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The Clinical Impact of Agitation
in Various Psychiatric Disorders:
Management Consensus and Controversies

Jacobo E. Mintzer, M.D.

A gitation is a behavioral symptom that manifests in a
wide range of psychiatric illnesses. It is commonly
seen in the psychiatric emergency setting as a presenting
complaint of patients with psychotic illness (schizophre-
nia or schizophreniform disorder) as well as in those with
bipolar manic or bipolar mixed episodes. For these pa-
tients, once acute agitation has been ameliorated and rela-
tive stability has been achieved, a lower level of chronic
agitation may persist as the patient either commences in-
patient hospitalization or resumes outpatient life. In many
cases, the patient’s acute agitation subsides only briefly,
ultimately recurring with full-blown fury in a subsequent
emergent presentation. Particularly for patients with bi-
polar mania, this threat of recurrence may be as high as
90%.'

As opposed to the dramatic acute agitation that is fre-
quently seen in patients with psychosis or manic episodes,
agitation in patients with Alzheimer’s disease typically
evolves slowly and insidiously. In early Alzheimer’s
disease, for example, agitation often manifests as mild,
nonaggressive behaviors, such as pacing or repetitive
questioning. Agitation can also be clinically manifested
as overtly aggressive behaviors such as cursing, scream-
ing, throwing objects, or physically striking out at others.
It is often at this point that the patient’s family—now
faced with a loved one whose actions are perceived as
threatening and uncontrollable—deal with the emotionally
charged decision of whether or not to place “Grandma” or
“Grandpa” in a nursing home. In this case, the onset of se-
vere agitation represents not only a turning point in the
nature and location of patient care, but also a major change
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in the patient’s lifestyle and (possibly) the quality of inter-
personal relationships among the family as a whole.

A family’s decision concerning institutionalization of a
loved one is an example of the tremendous, and often un-
derestimated, burden of illness associated with the prob-
lem of agitation. First of all, agitation exacts a substantial
emotional and psychological toll on the patient, whose
illness may have transiently compelled him or her to act in
a way that represents a frightening or embarrassing con-
trast to “normal” everyday behavior. For the patient’s
family, as well, there is an emotional and psychological
burden, not only during episodes of acute agitation, but
also after the episode has resolved. For example, family
members who have witnessed a loved one in a state
of acute agitation, especially in the context of overt ag-
gression or violence, not only may worry about a recur-
rence, but also may find that apprehension regarding the
patient’s illness has now negatively impacted their ongo-
ing interpersonal relationships. Lastly, agitation adversely
affects health care personnel—a fact that is often underes-
timated, even in the medical literature. Specifically, while
the immediate family members are the most common tar-
gets of aggression by agitated patients inside the home,*
it is typically the nursing staff who are the most frequent
and immediate targets in the hospital setting.* In particu-
lar, among emergency psychiatric services, where the
prevalence of agitated or frankly violent patients may be
as high as 10%,’ an average of 6 assaults (range, O to 35)
occur per site annually.® Of these assaults, 60% are severe
enough to result in time lost from work by the emergency
room staff.®

The last 5 years have seen an upsurge of interest in
agitation as it manifests in patients with psychiatric ill-
ness. This interest may have been prompted, in part, by 1
or more of the following developments:

1. The recent introduction of safe, efficacious, and
rapid-acting (intramuscular and oral) forms of
atypical antipsychotics as treatments for acute
agitation, especially in the psychiatric emergency
setting;
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2. The increased off-label use of atypical antipsy-
chotics as the de facto treatment of choice for
agitation associated with dementia, especially that
of Alzheimer’s disease’; and

3. The April 2005 advisory from the U.S. Food and
Drug Administration (FDA),® citing reports of
higher death rates as compared with placebo
among elderly patients with dementia who had
been treated with atypical antipsychotics, often
for behavioral symptoms such as agitation.

Recently, agitation—whether acute or long-term, mild
or frankly violent—has been the focus of a number of
highly respected journal publications and monographs
that reach an international clinical audience. In addition,
agitation as a behavioral symptom of schizophrenia, bi-
polar disorder, or Alzheimer’s disease recently has been
highlighted in several congress reports arising from the
2005 annual meeting of the American Psychiatric Asso-
ciation.”'

In recognition of the current upsurge in interest re-
garding agitation as a psychiatric behavioral problem, the
purpose of the present supplement is to do the following:

1. Present an overview of the incidence, putative
pathophysiology, and clinical impact of agitation
as it occurs in various mental illnesses;

2. Review the most widely accepted treatment strat-
egies that are currently employed in ameliorating
acute and longer-term agitation, particularly as
they pertain to patients with schizophrenia, bi-
polar mania, or dementia; and

3. Review the impact of agitation on psychiatric ill-
nesses and its current management strategies.

The ultimate goal of this publication is to provide the
clinician with a solid foundation of information regarding
the clinical impact of agitation as it occurs in various
psychiatric disorders and offer a concise review of the
current therapeutic consensus and controversy regarding
the treatment of this challenging behavioral problem.

‘We hope you find the contents of this supplement help-
ful in your clinical management of agitation in psychiatric
patients.
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