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Beyond anxiety and agitation:
A clinical approach to akathisia
Richardson Oghoteru Tachere, Mandana Modirrousta

Background
When patients suddenly become restless
and are unable to sit or stand still,
especially in general medical settings,
anxiety is often the topmost differential
on every clinician’s mind. However,
the possibility of the very subjectively
distressing condition called ‘akathisia’
should always be considered.

Objective
The aim of this article is to discuss a
clinical approach to the management of
akathisia, drawing on the presentation of
a patient who was admitted to a general
medical ward.

Discussion
Akathisia, a subjective and very
distressing feeling of restlessness, has
been found to be caused by a wide
range of medications used in general
medical settings, such as azithromycin,
antiemetics and antipsychotics. Despite
its high incidence and association with
an increase in suicidal thoughts, it often
goes unrecognised. This paper highlights
the need for its early recognition,
provides a diagnostic guide and an
approach to its management.

296

REPRINTED FROM AFP VOL.46, NO.5, MAY 2017

A

kathisia is a ‘subjective feeling of
motor restlessness manifested by
a compelling need to be in constant
movement’.1 The American Psychiatric
Association’s Diagnostic and statistical
manual of mental disorders, 5th edition
(DSM-5), describes medication-induced
acute akathisia as:
subjective complaints of restlessness,
often accompanied by observed
excessive movements (eg fidgety
movements of the legs, rocking from
foot to foot, pacing, inability to sit or
stand still), developing within a few
weeks of starting or raising the dosage
of a medication (such as a neuroleptic) or
after reducing the dosage of a medication
used to treat extrapyramidal symptoms.
Patients with akathisia often describe
feeling very tense and uncomfortable, and
unable to remain still. Rocking, pacing,
shifting weight while standing and an
inability to remain seated are commonly
observed clinically.3
The need for all medical practitioners
to be competent in promptly identifying
and managing akathisia cannot be
overemphasised. As highlighted in Box 1,
this is particularly important because
akathisia may be caused by medications
across a number of categories, including
antiemetics (eg metoclopramide),
antidepressants (eg selective serotonin
receptor inhibitors such as paroxetine),
reserpine, alpha methyldopa, buspirone,
diltiazem, cinnarizine and antipsychotics
(including those in the second-generation

class).4–7 Recently, akathisia caused by
azithromycin (a commonly used antibiotic)8
and pregabalin (commonly used for
peripheral neuropathy and post‑herpetic
neuralgia)9 were reported. It is worth
emphasising that akathisia is a very
distressing condition that is known to
increase the risk of impulsive behaviour and
suicidal ideation.6,10
While there are no clear data on the
prevalence of akathisia in general medical
settings, a recent large study among
a community sample of patients with
schizophrenia on several psychotropic
medications found a prevalence of about
15–35%.11 Unfortunately, akathisia often
goes unrecognised.4,12 This is due, in part,
to a lack of well-defined criteria for its
diagnosis, as well as many other mimicking
conditions such as agitation and anxiety
related to mood or psychotic disorders,
restless leg syndrome, substance-related

Box 1. Key clinical points about
akathisia
• Presents as a very distressing subjective
feeling of restlessness and dysphoria
• Can be observed as fidgety movements
of the legs, rocking from foot-to-foot,
pacing, and inability to sit or stand still
• May be caused by medications across
a number of categories, including
antipsychotics, antidepressants and
antiemetics
• Is associated with an increased rate of
suicidal ideation
• Early recognition and treatment is crucial
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conditions (eg withdrawal states) and
movement disorders.4,5
Through this paper, we aim to increase
awareness about akathisia, which is often
not considered by medical practitioners
when patients become ‘anxious’
or ‘agitated’. We discuss its clinical
management using the presentation of
a patient admitted to a medical ward to
illustrate the need for its urgent recognition
and treatment.

Case
Ms D, aged 27 years, was admitted
to a medical ward with a history of
persistent abdominal pain, nausea and
vomiting for about three months. Her
past medical history was significant for
type 1 diabetes mellitus (with several
complications including retinopathy,
neuropathy and gastroparesis). She also
had hypertension and end-stage renal
failure. Prior to admission, she was on
citalopram 20 mg daily for depression
(this was discontinued earlier during this
admission because of gastrointestinal
issues). Ms D’s other regular medications
included insulin, zopiclone, furosemide,
ondansetron, amitriptyline, amlodipine,
prochlorperazine, domperidone,
rabeprazole, scopolamine, erythropoietin
and pregabalin.
Given the increased difficulty in
controlling her nausea, despite making
medication adjustments, she was started
on regular oral haloperidol 1 mg every four
hours, in addition to a PRN order of oral or
intramuscular haloperidol 1 mg every eight
hours. An urgent psychiatric consultation
was sought five days after commencing
haloperidol because she was ‘… displaying
lots of anxiety and suicidal ideations …’.
When seen by the psychiatric team, Ms D
indicated that she felt restless and could
not stop herself from moving her legs. She
reported her symptoms as ‘miserable’
and ‘very distressing’. There was no
previous history of similar symptoms,
and she denied use of alcohol and other
substances. Objectively, she appeared
fidgety and had obvious motor restlessness
in her limbs in sitting and lying positions.
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Ms D was unable to stand still on one spot
without moving around. She did not have
any tremors or other Parkinsonian signs.
She confirmed that she had low mood and
reported thoughts of suicide in the context
of the uncontrollable restlessness she was
experiencing. The clinicians determined
that Ms D had acute akathisia because
of her clinical features (subjective report
and objective findings), and the fact that
she was recently started on haloperidol.
Her haloperidol was tapered off over three
days, and the clinicians simultaneously
converted her PRN lorazepam to a regular
dose of longer acting clonazepam. She
was provided ongoing, daily follow-up in
the medical ward. By the third day, there
was no observable restlessness and she
reported that she was ‘back to myself’.

Discussion
Akathisia is a ‘subjective feeling of motor
restlessness manifested by a compelling
need to be in constant movement’.1
Making a diagnosis of akathisia is often
a challenge because of a lack of specific,
well-defined criteria. In addition, as
described in this article, akathisia may not
be a single ‘neat’ entity, and patients with
akathisia often present differently.13 Hence,
clinicians should give serious consideration
to akathisia and review the patient’s
medications whenever anxiety or agitation
arises as a potential side effect.
Criteria for drug-induced akathisia
initially proposed by Sachdev14 for research
purposes are very applicable in clinical
settings. These include the essential
criterion of taking a suspect medication, in
addition to a subjective report and objective
findings. Subjectively, there could be one or
more of the following:14
• feeling of restlessness or inner tension or
discomfort, with special reference to the
lower limbs
• an urge to constantly move the legs, and
sometimes other parts of the body (eg
arms, trunk)
• difficulty or inability in maintaining a
posture for several minutes.
One key point worth emphasising is that
clinicians should observe patients in at

least two positions, preferably sitting and
standing on one spot. Objectively, Sachdev14
suggests that features highly suggestive
of akathisia include one or more of the
following:
• While sitting:
–– Semi-purposeful or purposeless
movements in the leg, feet, hand, arm
and/or trunk
–– A tendency to repeatedly shift bodily
position in the chair and an inability
to remain seated for several minutes,
with a tendency to get up and walk
or pace
• While standing on one spot:
–– Semi-purposeful or purposeless
movements in the leg, feet, hand, arm
and/or trunk
–– A tendency to shift weight from footto-foot or march on the spot
–– An inability to stand in one spot with a
tendency to walk or pace.
Clinically applying these criteria will help to
distinguish akathisia from other conditions
such as anxiety, restless leg syndrome,
agitation from other causes and drug
withdrawal or intoxication states. It is
important to clarify that while the above
symptoms and signs are virtually bilateral,
their severity may be asymmetrical and
none of them is pathognomonic, though
rocking from foot-to-foot while standing (in
the setting of taking a suspect medication)
is considered as highly characteristic.15
While its exact pathophysiology is still
unclear, akathisia is currently attributed
to a reduction in dopaminergic activity in
the mesocortical pathway projecting from
the ventral tegmental area to the limbic
system and prefrontal cortex. This results in
suppression of the usual inhibitory effects
on motor function, leading to the unwanted
involuntary movements.16,17 This view is
supported by animal studies.18 However,
an indirect mechanism has also been
postulated; that is, an increase in serotonin
and norepinephrine may contribute to
akathisia by indirectly reducing dopaminergic
activity in the ventral tegmental area.19
On the basis of the time of onset, pattern
of presentation and its duration, akathisia
can be classified into several types:5,20
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• Acute akathisia – develops soon after
starting an antipsychotic or increasing
its dose, or switching to a high-potency
medication. It usually lasts for less than
six months and is characterised by
intense dysphoria and restlessness.
• Chronic akathisia – lasts longer than
six months after the last change in
medication, and often includes mild
dysphoria and restlessness, as well as
some limb and orofacial dyskinesia.
• Pseudoakathisia – believed to be a late
stage of the chronic type. There are
some motor manifestations, but there is
no subjective awareness of restlessness.
• Tardive akathisia – a delayed onset,
usually more than three months since
a medication or dose change, and it is
often associated with tardive dyskinesia.
• Withdrawal or rebound akathisia – due
to discontinuing or decreasing an
anticholinergic medication, usually
occurring within six weeks.
As a first step in the pharmacological
management of akathisia, lowering the
dose of the offending medication is
recommended (Box 2). Switching to an
alternative agent should also be considered.
Among adjunctive medications, the
evidence favours propranolol (40– 80 mg
po bid) and low-dose mirtazapine (15 mg
po daily), with mianserin (15 mg po daily)
and cyproheptadine (8–16 mg po daily)
being less evidence-based alternatives.20,21
Benzodiazepines (eg clonazepam
0.5–1 mg po bid) may be used alone or
combined with propranolol. Anticholinergic
medications (eg benztropine 2 mg po bid)
are often helpful when other extrapyramidal
features are present. Other options include

clonidine (0.2– 0.8 mg/day), amantadine
(100 mg po tid) and diphenhydramine (50
mg po daily).20–24
Considering the incidence of akathisia,
its association with several commonly used
medications, its severely distressing nature,
and associated higher risk of impulsive
behaviour and suicidal ideation, it is very
crucial that clinicians recognise it and offer
appropriate treatment to patients promptly.
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