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kathisia is a movement disorder characterized by
restlessness that is frequently associated with the
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Objectives: To provide a brief description of
the pathophysiology of akathisia, the challenges
of diagnosing and treating this condition, and
potential associated clinical issues. Also, to pro-
vide a review of the literature on the incidence
of drug-induced akathisia associated with the
use of second-generation antipsychotics (SGAs)
and first-generation antipsychotics (FGAs).

Data Sources: English-language literature
with no date restrictions cited in PubMed was
searched for the keywords akathisia, placebo,
neuroleptic, or haloperidol, and the generic
names of SGAs (clozapine, risperidone, olanza-
pine, quetiapine, ziprasidone, or aripiprazole).

Study Selection: Limits were set to search
clinical trials, meta-analyses, or randomized con-
trolled trials reviewing data from adult schizo-
phrenia or bipolar disorder clinical trials. Studies
including SGA comparisons with placebo and
with FGAs, and also between SGAs themselves,
were selected. Studies that specifically assessed
akathisia (either subjectively or objectively or
both) were included. Studies reporting general-
ized results pertaining to extrapyramidal symp-
toms (EPS) were excluded.

Data Extraction: The incidence of akathisia,
EPS rating scores, and required medications for
the management of movement disorders were
reviewed.

Data Synthesis: Seventy-seven trials
were included in the comparative review.
Akathisia was observed with the use of all
the SGAs. The akathisia incidence reported
in bipolar disorder trials was generally higher
compared with schizophrenia trials. The
incidence reported for FGAs was consistently
higher than that reported for SGAs, regardless
of the patient population studied.

Conclusions: Akathisia remains a concern
with the use of SGAs. More accurate and stan-
dardized evaluations are required for a better
understanding of the nature and incidence of
akathisia.
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use of antipsychotic drugs that are dopamine-receptor an-
tagonists.1,2 Its reported incidence varies from 21% to
75% and its prevalence from 20% to 35%.3,4 It is generally
agreed that akathisia consists of both subjective and ob-
jective components.3,5,6 The subjective component is char-
acterized by an inner restlessness often accompanied by
tension, panic, irritability, and impatience. The objective
component consists of increased motor activity, described
as complex, semipurposeful, repetitive movements. There
is no consensus among clinicians, however, on the rela-
tive importance of the subjective and objective com-
ponents in the establishment of diagnostic criteria. Some
stress the urge to move as the core feature, and the
abnormal movements as a nonobligate mechanism to
calm down this urge.4,7–10 Others have considered the
movements themselves—with or without the urge—as
sufficient to diagnose akathisia.11 Different subtypes of
antipsychotic-related akathisia have been proposed that
depend on the different clinical profiles and timing of on-
set (Table 1). Effective and reliable assessment of akathi-
sia requires valid quantification tools and the acumen of
trained clinicians who can recognize its full spectrum of
subjective and objective manifestations. Table 2 provides
a description of measurement scales that have been de-
signed to assist in the assessment of akathisia in clinical
trials. Many clinicians, however, may prefer not to use
scales to assess akathisia and instead rely primarily on
clinical observations and phenomenology for diagnosis.
Diagnosis, however, is complicated by the fact that it may
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be difficult to differentiate akathisia from a multitude
of other disorders,21 including agitation secondary to psy-
chotic symptoms or mood disorder, antipsychotic dyspho-
ria, restless legs syndrome, anxiety, insomnia, drug with-
drawal states, tardive dyskinesia, or other neurologic and
medical conditions (Table 3).12,22–26 Another barrier to spe-
cific diagnosis is the fact that the severity of movement
dysfunction associated with akathisia can vary according
to the situation and the person’s degree of arousal.26 Mild
cases of akathisia are particularly challenging to diagnose
because the condition can be easily overlooked or mis-
diagnosed as psychotic agitation, which may lead to an
inappropriate increase of antipsychotic therapy.26,27 Chil-
dren may be particularly vulnerable to misdiagnosis for
this reason.28

Our understanding of the pathophysiology of akathisia
remains limited. Its association with medications that
block dopaminergic transmission supports the notion that
it may be linked to low dopaminergic tone in the brain.29

Furthermore, drugs with therapeutic efficacy in the treat-
ment of medication-induced akathisia (e.g., benzodiaze-
pines, β-adrenergic blockers, and serotonin antagonists)
have provided additional insight into the involvement of
other transmitter systems.22,30–32 Recently, Strous et al.33

have proposed a role for the neurosteroid system. Given

the varied clinical profile of akathisia, it seems likely that
a complex interplay of several neurotransmitter systems
underlies its complex pathophysiology.

Although the etiology of this disorder remains elusive,
and there are difficulties associated with diagnosis, it is
important for the clinician to realize that akathisia can still
be prevented or effectively managed. This review will
provide a brief overview of the suggested management
options for akathisia based on a synthesis of published
recommendations and suggestions.

Prior reviews have focused primarily on the first-
generation antipsychotics (FGAs). This article compiles
clinical trial data on rates of antipsychotic-induced aka-
thisia associated with the current U.S. Food and Drug
Administration–approved antipsychotic medications, in-
cluding comparative studies between second-generation
antipsychotics (SGAs). Although it is well known that
there is generally a diminished risk of movement disor-
ders with the use of the SGAs, studies with SGAs have
shown that extrapyramidal symptoms (EPS), including
akathisia, although occurring at a lower rate than that seen
with FGAs, are also observed with SGAs.13,26,34,35

Each of the SGAs (clozapine, risperidone, olanzapine,
quetiapine, ziprasidone, aripiprazole, and paliperidone)
that is commercially available in the United States is
unique in terms of its pharmacologic profile, including
mechanism of action and overall receptor-binding affin-
ity.36 Thus, the balance between therapeutic efficacy and
side-effect liability is affected by the full spectrum of the
pharmacodynamic profile of a particular medication.37,38

For example, the binding of SGAs to classes of receptors
other than dopamine—such as α1-adrenergic, histamine
H1, and muscarinic receptors—is thought to be associated
with their propensity to cause a variety of adverse events
(AEs) such as orthostatic hypotension, weight gain, seda-
tion, somnolence, and anticholinergic side effects.39–41

Thus, as with other side effects, differences in the inci-
dence and clinical characteristics of treatment-emergent
akathisia among antipsychotics may be explained by the
differences in the pharmacodynamics of these drugs.

AKATHISIA RISK WITH
ANTIPSYCHOTIC MEDICATIONS

An important evolution in the treatment of schizophre-
nia has been the introduction of the SGAs. One significant
advantage that the SGAs have over the FGAs is a lower
incidence of extrapyramidal side effects, including aka-
thisia.13,26,34,35 However, akathisia can occur with the use
of newer antipsychotics and has not been discussed in a
comprehensive review.

Data Source and Study Selection Criteria
In this review, the main data source was the National

Center for Biotechnology Information (NCBI) PubMed

Table 1. Classification of Akathisiaa

Classification Characteristics/Clinical Features

Acute Duration ≤ 6 mo
akathisia Develops soon after starting antipsychotic

medication or following:
dose increase
switch to high-potency antipsychotic
withdrawal of anticholinergic

Intense dysphoria
Awareness of restlessness
Complex and semipurposeful motor fidgetiness

Chronic Persists for > 6 mo after last dosage increment
akathisia Subjective sense of restlessness may be less marked

Mild dysphoria
Awareness of restlessness
Motor fidgetiness with stereotyped movement
Limb and orofacial dyskinesia often present

Pseudoakathisia Motor manifestations without subjective component
Predominantly in men
Possibly late stage of chronic akathisia
No dysphoria
No awareness of restlessness
Motor fidgetiness with stereotyped movement
Great overlap with limb and orofacial dyskinesia

Tardive Delayed onset (usually 3 mo)
akathisia Not related to a recent change in drug or dose

Significantly associated with tardive dyskinesia
Withdrawal or Associated with switching antipsychotic

“rebound” medications
akathisia Onset usually within 6 wk of discontinuation or

dose decrease
Anticholinergic discontinuation reaction

aData from Halstead et al.,4 Barnes and Braude,5 Chung and Chin,12

and Miller et al.13
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database; the search criteria included the name of an SGA
(clozapine, risperidone, olanzapine, quetiapine, ziprasi-
done, or aripiprazole) and the keywords akathisia, pla-
cebo (limited to section below vs. placebo), neuroleptic,
or haloperidol (only to section below vs. FGA). Further-
more, we limited this review to schizophrenia and bipolar
disorder adult clinical trials. Finally, limits were set to
search clinical trials, meta-analyses, or randomized con-
trolled trials with no date restrictions imposed.

Seventy-seven trials were included in the comparative
analyses (Table 4). In addition to the stated criteria,
other studies of antipsychotic drugs that reported akathi-
sia data were identified by reviews of bibliographies, trial
registries, or personal communication with investigators
when possible. Studies that specifically assessed akathisia

(either subjectively or objectively or both) were included.
Studies reporting more generalized results pertaining to
EPS (without a separate analysis) were excluded.

A limitation of this analysis is that no meta-analytic
procedure was used in this report, and thus no comparison
between trials should be made.

MAIN CLINICAL FINDINGS

Before describing the results of the main findings from
trials that assess akathisia, a couple of points should be
taken into consideration. First, it should be emphasized
that akathisia and movement disorders, in general, are not
easily rated without training, and most trials (including
multicenter, industry-sponsored ones) do not provide for
systematic training or the establishment of interrater reli-
ability. Second, many studies have relied on spontaneous
reporting, which would tend to reflect different patterns
and rates than systematic examinations. Therefore, results
must be interpreted cautiously, and the relative risk rates
might be more meaningful than the absolute risks.117

Third, some studies do not always show the clinically ob-
served drug/placebo differences in the prevalence and se-
verity of akathisia. This may be a result of the short-term
nature of these trials and reflect withdrawal akathisia or
differential diagnosis. Although the majority of the stud-
ies had a washout period that should have ensured that no
withdrawal akathisia was observed, the washout period
may not have been sufficient. An alternative explanation

Table 3. Differential Diagnoses of Akathisiaa

Agitation secondary to psychotic symptoms
Non-akathisia antipsychotic dysphoria
Restless legs syndrome
Anxiety
Agitation related to affective disorder
Drug-withdrawal states
Organic disorders (eg, delirium, head injury, hypoglycemia,

encephalitis lethargica)
Neurologic disorders (eg, Parkinson’s disease, Huntington’s disease)
Tardive dyskinesia (commonly coexists with akathisia)
Insomnia
aData from Sachdev,6 Chung and Chin,12 Miller and Fleischhacker,22

Nelson,23 and Sachdev.24

Table 2. Diagnostic Tools Available for the Assessment of Akathisiaa

Diagnostic Tool Description

DSM-IV Operational definition; guideline for the identification of akathisia, not its assessment

Chouinard Extrapyramidal 1 subjective and 1 objective component; rates on a 0 to 6 scale (0 = absent, 6 = constant movement)
Symptom Rating Scale Rates patient complaints from 0 = none to 3 = unable to sit down or being “restless, nervous, unable to sit still”

Hillside Akathisia Scale 2 subjective and 3 objective items
Anchored rating points
Assessments for sitting, standing, and lying positions and a clinical global impressions rating

Barnes Akathisia Rating Scale Most widely used measurement scale
Reported interrater reliability and validity
Severe akathisia––both subjective and objective components required
Rater observes characteristic motor phenomena and systematically probes the subjective experience
Gives overall measure of severity: (1) objective, (2) subjective awareness, (3) subjective distress,

(4) global clinical assessment of akathisia

Prince Henry Hospital Akathisia Objective ratings for sitting and standing
Rating Scale Subjective ratings

Global ratings
Scale 0 to 3: 0 = absent, 1 = mild, 2 = moderate, 3 = severe

Schedule for the Assessment Compilation of rating scales
of Drug-Induced Movement Measures dystonia, dyskinesia, parkinsonism, akathisia, ataxia, and several types of tremor
Disorders

Drug-Induced Extrapyramidal Multidimensional scale
Symptoms Scale 9 items: 8 individual parameters and 1 global

5-point rating scale
Quantifies the severity of drug-induced parkinsonism, akathisia, dystonia, and dyskinesia
Measures subjective distress and degree of influence on activities of daily living

aData from Fleischhacker et al.,9  Barnes,14 American Psychiatric Association,15 Chouinard et al.,16 Barnes,17 Sachdev,18 Loonen et al.,19

and Inada et al.20
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is that what is observed is not truly akathisia. Fourth, apart
from incidence rates of treatment-emergent akathisia and
mean changes in Barnes Akathisia Rating Scale (BARS)
scores,14 there is a lack of information on additional clini-
cal characteristics of akathisia, such as severity, time of
onset, duration of akathisia, or discontinuation rates due to
this AE. Fifth, strategies for management of this AE are
not usually specified in clinical protocols and will vary
based on investigators’ discretion. Most studies allow the
use of anticholinergic drugs to treat EPS symptoms, in-
cluding akathisia, and in some cases benzodiazepines or
propranolol to treat akathisia or restlessness. Finally, al-
though most studies used an objective measurement of
akathisia (e.g., BARS), the majority failed to report any
data regarding severe akathisia. Data on these topics are
warranted for both FGAs and SGAs in order to better in-
form clinicians on risks and management of a more severe
form of akathisia.

However, despite the limitations mentioned above and
the fact that no meta-analytic procedure was used in this
review, certain trends in the incidence of akathisia ap-
peared to emerge. For example, despite the differences in
incidence, akathisia was a treatment-emergent AE ob-
served with all of the SGAs (Table 4). These findings cor-
roborate those in the literature that this condition, although
usually less frequent when compared with FGAs, is not
absent with the use of SGAs. Overall, the akathisia inci-
dence reported in the bipolar disorder clinical trials was
generally higher than that reported in schizophrenia ones.
Although the reasons for this phenomenon are unclear,
some hypotheses have been raised. One explanation is that
akathisia would be expected to occur in disorders for
which several drugs are taken chronically, such as bipolar
disorder. Alternatively, the onset of akathisia may result
from the low dosage or dose reductions of neuroleptics
that can lead to demasking effects due to diminishing par-
kinsonian symptoms.118 The akathisia incidence reported
for FGAs was consistently higher than that reported for
SGAs, regardless of the patient population studied
(schizophrenia or bipolar disorder).

Table 4 summarizes the data on SGA-related akathisia;
these data are presented in the order that these drugs were
introduced to the U.S. market. Also, data from placebo-
controlled studies with active controls are described in
the Second-Generation Antipsychotics vs. Placebo section
or in the Second-Generation Antipsychotics vs. First-
Generation Antipsychotics section of Table 4.

Clozapine
Clozapine was the first antipsychotic with the “atypi-

cal” characteristic of showing, contrary to the knowledge
at the time, efficacy in treatment of psychotic symptoms
with lower risk for causing movement disorders.119 To our
knowledge, there are no placebo-controlled trials of cloza-
pine in which akathisia rates were specifically assessed. In

studies comparing clozapine with FGAs, most studies
report lower rates of akathisia for clozapine versus
FGAs.13,67–70 However, 2 studies described comparable
rates between clozapine and FGAs.67,68 Comparative
studies between clozapine and other SGAs have reported
equivocal results, with some studies showing no dif-
ference between clozapine and other SGAs,46,99 whereas
others showed a lower incidence of akathisia in the
clozapine-treated group.13,97,98

Risperidone
In risperidone placebo-controlled trials, the placebo

rates for akathisia are usually lower than that of risper-
idone.42,43 Most studies comparing risperidone with an
FGA show a lower incidence of akathisia in the risperi-
done group versus conventionals,13,71,73–75 with 1 study
showing higher rates of akathisia with risperidone than
with haloperidol.72 However, despite differences in inci-
dence, the severity of akathisia was similar between ris-
peridone and conventional drugs.13 Results are conflicting
in comparative studies versus other SGAs. The incidence
of akathisia in patients treated with risperidone appears to
be higher than that reported with the use of clozapine13

and quetiapine63,106 in schizophrenia spectrum patients.
When compared with olanzapine, some studies showed
lower rates for olanzapine,101,102 whereas others have
failed to find any significant differences between these 2
SGAs with regard to the frequency of akathisia.46,100,103–105

One study of risperidone versus aripiprazole showed
lower rates of akathisia in the risperidone arm.42

Olanzapine
Most published data from placebo-controlled clinical

studies have shown similar rates of akathisia between
olanzapine and placebo in both schizophrenia and bipolar
disorder.44,46,60 However, in one study, olanzapine-treated
patients experienced higher rates when compared with
placebo.45 In comparison to FGAs, studies have shown
lower akathisia rates associated with olanzapine treatment
when compared with conventional drugs.46,76–86 Placebo-
controlled studies with an intramuscular formulation of
olanzapine, which included haloperidol as an active con-
trol, showed no significant differences in rates of akathi-
sia between olanzapine and this FGA.87,88 Two studies
comparing olanzapine with ziprasidone showed conflict-
ing results; one study reported no differences in the BARS
scores at endpoint,108 whereas the other showed a signif-
icant improvement favoring olanzapine.109 In 2 studies
versus aripiprazole, the incidence of akathisia varied from
3% to 6% in the olanzapine group versus 6% and 5% in
the aripiprazole arm.110,111 One of the trials reported that
both drugs were associated with improvement in the
BARS scores and that there was no difference in anticho-
linergic use.111 Olanzapine was included as an active con-
trol arm in 2 paliperidone placebo-controlled studies, and
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akathisia rates were lower for olanzapine when compared
with the higher doses of paliperidone.58,120 Comparative
data between olanzapine and either clozapine or risperi-
done were described earlier in the article in the clozapine
and risperidone sections above, respectively.

Quetiapine
Placebo-controlled studies show similar rates of aka-

thisia between placebo and quetiapine in both pa-
tients with schizophrenia and those with bipolar disor-
der.43,47,48,61 One study showed an akathisia incidence of
1% in the placebo group versus 4% in the high-dose
quetiapine arm.47 Consistent with data on other SGAs,
quetiapine-related akathisia has been reported at a lower
rate when compared with FGAs.89–91 Available data com-
paring quetiapine with risperidone were discussed in the
risperidone section earlier in this article.

Ziprasidone
In placebo-controlled trials in both schizophrenia spec-

trum and bipolar disorder, the rates of akathisia were usu-
ally higher in the ziprasidone arm than in the placebo
one,50,62,63 with the exception of 1 study that showed simi-
lar rates for the active and placebo arms.49 Compared with
conventional antipsychotics, both the oral and intramus-
cular formulations of ziprasidone were associated with
lower rates of akathisia than the FGA haloperidol.92,93

Comparison data with aripiprazole112 and risperidone107

showed similar incidences for ziprasidone and aripipra-
zole but higher rates of akathisia for risperidone when
compared with ziprasidone. Available data comparing zi-
prasidone with risperidone were discussed in the risperi-
done section earlier in this article.

Aripiprazole
In studies comparing aripiprazole with placebo, aka-

thisia rates in the aripiprazole arm were similar in some
studies52,53 and higher in others.42,64–66 As with other
SGAs, akathisia rates with aripiprazole were lower than
those of FGAs.52,54,94,95,120 Comparisons between aripipra-
zole and risperidone, olanzapine, or ziprasidone are de-
scribed in the risperidone, olanzapine, and ziprasidone
sections, respectively.

Paliperidone
In 2 placebo-controlled studies, akathisia rates ap-

peared to be dose-dependent for paliperidone, and the use
of anticholinergics were usually higher in the active arm
when compared with placebo.58,59 These studies included
olanzapine as an active control arm and results are de-
scribed in the olanzapine section.

Multiple Drugs Comparison Studies
There are few studies comparing multiple antipsy-

chotics.96,113–116 Lieberman et al.113 compared 4 SGAs (ris-

peridone, olanzapine, quetiapine, and ziprasidone) with
perphenazine, an FGA usually considered to have a lower
risk of causing EPS than other FGAs. They found similar
akathisia rates between SGAs and perphenazine. Similar
results were seen by Jones et al.96 Two other studies
comparing multiple SGAs found no difference among
drugs,115,116 whereas McEvoy et al.,114 in the second phase
of the Clinical Antipsychotic Trials of Intervention Ef-
fectiveness (Lieberman et al.,113 discussed above), found
higher rates of akathisia with quetiapine (23%) versus
clozapine (5%), and risperidone and olanzapine (0% for
both).114 None of these studies included aripiprazole or
paliperidone; at the time of their initiation, these drugs
were not available.

AKATHISIA-ASSOCIATED BEHAVIOR ISSUES

As described earlier, akathisia may be associated with
subjective distress, and some case reports have described
that akathisia may precipitate aggressive, violent, or sui-
cidal behaviors.121,122 It is well known that patients with
schizophrenia spectrum and bipolar disorders are at a high
risk of suicide.123,124 In addition, suicidal behavior has
been described in patients with akathisia in case reports,
both in patients receiving antipsychotic medication122 and
in patients receiving selective serotonin reuptake inhibi-
tors (SSRIs).125 The dysphoric effects and behavioral tox-
icity of FGA medications have further supported the no-
tion that this group of medications may cause or increase
suicidal impulses.121 Hansen125 notes in his critical review
of the relationship between suicidality and akathisia that it
is not possible to conclude, based on the present evidence,
whether or not akathisia is unequivocally linked to sui-
cidal behavior, but the possibility certainly cannot be
excluded. Two small studies have been carried out explor-
ing the issue further.121,126 Despite equivocal results, these
studies collectively indicate that further work must be
done to study possible differences in toxicity between
different subgroups of patients with akathisia (chronic,
acute, and of varying intensity) as well as whether sub-
jective complaints of akathisia are predictive of suicidal
intentions.

MANAGEMENT AND TREATMENT OF AKATHISIA

Despite the fact that akathisia might be caused by
many different factors, including psychiatric pathology it-
self, discontinuation of specific drugs, and introduction of
a new drug, it can still be effectively managed. Based on
the literature,1,2,22,24,127–139 there are 2 main options for ef-
fective management—pharmacologic and psychosocial
(Table 5). As, however, there are different levels of evi-
dence for some of these therapy options, each case should
be considered individually. It is prudent for clinicians to
use every preventative and therapeutic measure available
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in the management of this side effect, as studies have
shown that it may impact treatment adherence.140–144

Psychosocial Intervention
Patient education is an integral part of effective man-

agement. The clinician should focus on open and frank
discussions with the patient, providing reassurance and
forewarning of any possible side effects. By establishing
clear expectations, the clinician can help to minimize pa-
tient anxiety. Open discussions will promote mutual trust
and respect between clinician and patient and may im-
prove medication adherence.145–147

Pharmacologic Treatment of Akathisia
Taylor et al.127 recommend lowering the dose of the

antipsychotic medication as an initial response to drug-
induced akathisia; however, exposure to subtherapeutic
doses must always be carefully considered in the context
of relapse risk. A conservative approach on the part of
the clinician when planning a medication switch or
dosage adjustment may be an effective preemptive strat-
egy to minimize the risk of akathisia. Observed cases of
akathisia concurrent with an abrupt medication dosage
decrease, withdrawal, or switch have been document-
ed.148–150 The clinician should always consider previous
exposure to antipsychotics when looking at the diagnosis
and management of akathisia during medication changes
and adjustments.

A number of adjunctive pharmacologic interventions
appear to have anti-akathisia effects, although the levels
of evidence for each agent vary and should be considered
along with dosage decrease or switching medications (for
a review, see Miller and Fleischhacker22). Among these
are β-adrenergic antagonists (e.g., propranolol, with rec-
ommendations to initiate therapy at low dosages, 10 mg
tid, which can be increased every few days to a maximum
of 90–120 mg/day),6,151 and benzodiazepines (e.g., loraze-

pam 1.5–3 mg/day in divided doses or clonazepam 0.5 mg/
day).152–155 Anticholinergics (e.g., benztropine 2 mg) ap-
pear to demonstrate their best efficacy when other EPS are
present.156 Other alternatives include serotonin antagonists
(e.g., cyproheptadine 16 mg/day)157,158; clonidine (0.2–
0.8 mg/day)159,160; mirtazapine (suggested low dose of 15
mg)161,162; diphenhydramine (50 mg)163; and amantadine
(100 mg t.i.d.).164

CONCLUSIONS AND FUTURE DIRECTIONS

Akathisia produces unnecessary suffering and adds to
the health burden of disease. Therefore, its prompt recog-
nition and treatment are critical to an optimum outcome.
Although SGAs are generally associated with a lower pro-
pensity for movement disorders compared with their FGA
counterparts, an emerging body of comparative literature
shows that second-generation medications are not com-
pletely free from inducing akathisia. Currently, there is
significant discrepancy among studies of the same antipsy-
chotic with respect to akathisia incidence rates. These dis-
crepancies may arise from differences in diagnostic ap-
proach, the timing of the assessment, the measurement
parameters and scales utilized, prior medications, or even
the time at which a new antipsychotic is introduced to the
clinicians’ armamentarium.

The comparative incidence of akathisia among the
newer antipsychotic agents remains poorly characterized.
Randomized, controlled trials that systematically and spe-
cifically assess these potential differences are limited.
Moreover, many of the published direct comparative stud-
ies are performed in relatively homogenous and chronic
populations that may not accurately represent all patients
seen in clinical practice. Consistent with this notion, a re-
cent naturalistic study evaluating patients with bipolar I
disorder in a real-world setting reported much higher rates
of akathisia associated with SGAs than those reported in
randomized clinical trials.117 This discrepancy highlights
the need for more data systematically collected in a way
that specifically assesses the incidence and severity of aka-
thisia. Achieving consensus on an operational definition of
akathisia will promote more accurate assessments and, at
the same time, bolster efforts for effective management.
Furthermore, a stronger theoretical and practical under-
standing of the pathophysiology of akathisia will also im-
prove patient care and therapeutic outcome.

Drug names: amantadine (Symmetrel and others), aripiprazole
(Abilify), benztropine (Cogentin and others), chlorpromazine
(Thorazine, Sonazine, and others), clonazepam (Klonopin and others),
clonidine (Catapres, Duraclon, and others), clozapine (FazaClo,
Clozaril, and others), diphenhydramine (Benadryl and others),
haloperidol (Haldol and others), lorazepam (Ativan and others),
mirtazapine (Remeron and others), molindone (Moban), olanzapine
(Zyprexa), paliperidone (Invega), propranolol (Inderal and others),
quetiapine (Seroquel), risperidone (Risperdal), thiothixene (Navane and
others), trifluoperazine (Stelazine and others), ziprasidone (Geodon).

Table 5. Management Options in the Treatment of Akathisia
Pharmacotherapy Psychosocial

Lowering medication dose Patient education on benefit
Short term adjunctive therapies: and risks associated with

β-adrenergic agonists antipsychotic treatment
Benzodiazepinesa Establish clear expectationsb

Anticholinergicc Open and frank dialogue about
Clonidine potential adverse events
Amantadine Provide reassurance
Diphenhydramine Discuss risks
Otherd

Consider switching to
antipsychotic with lower
liability for akathisia

aEspecially if concomitant anxiety.
bDiscuss clinical characteristics of importance to patients such as time

at onset, duration, potentially manageable side effects, other options,
need to talk to physician.

cEspecially if concomitant parkinsonism.
dE.g., serotonin antagonists and mirtazapine.
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