5-HT reuptake Inhibitory ~Wistar rats (200-300g) 3-30 ip, 30 0 Poltronieri ~ Behav. Brain Res. 147:185-192
inhibitor avoidance etal., 2003
in the
elevated
T-maze
Clomipramine 5-HT reuptake Inhibitory ~Wistar rats (200-300g) 30 ip, o.d. for 0 Poltronieri ~ Behav. Brain Res. 147:185-192
inhibitor avoidance 3 weeks etal., 2003
in the
elevated
T-maze
Clomipramine 5-HT reuptake Nestlet NIH Swiss mice (28-32g) 10-30 ip, 30 + Lietal., Life Sci. 78:1933-1939
inhibitor shredding 2006
Clomipramine 5-HT reuptake Marble NIH Swiss mice (28-32g) 30 ip, 30 + Lietal., Life Sci. 78:1933-1939
inhibitor burying 2006
Clomipramine 5-HT reuptake Elevated  ICR mice (6-8-week-old) 0.1-10 ip, 30 o Miyata et J. Pharmacol. Sci. 105:272-278
inhibitor open- al., 2007
platform
Clomipramine 5-HT reuptake ~ Open- Female and male 129S6/SvEv 20 ip, between - Ansorge et J. Neurosci. 28:199-207
inhibitor field mice (3-3,5-month-old) PN 4 and al., 2008
21, o.d.
Clomipramine 5-HT reuptake Elevated  Female and male 129S6/SvEv 20 ip, between - Ansorge et J. Neurosci. 28:199-207
inhibitor plus-maze mice (3-3,5-month-old) PN 4 and al., 2008
21, 0.d.
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Clomipramine 5-HT reuptake Novelty-  Female and male 129S6/SvEv 20 ip, between - Ansorge et J. Neurosci. 28:199-207
inhibitor suppresse  mice (3-3,5-month-old) PN 4 and al., 2008
d feeding 21, 0.d.
Clomipramine 5-HT reuptake  Shock Female and male 129S6/SvEv 20 ip, between - Shocks of 0.2 Ansorge et J. Neurosci. 28:199-207
inhibitor escape test mice (3-3,5-month-old) PN 4 and mA/10 s were al., 2008
21, o.d. applied
Clomipramine 5-HT reuptake  Ultrasoun Lister hooded rats (250-350g) 10 ip, 30 + Rats received Graham et  Br. J. Pharmacol. 120 (Suppl.
inhibitor d-induced ultrasound pulse al., 1997 1):256P
defensive of 65, 72 and 75
behaviors dB
Clozapine Non-selective  Geller- Lister Hooded rats (120-140g)  1.25-5 ip, 30 0 VI30 Moore et Behav. Pharmacol. 5:196-202
S'HT2A2C Seifter al., 1994
antagonist conflict
test
Clozapine Non-selective  Geller- Sprague-Dawley rats (260- 2.5-5 ip, 60 + FI60/FR1 Wiley et al., Pharmacol. Biochem. Behav.
5-HT,axc Seifter 320g) 1993 45:263-267
antagonist conflict
test
Clozapine Non-selective  Geller- Lister Hooded rats (120-140g)  1.25-5 ip, 30 + FR10 Moore et Behav. Pharmacol. 5:196-202
S'HT2A2C Seifter al., 1994
antagonist conflict
test
Clozapine Non-selective ~ Conflict White Carneau pigeons 0.01-0.1 im, 15 + FR30/FR30 Benvenga Psychopharmacology 119:133-
5-HT2A2C test and 138
antagonist Leander,
1995
Clozapine Non-selective  Light/dark Mice 0 Sanchez and Soc. Neurosci. Abstr. 21:2107
S'HT2A2C test Arnt, 1995
antagonist
Clozapine Non-selective  Light/dark BKW mice (30-35g) 0.05-5 ip, 40 0 Costall and  Br. J. Pharmacol. 116:2989-
5-HTx0¢ test Naylor, 2999
antagonist 1995
Clozapine Non-selective  Social Lister hooded rats (250-300g) 0.01-1 ip, 40 o Costall and  Br. J. Pharmacol. 116:2989-
5-HTp0¢ interaction Naylor, 2999
antagonist 1995
Clozapine Non-selective ~ Ultrasonic Wistar rats ED50=1 ip, 15 + De Vry et Eur. J. Pharmacol. 249:331-339
5-HTx0c distress al., 1993
antagonist vocalizati
ons
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Clozapine Non-selective ~ Ultrasonic Mice + Sanchez and Soc. Neurosci. Abstr. 21:2107
5-HTp0¢ distress Armt, 1995
antagonist vocalizati
ons
Clozapine Non-selective ~ Condition Sprague-Dawley rats 10 po, 60 + Electric Ohno et al., Soc. Neurosci. Abstr. 22:480
5-HT>p0c ed fear footshock- 1996
antagonist induced freezing
Clozapine Non-selective  Geller- Ovariectomized female Long- 6.25-25 po, 60 o multi VI 2- Rigdon et Neuropsychopharmacology
5-HT,p0c Seifter Evans CD minute (food) al., 1996 15:231-242
antagonist conflict FR1
test (food+shock)
Clozapine Non-selective ~ Conflict =~ White Carneau pigeons 0.1-10 im, 15 o 1.5t0 5.5 mA, Rigdon et Neuropsychopharmacology
5-HTx0c test 250 msec al., 1996 15:231-242
antagonist
Clozapine Non-selective  Ultrasonic  Sprague-Dawley rats (220- ED50=0.7 sc, 30 + Five shocks of =~ Bartoszyk et Soc. Neurosci. Abstr. 22:613
5-HT,p0c distress 430g) 1.8 mA for 0.3 s, al., 1996
antagonist vocalizati separated by 20
ons s
Clozapine Non-selective ~ Open- Wistar rats (175-225g) 1-3 ip, 0 + Latency to eat in Rex et al,, Pharmacol. Biochem. Behav.
5-HTx0¢ field the open-field 1998 59:677-683
antagonist was reduced
Clozapine Non-selective  Condition Sprague-Dawley rats (175- 10 po, 60 + Animals were Ishida- Jpn. J. Pharmacol. 72:119-126
5-HT5p0c ed fear 255g) subjectedtoa2  Tokuda et
antagonist mA of scramble al., 1996
footshock, 30
min)
Clozapine Non-selective  Conflict =~ Carneaux pigeons (500-600g) 0.04-2.5 im, 5 o Millan et J. Pharmacol. Exp. Ther.
5-HTsaxc test al., 1999 288:1002-1014
antagonist
Clozapine Non-selective ~ Vogel Wistar rats (220-240g) 0.63-5 sc, 30 + Millan et J. Pharmacol. Exp. Ther.
5-HT,axc conflict al., 1999 288:1002-1014
antagonist test
Clozapine Non-selective  Ultrasonic  Wistar rats (220-240g) 0.04-10 sc, 30 + Millan et J. Pharmacol. Exp. Ther.
5-HTp0¢ distress al., 1999 288:1002-1014
antagonist vocalizati
ons
Clozapine Non-selective  Elevated =~ Wistar rats (220-240g) 0.01-40 sc, 30 0 Millan et J. Pharmacol. Exp. Ther.
5-HTx0¢ plus-maze al., 1999 288:1002-1014
antagonist
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Drug Mechanism Test Animals Doses Route Effect Comments Reference

Clozapine Non-selective  Social Wistar rats (220-240g) 0.04-2.5 sc, 30 o Area highly Millan et J. Pharmacol. Exp. Ther.
5-HTp0¢ interaction illuminated (300 al., 1999 288:1002-1014
antagonist lux)

Clozapine Non-selective  Isolation- CD1 mice (22-25g) 0.63-10 sc, 30 + Millan et J. Pharmacol. Exp. Ther.
5-HT,axc induced al., 1999 288:1002-1014
antagonist aggression

Clozapine Non-selective  Distress Female and male Sprague- 20-40 ip, 30 + Kehne et al., Neuropharmacology 39:1357-
5-HTjasc vocalizati Dawley rat pups (9-11 day-old) 2000 67
antagonist ons

Clozapine Non-selective  Elevated  Albino Alderly Park mice (8- 0.1-0.4 ip, 30 - Slight Manzanequ Prog. Neuropsychopharmacol.
5-HT,p0¢ plus-maze 10-week-old) anxiogenic-like eetal, Biol. Psychiatry 26:349-355
antagonist activity was seen 2002

Clozapine Non-selective  Elevated  Isolated albino Alderly Park 0.2 ip, 30 - Slight Manzanequ Prog. Neuropsychopharmacol.
5-HT;axc plus-maze mice (8-10-week-old) anxiogenic-like eetal, Biol. Psychiatry 26:349-355
antagonist activity was seen 2002

Clozapine Non-selective  Light/dark Mouse 0.015 + Nic Int. J. Neuropsychopharmacol.
5-HT)asc test Dhonnchad 5 (Suppl. 1):S63
antagonist ha et al.,

2002

Clozapine Non-selective  Elevated =~ Mouse 0.125-0.25 + Nic Int. J. Neuropsychopharmacol.
5-HTx0c plus-maze Dhonnchad 5 (Suppl. 1):S63
antagonist haetal.,

2002

Clozapine Non-selective ~ Holeboard CF1 mice (30-40g) 0.1 sc, 30 + Costa- Pharmacol. Biochem. Behav.
5-HTx5c Campos et  77:481-489
antagonist al., 2004

Clozapine Non-selective  Light/dark CF1 mice (30-40g) 0.1 sc, 30 + Costa- Pharmacol. Biochem. Behav.
5-HTx0¢ test Campos et  77:481-489
antagonist al., 2004

Clozapine Non-selective ~ Marble NMRI mice (20-22g) 0.16-10 sc, 60 + Bruins et Behav. Pharmacol. 19:145-152
5-HTx0¢ burying al., 2008
antagonist

Clozapine Non-selective ~ Passive- ~ Wistar rats (175-220g) 0.125-2 ip, 30 0 Boulay et Pharmacol. Biochem. Behav.
5-HT,p/¢ avoidance al., 2011 97:428-435
antagonist test

Clozapine Non-selective  Social Sprague-Dawley rats (180- 1 ip, 30 + Boulay et Pharmacol. Biochem. Behav.
5-HT,a/c interaction 200g) al., 2011 97:428-435
antagonist
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Clozapine Non-selective ~ Passive-  Sprague-Dawley rats (275- 20 ip, 30 + Shocks of 0.8 Mead et al., Pharmaco. Biochem Behav.
5-HT,a/c avoidance 325g) mA/1 s were 2008 90:551-562
antagonist test applied
Clozapine Non-selective ~ Condition Sprague-Dawley rats (275- 20 ip, 30 + Shocks of 0.8 Mead et al., Pharmaco. Biochem Behav.
5-HT,a/c ed place 325g) mA/1 s were 2008 90:551-562
antagonist aversion applied
Clozapine Non-selective  Condition Sprague-Dawley rats (275- 20 ip, for 7 + Shocks of 0.8 Mead et al., Pharmaco. Biochem Behav.
5-HT)ac ed 325g) days mA/5 s were 2008 90:551-562
antagonist avoidance applied
Clozapine Non-selective ~ Condition Sprague-Dawley rats (225- 5 sc, 30 0 (1) Shocks of Pietersen et PLoS ONE 12:¢1360
5-HT,p/¢ ed fear 250g) 1.5 mA were al., 2007
antagonist applied; (2)
Ketamine was
given before FC;
(3) Behavior
was measured
during test trial
Clozapine Non-selective ~ Open- Wistar-Kyoto rats (34-day-old) 10 ip, for 2 - Mc Fie et Brain Res. 1467:91-103
S'HT2A/2C field weeks al., 2012
antagonist
Clozapine Non-selective ~ Open- SHR rats (34-day-old) 10 ip, for 2 o Mc Fie et Brain Res. 1467:91-103
5-HT)a/c field weeks al., 2012
antagonist
Clozapine Non-selective ~ Open- Sprague-Dawley rats (34-day- 10 ip, for 2 0 Mc Fie et Brain Res. 1467:91-103
5-HT)ac field old) weeks al., 2012
antagonist
Clozapine Non-selective  Elevated = Wistar-Kyoto rats (34-day-old) 10 ip, for 2 - Mc Fie et Brain Res. 1467:91-103
5-HT,a/c plus-maze weeks al., 2012
antagonist
Clozapine Non-selective  Elevated ~ SHR rats (34-day-old) 10 ip, for 2 + Mc Fie et Brain Res. 1467:91-103
5-HT)a/c plus-maze weeks al., 2012
antagonist
Clozapine Non-selective  Elevated  Sprague-Dawley rats (34-day- 10 ip, for 2 0 Mc Fie et Brain Res. 1467:91-103
5-HT,p/¢ plus-maze old) weeks al., 2012
antagonist
Clozapine+tWAY Non selective ~ Ultrasonic Wistar rats (220-240g) 5 sc, 30 + No antagonism  Millan et J. Pharmacol. Exp. Ther.
100635 (0.63 5-HT, distress of the effects of  al., 1999 288:1002-1014
mg/kg) antagonist vocalizati clozapine
ons
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
Compound 10 5-HTia Vogel Wistar rats (250-300g) 0.1-0.3 ip, 60 + Electric shock of Bojarski et  Bioorg. Med. Chem. 14:1391-
antagonist conflict 0.5 mA/2 s were al., 2006 1402
test delivered
Compound 12a 5-HT, Vogel Wistar rats (160-180g) MED>20 ip, 30 o Shocks of 0.6 Volketal.,, J. Med. Chem. 51:2522-2532
antagonist conflict mA/0.6 s were 2008
test applied
Compound 12b 5-HT, Vogel Wistar rats (160-180g) MED>10 ip, 30 o Shocks of 0.6 Volketal.,, J. Med. Chem. 51:2522-2532
antagonist conflict mA/0.6 s were 2008
test applied
Compound 12¢ 5-HT, Vogel Wistar rats (160-180g) MED<5 ip, 30 + Shocks of 0.6 Volk etal., J. Med. Chem. 51:2522-2532
antagonist conflict mA/0.6 s were 2008
test applied
Compound 12¢ 5-HT, Light/dark NMRI mice (25-33g) MED>10 ip, 30 o Volketal., J. Med. Chem. 51:2522-2532
antagonist test 2008
Compound 12d 5-HT, Vogel Wistar rats (160-180g) MED<2.5 ip, 30 + Shocks of 0.6 Volketal.,, J. Med. Chem. 51:2522-2532
antagonist conflict mA/0.6 s were 2008
test applied
Compound 12d 5-HT, Light/dark NMRI mice (25-33g) MED<1 ip, 30 + Volk etal., J. Med. Chem. 51:2522-2532
antagonist test 2008
Compound 12e 5-HT, Vogel Wistar rats (160-180g) MED<10 ip, 30 + Shocks of 0.6 Volketal.,, J. Med. Chem. 51:2522-2532
antagonist conflict mA/0.6 s were 2008
test applied
Compound 13 Mixed 5-HT;,  Geller- Rats 30 ip + Sedation at 30 Abou- J. Biol. Chem. 42:5077-94
agonist/5- Seifter mg/kg Gharbia et
HTZA/ZC conflict al., 1999
antagonist test
Compound 14a 5-HT, Vogel Wistar rats (160-180g) MED=20 ip, 30 + Shocks of 0.6 Volk etal., J. Med. Chem. 51:2522-2532
antagonist conflict mA/0.6 s were 2008
test applied
Compound 14b 5-HT, Vogel Wistar rats (160-180g) MED>20 ip, 30 o Shocks of 0.6 Volketal.,, J. Med. Chem. 51:2522-2532
antagonist conflict mA/0.6 s were 2008
test applied
Compound 14¢ 5-HT,c agonist Schedule- Female RORO rats MED=10 ip, 30 + Bos et al., J. Med. Chem. 40:2762-2769
induced 1997
polydipsia
Compound 14f 5-HT,c agonist Schedule- Female RORO rats MED=1 ip, 30 + Bos et al., J. Med. Chem. 40:2762-2769
induced 1997
polydipsia
Compound 14k 5-HT,c agonist Schedule- Female RORO rats MED=10 ip, 30 + Bos et al., J. Med. Chem. 40:2762-2769
induced 1997
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
polydipsia
Compound 14m 5-HT,c agonist Schedule- Female RORO rats MED=1 ip, 30 + Bos et al., J. Med. Chem. 40:2762-2769
induced 1997
polydipsia
Compound 15 5-HT,c agonist Schedule- Female RORO rats MED=1 ip, 30 + Bos et al., J. Med. Chem. 40:2762-2769
induced 1997
polydipsia
Compound 15 5-HT,, agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 + Khatri et al., Arch. Pharm. Res. 35:1143-
plus-maze 150g) 2012 1152
Compound 16 5-HT4 partial  Vogel Wistar rats (250-300g) 5 ip, 60 + Electric shock of Bojarskiet Bioorg. Med. Chem. 14:1391-
agonist conflict 0.5 mA/2 s were al., 2006 1402
test delivered
Compound 16 5-HT;, agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 + Khatri et al., Arch. Pharm. Res. 35:1143-
plus-maze 150g) 2012 1152
Compound 17 5-HT4 agonist Four-plate Swiss mice (24-28g) 5 ip, 30 + Chton- Bioorg. Med. Chem. 15:5239-
test Rzepaetal,, 5250
2007
Compound 17 5-HT,, agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 + Khatri et al., Arch. Pharm. Res. 35:1143-
plus-maze 150g) 2012 1152
Compound 18 5-HT;, agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 + Khatri et al., Arch. Pharm. Res. 35:1143-
plus-maze 150g) 2012 1152
Compound 19 5-HT4 agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 + Khatri et al., Arch. Pharm. Res. 35:1143-
plus-maze 150g) 2012 1152
Compound 1c 5-HT,, agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 + Khatri et al., Bioorg. Med. Chem. 17:1890-
plus-maze 150g) 2009 1897
Compound 5-HT,4 agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 (0) Khatri et al., Bioorg. Med. Chem. 17:1890-
1c+tWAY 100635 plus-maze 150g) 2009 1897
(0.5 mg/kg)
Compound 2 Mixed 5-HT;, Elevated  Wistar rats (250-300g) 0.31-2.5 ip, 30 o Bojarski et Bioorg. Med. Chem. 10:3817-
agonist/5- plus-maze al., 2002 3827
HTsanc
antagonist
Compound 2 Mixed 5-HT;,  Vogel Wistar rats (250-300g) 0.31-2.5 ip, 30 + Electric shock of Bojarski et  Bioorg. Med. Chem. 10:3817-
agonist/5- conflict 0.5mA al., 2002 3827
HTZA/ZC test
antagonist
Compound 20 5-HT)4 partial  Vogel Rats 5-10 60 + Shocks of 0.5 Jurczyk et J. Med. Chem. 47:2659-2666
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Drug Mechanism Test Animals Doses Route Effect Comments Reference
agonist conflict mA were al., 2004
test applied
Compound 20 5-HT4 agonist Elevated  Wistar rats (6-8-wek-old, 120- 3 ip, 60 + Khatri et al., Arch. Pharm. Res. 35:1143-
plus-maze 150g) 2012 1152
Compound 20b 5-HT; agonist  Light/dark CD1 mice (20-25g) 0.1-100 pg  po, 45 o Campiani et J. Biol. Chem. 42:4362-79
test al., 1999
Compound 24 5-HT, A post- Vogel Wistar rats (250-300g) 0.1-0.3 ip, 60 o Electric shock of Bojarskiet Bioorg. Med. Chem. 14:1391-
synaptic conflict 0.5 mA/2 s were al., 2006 1402
agonist test delivered
Compound 37 Mixed 5-HT;, Ultrasonic Wistar rats 0.1-0.5 sc + Peglion, J. Biol. Chem. 45:165-176
agonist/antago  distress 2002
nist vocalizati
ons
Compound 37 Mixed 5-HT;,  Social Sprague-Dawley rats 0.1-0.5 sc + Peglion, J. Biol. Chem. 45:165-176
agonist/antago  interaction 2002
nist
Compound 3b 5-HT; agonist ~ Light/dark CD1 mice (20-25g) 0.1-10