Treatment of Agitation in Dementia

Pierre N. Tariot, M.D.

Behavioral and psychological signs and symptoms associated with dementia are common and of -
ten confusing because they do not meet criteriafor typical discrete psychiatric disorders. Although the
symptoms tend to occur in clusters, the clusters often vary with time and between patients. Recogniz-
ing the behavioral pathology associated with dementiaisimportant because it can be distressing to the
patient, lead to dangerous interactions with others or the environment, and result in the use of inappro-
priate psychotropic medications. A practical, general approach to the evaluation and management of
agitationin dementia for psychiatric consultants confronted with such problems is proposed.

I t has been estimated that up to 90% of patients with de-
mentiawill develop significant behavioral problems at
some point in the course of their illness.* The scope of the
problem was illustrated in a recent study of arating scale
assessing behavioral pathology in dementia? Mare than
300 outpatients with probable Alzheimer’s disease were
assessed with the Behavior Rating Scale for Dementia of
the Consortium to Establish a Registry for Alzheimer’s
Disease (BRSD CERAD). As assessed by this scale, none
of these patients had been free of behavioral signs-or
symptoms in the preceding month, while the average
number of behavioral problems present during that time
was 15, with some patients exhibiting 30 or more identi-
fied problems. These findings were generally consistent
with those of prior studies,* confirming Merriam and col-
leagues' assertion that Alzheimer’s disease is “the most
widely encountered cause of psychiatric pathology associ-
ated with a specific neuropathologic substrate.”?
Behavioral signs and symptoms in dementia are pro-
tean and, to the uninitiated, often confusing. One reason
for confusion isthat these features often do not meet crite-
riafor typical discrete psychiatric disorders. Rather, they
tend to occur in subsyndromal clusters that vary with time
and between patients.” With experience, clinicians can
learn to identify these clusters, which can serve asaguide
to therapy. These clusters are summarized in Table 1,
which is a schematic summary of the incidence of behav-
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ioral disturbancesin dementia, based on published values.
The clusters include features suggestive of depression or,
less commonly, of mania (i.e., disturbed affect/mood),
psychosis (i.e., disturbed ideation and perception), agita-
tion, aggression, anxiety, and withdrawn/passive behavior.
Vegetative features are included in this Table because they
are often used in psychiatric nosology and influence thera-
peutic decision making.

With the exception of “agitation,” most of the behav-
ioral terms in Table 1 are self-explanatory. Cohen-
Mansfield and Billig defined agitation as inappropriate
verbal, vocal, or motor activity unexplained by apparent
needs or confusion.* This excellent operational definition
emphasizes the point that disturbed behavior very often
has meaning that can be discerned. We should be hesitant
to label such behaviors as “ agitated” or “merely related to
dementia,” until we are reasonably sure that there is no
underlying explanation or need being expressed.

In broad terms, agitated behaviors in dementia can be
characterized as disruptive but nonaggressive (i.e., physi-
cal and verbal), socially inappropriate, or aggressive.* Ag-
gression constitutes an important subset of agitation inthis
construct, defined as hostile actions directed toward oth-
ers, self, or objects. Aggressive behaviors could be physi-
cal, verbal, or sexual. As the values in Table 1 suggest,
nearly 50% of patients with dementia would be expected
to demonstrate agitation at some point in the course of
their illness, and 25% to 33% might exhibit aggressive be-
haviors. Examples of physically agitated behaviors in-
clude actions such as inappropriate robing and disrobing,
pacing, handling things inappropriately, and restlessness,
while verbal behaviors could include complaining, re-
quests for attention, and negativism.* Examples of physi-
cally aggressive behaviors include hitting, kicking, push-
ing, and scratching, while verbally aggressive behaviors
include actions such as threats, accusations, name-calling,
and obscenities.*
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Table 1. Summary of Psychopathology of Dementia Based on
a Review of the Literature®

Table 2. Summary of General Principles to the Approach of
Agitation and Aggression in Patients With Dementia®

% of Patients Affected
Among Studies Reviewed

Cluster Range Median
1. Disturbed affect/mood 0-86 19
2. Disturbed ideation 10-73 335
3. Altered perception

Hallucinations 21-49 28

Misperceptions 1-49 23
4. Agitation

Global 10-90 44

Wandering 0-50 18
5. Aggression

Verbal 11-51 24

Physical 0-46 14.3

Resi stive/uncooperative 27-65 14
6. Anxiety 0-50 31.8
7. Withdrawn/passive behavior 21-88 61
8. Vegetative behaviors

Sleep 0-47 27

Diet/appetite 12.5-77 34

@Adapted from Tariot and Blazina,* with permission.

Behaviora pathology associated with dementiais im-
portant for a number of reasons. It can be distressing to the
patient, lead to dangerous interactions with others or the
environment, and result in the use of appropriate or even
inappropriate psychotropic medications. Caregivers fre-
quently suffer serious psychological and physical conse-
guences from their attempts to deal with these behaviors.
Disruptive behaviors, especially agitation and aggression,
are acommon precipitant of institutionalization. Kalunian
and colleagues found that dementiaand other organic men-
tal disorderswere the most frequent diagnoses among ol der
patients needing to be hospitalized for aggression.® Simi-
larly, Nilsson and coworkers found these diagnoses most
often were associated with aggression in hospitalized
geropsychiatric patients.® Our own experience in a home-
visit program, which targeted homebound elderly in need
of psychiatric assessment, has been consistent with this
finding; the majority of the patients have had a dementia
and about 60% experienced some form of agitation (P.N.T.,
unpublished data). Behavioral problems in dementia are
common in the community aswell asin health careinstitu-
tions. They aremorbid for all concerned, but patients’ func-
tion, autonomy, and quality of life canimprove with effective
treatment, which can prove beneficial for caregiversaswell.

Our group at the University of Rochester follows asys-
tematic general approach to the evaluation and manage-
ment of agitation in dementia, which we propose might be
adopted by psychiatric consultants confronted with such
problems. The stepwise approach is by itself therapeutic,
offering reassurance to families and caregivers that a con-
fusing situation may be able to be clarified, understood,
and helped. The approach is summarized in Table 2 and
Figure 1 and is based on prior work.”™ Table 3 offers
supplemental suggestions for patient management, which
have been drawn chiefly from nursing literature, that fami-
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. Define target symptoms

. Establish or revisit medical diagnoses

Establish or revisit neuropsychiatric diagnoses

Assess and reverse aggravating factors

Adapt to specific cognitive deficits

Identify relevant psychosocial factors

. Educate caregivers

Employ behavior management principles

Use psychotropic medications for specific psychiatric syndromes

. For remaining problems, consider symptomatic pharmacotherapy

Use psychobehavioral metaphor

Use medication class relevant to metaphor and with empirical
evidence of efficacy

Start low, go slow

Avoid toxicity

Use lowest effective dose

Withdraw after appropriate period, observe for relapse

Serial trials sometimes needed

aAdapted from Tariot,”® Tariot et al.,° and Leibovici and Tariot.*
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lies and caregivers may find useful. Taking thetimeto lis-
ten to the problem, validating the difficulty of caregiving,
and offering some concrete suggestions can have a calm-
ing and reassuring effect.

DEFINE TARGET SYMPTOMS

It is important to delineate patients’ behavior patterns.
For example, the patient might constantly bang on thetable,
call out loudly, resist personal care, weep intermittently, or
exhibit_self-deprecatory ideation. Noting these acts will
guide the clinician-patient interaction and may help track
progress. Because of the variability in signs and symptoms
over time, it is-usualy prudent to check with multiple
sources and to coach the most reliable informant about ap-
propriate ways of observing and reporting symptoms.
These observations can be critical in monitoring therapy.

ESTABLISH OR REVISIT MEDICAL DIAGNOSES

Among elderly patients, it is common for problem be-
haviors like agitation to result in the first detailed medical
evaluation in some time. We generally presume that the
patientismedically ill until proven otherwise, and wetrain
families and caregivers to think along similar lines. The
most dreaded medical explanation for a new-onset dis-
turbed behavior isdelirium, which is commonly caused by
inappropriate medications, infectious disorders (especially
genitourinary and respiratory), dehydration, trauma, or
electrolyte disturbances. In patients who lack language
abilities, savvy clinicians have learned that constipation or
an occult hip fracture may be the precipitant of screaming
or repeated requests for help. These medical problems
should be specifically treated, and the patient should be
monitored to see whether the behavioral problems are im-
proved. The level of distress exhibited or the disruptive-
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Figure 1. Flow Chart for Management of Agitation in Dementia®
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3Adapted from Tariot,”® Tariot et al.,”° and Leibovici and Tariot.X

ness of the behavior associated with an intercurrent medi-
cal problem would dictate the need for additional short-
term interventions apart from the particular remedies
needed for this problem. For example, in anonurgent situ-
ation where the agitation is associated with a urinary tract
infection, psychotropic medication may be avoidable and
antibiotics alone might be the definitive therapy.

ESTABLISH OR REVISIT
NEUROPSYCHIATRIC DIAGNOSES

The behavioral disturbance may reflect a long-
standing, recurrent, or even new-onset psychiatric disor-

J Clin Psychiatry 1999;60 (suppl 8)

der and bears investigation through an examination of the
patient’s current symptomatol ogy, medical and psychiatric
history (including prior response to therapy), and family
history. If such a disorder is present, it should be specifi-
cally treated and the patient should be monitored.

ASSESS AND REVERSE AGGRAVATING FACTORS

A variety of aggravating factors that can contribute to
agitation can often be identified and ameliorated. Care-
givers often overlook deficits in hearing or vision, al-
though these can lead to perceptual distortion aswell asto
what may appear to be bizarre behavior. Further, patients
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Table 3. Practical Recommendations for Caregivers to
Decrease Agitation and Aggression and Improve
Communication With Demented Patients*

Decrease escalation
Decrease environmental stimuli and modify the environment
Approach in a calm manner
Use distraction—food, drink, music
Maintain eye contact and comfortable posture with arms/hands
relaxed
Use more than one sensory modality to send a calm message
Match verbal and nonverbal signals
Identify the affect observed in the patient; verbalize this for him/her
Do not add more demands at the time
Slow down pace and simplify your actions
Maintain physical comfort
Identify what is fueling the fire (eg, triggers and reactions)
Maintain safety
Communicate effectively
Capture the patient’s attention; stay in view
Use simple, direct statements
Limit choices
Use gestures to assist with verbal directions
Use one-step command
Speak clearly and slowly; allow time for response
Lower toneif voice needs to be raised
Communicate your desire to help
Review the basics
Behavior is symptomatic of the illness; separate the behavior from
the person
A damaged mind gets stuck in one activity and has trouble shifting
gears—what worked an hour ago may not work now
The caregiver isthe only security in a shrinking world
Persons with dementia lose the ability to plan
Know the person and structure his/her environment accordingly
Having a daily pattern of repetitive behaviors at predictable times
and by familiar persons helps those with memory impairment to
help themselves
A loving voice, attentiveness, touch, and consistency are enormously.
important
Remember, a caregiver is not always an angel; there are times when
frustration and anger are expressed—no one is perfect
The caregiver’s needs must also be recognized and respected
Maintain the patient’s religious/spiritual identity
Humor can help
3Adapted from Roberts and Algase, 1988%; Beck and Heacock, 1988%;
Smith et al., 1993*; Gwyther and Rabins, 1996.%

may fail to comprehend the current situation because of a
language barrier. In these circumstances, ssimplifying and
clarifying communication, improving vision or hearing, or
employing an interpreter can be extremely helpful. Some-
times environmental disturbances aggravate behavior, in-
cluding excessive heat or cold, noise, or the disruptive be-
havior of other patients. Altered daily routines can also
result in significant agitation. Clarifying triggers and de-
fining consequences of disturbed behaviors can help de-
lineate effective interventions such as using distraction,
increasing personal space, and limiting environmental dis-
turbances.*

ADAPT TO SPECIFIC COGNITIVE DEFICITS

Agitated behaviors may reflect disruptive efforts to
communicate or adapt. Pacing might indicate a need for
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exercise or stimulation, and “wandering” may stem from a
false but firm belief that the patient needs to be somewhere
else. Verbally disruptive behaviors could reflect efforts to
obtain help or to express pain, discomfort, or emotional
distress. Suspiciousness may stem from the false but un-
derstandable perception that another person has taken the
patient’s possessions, since the patient cannot recall put-
ting them somewhere and is attempting to make sense of
why they disappeared.

A variety of different interventions could be considered
for these kinds of problems and may prove to be sufficient
in some cases. Patients who are disoriented but have some
ability to respond to pictures or words may benefit from
the use of labels. Some patients do better with less stimula-
tion; others do better with more. Reducing the clutter in
the environment and simplifying the environmental cues
may also help. The physical layout and the organization of
the environment can have a therapeutic impact on agitated
behavior by providing orienting cuesto the patient through
stimulation from sound, lighting, colors, and textures. Fur-
ther, dedicating roomsfor specific purposes or minimizing
the rearrangement of furniture can decrease disorienta-
tion.™ Placing visual or physical barriers to unsafe egress
may be helpful, along with making an effort to promote
safe walking and exploring for those who need to pace.

IDENTIFY RELEVANT PSYCHOSOCIAL FACTORS

It'is perhaps obvious that a patient with dementia may
experience sadness, anger, or even denia in response to
life events. Reviewing and acknowledging losses and
stressors can help reduce agitation and aggression, as can
support, encouragement, and validation. Likewise, learn-
ing from the family about the patient’s basic personality,
interests, likes,-and dislikes can aid in the determination of
helpful responsesto disruptive behaviors as the patient be-
comes increasingly demented. It is usually advantageous
to optimize physical, social, and emotiona stimulation
(e.g., participation in therapeutic group activities; reten-
tion of areligious identity; and involvement with family,
an exercise program, or musical activity). It makes sense
totailor such activitiesto individual proclivities when pos-
sible. This process can be facilitated by a documented psy-
chosocial history.

EDUCATE CAREGIVERS

Patients with language and cognitive impairment com-
municate distress through behavior. Such behaviors can
occur in patterns. Understanding that thisisthe case can be
beneficial for caregivers by helping them to interact in a
more supportive manner. Caregivers can learn to obtain
clues from feelings displayed and from reactions to recent
changes in the environment, and they can help patients
identify their feelings. For instance, irritability may be the
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manifestation of sadness at the loss of afamily member or
pet or of anger because of reduced visits by family mem-
bers or friends. In the process of understanding, attending,
and communi cating more accurately, the caregiver may be
trained to employ basic behaviora management prin-
ciples. In simplistic terms, this refers to the concept that
the caregiver’s demeanor, that is, affect, tone of voice, and
posture, has a major impact on the patient’s behavior—"it
isnot what you say but how you say it.” Caregivers can be
trained to identify common triggers and consequences
of agitation and try to minimize triggers and maximize
positive outcomes. Other practical points to convey to
caregivers drawn.from other authors are summarized in
Table 3.

USE OF PSYCHOTROPICS:
GENERAL CONSIDERATIONS

For agitation that persists after nonpharmacol ogic steps
are undertaken, it is usual to consider medicating the pa-
tient. In many cases, it is appropriate to conceptualize this
as aprocess of trial and error. While evidenceis mounting
that psychopharmacologic interventions are safe and ef-
fective, prediction of response in individual cases remains
an elusive goal.

The choice of medication may be influenced by the ur-
gency of the situation. If rapid control of grossly disturbed
or unsafe behaviors is necessary, antipsychotics or benzo-
diazepines are the treatments of choice. In some cases, the
patient may need to be admitted to an acute care hospital.
Once the emergency is addressed, attention can be paid to
the basic principleslisted in Table 2.

For nonemergent problems, our group has developed
an approach that has been termed the development of a
“psychobehavioral metaphor” (Figure 1). The goal is to
specify the disturbed behaviors and then attempt to cluster
the most salient signs and symptoms into a pattern that is
roughly analogous to a drug-responsive syndrome. The
term metaphor refers to atypical features of classic syn-
dromes rather than to discrete psychiatric disorders. This
distinction is important, since patients with dementia who
are agitated can present a confusing picture with no other
discrete psychiatric diagnosis. It is possible, as we more
fully understand behavior patterns in dementia, that we
will be able to successfully identify specific syndromes
such as depression, mania, or psychosis. Until that clarity
is achieved, we have chosen to adopt the more general
term metaphor .

Once the metaphor has been articulated, the next issue
is selecting a class of appropriate medications. Consider
the agitated patient who is withdrawn, negativistic, irri-
table, or dysphoric, even in the absence of an overt syn-
dromal depression. In such cases, an empirical trial of
antidepressant medication might be considered first. Alter-
natively, for a patient with agitation and hyperactivity,
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pressured speech, expansive or irritable mood, or sexual
preoccupation, amood stabilizer might be the more appro-
priate initial medication. A patient with impaired verbal
abilities may nonetheless express fragmented, poorly ar-
ticulated fears or inappropriate accusations or may only
respond fearfully when someone approaches. Thisis sug-
gestive of aforme fruste of paranoia and might provide a
logical basisfor theinitia use of an antipsychotic.

It is important to note at this juncture that there is no
pharmacotherapy for agitation or aggression associated
with dementia, or indeed any diagnosis, that has been ap-
proved by the U.S. Food and Drug Administration (FDA).
Further, the Omnibus Budget Reconciliation Act (OBRA)
guidelines of 1987 place restrictions on the use of psy-
chopharmacologic agents in patients with dementia in the
nursing home. For example, the use of antipsychotics for
restlessness, anxiety, agitation, and fidgeting was deemed
inappropriate according to OBRA guidelines. Nonethe-
less, even in the absence of regulatory approval and the
type of consensus regarding treatment that this implies,
concerned clinicians deal with difficult agitation as best as
they can on a case-by-case basis, trying to find an ap-
proach that works. The magnitude of the problem and the
fact that there are emerging datato guide clinicians are re-
flected in avariety of recent consensus statements regard-
ing this issue (e.g., APA 1997), which support the use of
psychotropic medications when other approaches fail . *>

Our approach, which admittedly goes beyond regula-
tory guidelines and consensus statements, is to select a
medication class relevant to the psychobehavioral meta-
phor with at least some empirical evidence of efficacy and
with'the highest likelihood of tolerability and safety. The
choice is sometimes influenced by the likelihood of a par-
ticular side effect. In implementing therapy, we observe
some other general rules such as starting with low doses
and escalating slowly, assessing both target symptoms and
toxicity, and discontinuing the medication if it is harmful
or ineffective. When a medication is helpful, the dose is
maintained at subtoxic levels for-an appropriate period af-
ter which the empirical trial is performed in reverse, that
is, the medication is tapered and the patient is monitored
for arecurrence of the problem. Sometimes several medi-
cations need to be tried before the problem’isameliorated;
sometimes al medication trials fail.

SPECIFIC CLASSES OF PSYCHOTROPICS

Individual agents and representative starting doses are
shown in Table 4. The doses are based primarily on our
clinical experience, astheliteratureislimited. Hence, they
must be viewed as guidelines only.

Antipsychotics

Conventional antipsychotics. According to the ap-
proach adopted in this article, antipsychotics would be
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Table 4. Classes of Agents and Representative Starting Doses

Table 5. Side Effects of Typical Antipsychotics

Suggested Maximal Dose*

Drug Suggested Dose (mg/day)
Anticonvulsants

Carbamazepine 50-100 mg/day 300-500

Divalproex sodium 125mg b.i.d. 500-1500
Antidepressants

Trazodone 25 mg/day 150-300

Sertraline 25-50 mg/day 100-200

Fluoxetine 10 mg/day 20

Paroxetine 5mg 20-40
Antipsychotics

Haloperidol 0.25-0.5 mg/day 2-4

Thioridazine 10 mg/day 50-100

Clozapine 12.5 mg/day 25-100

Risperidone 0.5 mg/day 2-4

Quetiapine 25mg 100-300
Anxiolytics

L orazepam 0.5 mg/day 2-4

Buspirone 5mg b.i.d. 40-60
-Blockers

Propranolol 10 mg b.i.d. 50-100
Selegiline 5mg b.i«d: 10

3_ower doses often effective.

chosen first only in agitated patientswith psychatic “ meta-
phors.” Historically, however, antipsychotics have been
used for virtually all forms of psychopathology associated
with dementia, including all manifestations of agitation.
They have aso been studied more intensively than any
other class of psychotropic medications. Wragg and Jeste
reviewed the controlled studies of typical antipsychoticsin
agitation and confirmed that the effects of antipsychotics
were modest but consistent, and that no single agent was
better than another.™ In ameta-analysis of controlled trials
of neuroleptics, Schneider and colleagues found that con-
ventional antipsychotics improved agitation better than
placebo in 18% of patients with dementia.*® Not all studies
were clear about exactly what behaviors changed.’®
Nonpsychotic symptoms that were reported to improve
in some studies included suspiciousness, sleeplessness,
excitability, hostility, belligerence, emotional lability, rest-
lessness, tension, agitation, aggression, uncooperative-
ness, and irritability.>*® Some reports indicated that psy-
chotic symptoms also improved, supporting the use of
these target symptoms in the framework of the therapeutic
metaphor. Certain other symptoms, such as wandering,
apathy, withdrawal, and hypersexuality generally did not
improve. Low doses of the antipsychotics were usually ef-
fective. Side effects associated with typical antipsychotics
(Table 5) are well known and are of particular concern in
older patients and those with dementia and include periph-
eral and central anticholinergic effects, hypotension, car-
diac conduction changes, sedation, falls, and a host of mo-
tor signs and symptoms.’® For practical purposes, side
effects dictate the selection of a particular agent in this
population.

Atypical antipsychotics. Thereislittle published litera-
ture regarding the efficacy, safety, and tolerability of
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1. Anticholinergic effects
Peripheral
Central (eg, confusion, delirium)
2. Cardiovascular
Postural hypotension
Conduction effects
3. Parkinsonism
Bradykinesia
Rigidity
Tremor
Gait disturbance
Decreased postural reflexes
Masked faces
Drooling
Sedation
. Acute dystonic reaction
Akathisia
. Tardive dyskinesia
Neuroleptic malignant syndrome
. Fallg/fractures

©ON® S

atypical antipsychotics for treatment of agitation or ag-
gression in patients with dementia. Thereis anecdotal evi-
dence suggesting at least partial benefit with clozapine
therapy in patients with agitation. Side effects associated
with clozapine include sedation and anticholinergic ef-
fects. Concern about agranulocytosis is also a consider-
ation in using clozapine for any diagnosis.” The usual
starting dose is 12.5 mg/day.

There are several case reports of patients treated with
risperidone who showed decreased aggression and agita-
tion.**° However, side effects were reported to occur in
some patients, including dose-related extrapyramidal
symptoms, sedation, and postural hypotension, and there
is some evidence of increased prolactin plasma concentra-
tions of .uncertain significance. There are also abstracts
summarizing results of 2 multicenter trials of risperidone
in nursing home patients.># One study compared fixed
daily doses (0.5.mg, 1. mg, 2 mg) with placebo in 625 pa-
tients and found reduced measures of agitation, aggres-
sion, and psychosis at the higher doses using predeter-
mined response criteria. Approximately 50% of patients
taking placebo responded, versus about 60% and 65% of
patients at 1 and 2 mg/day.* The drug was described as
generally well tolerated, with extrapyramidal features
more likely to occur at the 2-mg/day dose. The other study
compared flexible doses of risperidone and haloperidol
(up to 4 mg/day each) and placebo in 344 patients. Similar
but less robust results were reported.® It will be important
to review the full details of these studies, the first publicly
presented results from large multicenter trials in nursing
home patients, when they become available.

A recently approved atypical antipsychotic, quetiapine
fumarate, is currently being evaluated in a controlled,
multicenter trial in nursing home patients for its effect on
agitation and aggression. A year-long, open trial of quetia-
pine in a large (N = 106) population of elderly patients
with dementia and mixed behavioral problems, including
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psychotic features, has been completed.” Abstracts of the
3-month data have been presented.? These data indicate
improved measures of agitation and psychosis. Reported
side effects included sedation, orthostatic hypotension,
and dizziness, which typically occurred early in the course
of treatment. As with younger patients, very low rates of
extrapyramidal symptoms, including akathisia, were re-
ported among patients taking a wide range of quetiapine
dosages (median dosage =100 mg/day; range, 25-800
mg/day).?? No clinically important effects on hematol-
ogy, other laboratory values, ECG evaluations, or vita
signs were associated with quetiapine use in this patient
population. Once again, it will be important to review the
full reports from this study and the controlled study when
they become available.

Other atypical agents that have been evaluated for agi-
tation, or are under study now, include olanzapine and zi-
prasidone. Extensive data from. these trials have not yet
been presented. Early impressions of the effectiveness of
atypical antipsychoticsin treating agitation.and aggression
have been encouraging; complete presentation will be nec-
essary in order to be more certain about their role. It is
conceivable that favorable results from these clinical trials
will have a major impact on current patterns of antipsy-
chotic use for agitation in patients with dementia.

Anxiolytics

In the context of the target symptom approach that we
advocate, anxiolytics as a class would be the agents of
choice for patients with prominent anxious features. Since
geriatric psychiatrists often “bundle” anxious and depres-
sive features, antidepressants are sometimes used first in
cases in which anxious features predominate. Anxiolytics
have nonethel ess been widely used for agitation in demen-
tia, although they have not been studied as extensively as
the antipsychotics. Some reports show a reduction in agi-
tation with short-term use of benzodiazepines, especially
agitation associated with anxiety, sleep problems, and ten-
sion.? Side effects with the benzodiazepines include seda-
tion, ataxia, falls, paradoxical increases in agitation, and
anterograde amnesia, as well as tolerance and withdrawal
syndromes. It is often asserted that |orazepam and oxaze-
pam are the preferred choices in older patients because
these agents are less likely to accumulate after repeated
dosing. Currently, thereis only anecdotal evidence regard-
ing the use of clonazepam for agitation and aggression.®

The anxiolytic buspirone has considerably fewer side
effects compared with the benzodiazepines, the most com-
mon being headache and dizziness. Anecdotal reports sug-
gest that buspirone might be effective in reducing some
target symptoms such as anxiety, aggression, and depres-
sion; however, no controlled data are currently available.®
One blinded study comparing low-dose buspirone with
low-dose hal operidol failed to show improvement, leaving
open the question of what might have happened with
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higher doses.?® There are no other data available about this
agent.

Antidepressants

Theoretically, antidepressants would be the drug class
of choice in patients with depressive features accompany-
ing agitation. Regrettably, baseline target symptoms (be-
yond agitation) have not been routinely delineated in clini-
cal trials with antidepressants.

Several case reports and open studies have reported
antiagitation efficacy with trazodone, a serotonergic anti-
depressant with a,-adrenergic blocking activity. This lit-
erature is summarized in a review article by the author.®
The only blinded study, which compared trazodone
(50250 mg/day; mean = 218 mg/day) with haloperidol
(1-5 mg/day), found equal improvement in agitation in
both groups, but the side effect profile reported for the
group treated with trazodone was more benign.?

There are several reports regarding the use of other ser-
otonergic agents in the modulation of agitation in demen-
tia, although most of the data are anecdotal or come from
studies of agents not yet available in this country.® A ret-
rospective analysis of a study of citalopram showed
improved emotional bluntness, confusion, irritability, anx-
iety, fearfulness, depressed mood, and restlessness in pa-
tients with Alzheimer’s but not for patients with vascular-
type dementia® Currently, only anecdotal reports of
beneficial effects for fluvoxamine, fluoxetine, and sertra-
line are available.’ To confirm the impressions proffered,
confirmatory controlled trials will be needed. Side effects
associated with these drugs can include sedation, restless-
ness, increased agitation, sexual dysfunction, and gastro-
intestinal distress.

Anticonvulsants

Certain anticonvulsants are used in psychiatry for the
treatment of acute mania and have been assessed by clini-
cians for their effectivenessin avariety of other psychiat-
ric disorders. Strict adherence to our metaphor approach
would dictate the use of these agents for agitation in pa-
tients with affective features (in particular, manic features,
but also depressive features), or possibly in those with
prominent impulsivity, lability, or nonspecific agitation. In
reality, clinicians appear to be using anticonvulsants for
agitation with increasing frequency. For instance, in are-
cent survey of a large long-term care facility, we found
that more than 10% of all patients were receiving anticon-
vulsants for behavioral indications; most had dementia.®

The anticonvulsant carbamazepine has psychotropic
propertiesthat are similar to lithium when it isused in ma-
nia. However, carbamazepine is associated with less neu-
rotoxicity than lithium. Extrapolations from datain studies
of other clinical populations also led to the suggestion that
carbamazepine may have beneficial effects for agitation
associated with dementia® Numerous pilot studies and
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case reports subsequently suggested that carbamazepine
may be effective in the treatment of some agitated be-
haviors in patients with dementia. One small placebo-
controlled, crossover study in 19 women who were also
treated with as-needed thioridazine was negative.® In con-
trast, markedly different results were obtained from a pre-
l[iminary study of agitation in 25 nursing home patients
with dementia® In that study, carbamazepine (average
dose = 300 mg/day) was associated with significantly re-
duced agitation compared with placebo. With the excep-
tion of 1 case of tics, minimal side effects were reported. A
follow-up, confirmatory, randomized, placebo-controlled
study has been .conducted in 51 patients at 4 nursing
homes in Rochester, New York. Equally robust benefits
were noted, and tolerability of the carbamazepine was
generally good.” Interestingly, nursing home staff re-
ported spending less time taking care of behavioral prob-
lems for patients who were receiving carbamazepine in
this study. Findings such as those regarding reduced need
for staff time would help illuminate some of the potential
indirect benefits of the appropriate use of psychotropic
medications for agitation.

While the preliminary data regarding: carbamazepine
for agitation are encouraging, its role is-not fully estab-
lished as no multicenter studies have been performed. Fur-
ther, while side effects have been mild in our controlled
studies, they would be more likely to occur with uncon-
trolled use. These adverse effects can include rash, seda-
tion, ataxia, hematologic abnormalities, hepatic dysfunc-
tion, and electrolyte disturbances.® Additionally, there are
numerous known drug-drug interactions associated with
the use of carbamazepine. Alternative, potentially safer,
anticonvulsant agents would be valuable additions to the
armamentarium for agitation.

Valproic acid, along with its better tolerated and more
frequently used enteric-coated derivative, divalproex so-
dium, isanother anticonvulsant, but onethat is structurally
dissimilar to carbamazepine. Compared with carbamaze-
pine, it has similar psychotropic effects in mania, a re-
duced potential for drug-drug interactions, and fewer seri-
ous side effects. Divalproex is FDA-approved for the
treatment of mania associated with bipolar disorder as
well asfor the prophylactic treatment of migraine. Inava-
riety of clinical populations studied in detail thusfar, it has
a more favorable side effect profile in comparison to the
alternative antimanic agents. Based on a number of open
trials or chart reviews that have been conducted in patients
with agitation and aggression associated with dementia,
divalproex appears to show promise as an antiagitation
agent as well.”® All of these reports, including one from
our group,® indicated reduced agitation in the majority of
patients, with generally good tolerability of the dival-
proex. Potential side effects include sedation, weight gain,
hair loss, thrombocytopenia, and hepatic dysfunction. It is
perhaps because of experience in mania that psychiatrists
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and other clinicians often choose divalproex for the treat-
ment of agitation.® Several controlled trials are underway
that will help clarify itsimportance as a therapeutic tool.

The potential role for the newest anticonvulsant agents
(i.e., lamotrigine, gabapentin, and topiramate) is not yet
established. Because anticonvulsants asaclass have arela-
tively benign side effect profile based on years of experi-
ence in multiple clinical populations, evidence of signifi-
cant efficacy of one or more individual anticonvulsants
will very likely influence practice.

Miscellaneous Therapies

Limited studies for lithium and propranolol are avail-
able in the treatment of agitation.” The data suggest mini-
mal efficacy with considerable potential for side effects.

Selegiline has al so been suggested in some reportsto be
beneficial.* In contrast, no evidence in support of signifi-
cant behavioral benefit was found in a prolonged outpa-
tient trial of selegiline by Sano and colleagues.®

A brief report regarding electroconvulsant therapy
(ECT) in screaming, demented patients suggested some
beneficial effectswith this procedure.®® Benefits were also
noted in a detailed case report of ECT for a patient with
life-threatening agitation.*

Estrogen and progestin therapies have occasionally
been reported to be beneficial in reducing physical and
sexual aggression in men.®

Interesting work by Satlin and colleagues has also sug-
gested that bright light pulses may be beneficial for the
treatment of behavioral disturbances in Alzheimer’s pa-
tients.®

Cholinergic agents have been suggested to have unan-
ticipated-behavioral benefits, which bears further exami-
nation.*

Small series orindividual case reports have suggested
that even more unconventional therapies may be effective;
these will not be reviewed here.

SUMMARY

Agitation occurs commonly in dementia. Before symp-
tomatic pharmacotherapy is undertaken, it isimperative to
follow a sequence of evaluations and interventions to es-
tablish whether ssmpler and safer nonpharmacologic ap-
proaches will be beneficial. When psychotropic medica-
tions are used, they should be used judicioudly, in the
lowest effective doses and for the shortest period of time
necessary. I neffective medications should be stopped, and
even effective medications should be empirically tapered
in most patients to learn whether treatment is still neces-
sary. Antipsychotics show the most benefit for the treat-
ment of agitation associated with psychotic features. The
adverse side effects of typical agents is legion; data are
pending regarding the atypical agents risperidone, olanza-
pine, and quetiapine.
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The available evidence regarding non-neurol eptic med-
ication ranges from case reports to well-designed, double-
blind, placebo-controlled, randomized, parallel-group
studies. Literature exists describing the use of anticonvul-
sants, anxiolytics, serotonergic antidepressants, and other
agents to manage agitation. Carbamazepine and dival-
proex have demonstrated efficacy in uncontrolled studies,
while the use of carbamazepine has produced negative re-
sultsin 1 small controlled study and positive results in 2
controlled studies. Buspirone has shown benefit in some
open trials. Encouraging early findings have been reported
for trazodone, including from 1 controlled trial. Varied re-
sults have been obtained in studies using selective seroto-
nin reuptake inhibitors, but with consistently encouraging
anecdotes.

In the aggregate, the evidence suggests but does not
prove that alternatives to traditional antipsychotics exist.
Again, none of these agents has yet been approved for this
purpose by the FDA. As more studies become available,
we will have a better idea about which classes of agents
are most efficacious, as well as about relative effective-
ness. It is likely that there may be a role for “rational
polypharmacy” in the management of this distressing
complication of dementia. However, we know of no pub-
lished controlled studies that address combination therapy,
forcing the clinician to contemplate this option on a case-
by-case basis. Clinical trial data are pending from studies
with divalproex, haloperidol versus trazodone versus
placebo, risperidone, olanzapine, quetiapine, donepezil,
donepezil plus sertraline, and buspirone, at the very least.
These data will undoubtedly have a major impact on how
we as psychiatrists care for our patients, and lead to revi-
sions of current practice guidelines.

Drug names: buspirone (BuSpar), carbamazepine (Tegretol and others),
citalopram (Celexa), clonazepam (Klonopin), clozapine (Clozaril), di-
valproex sodium (Depakote), donepezil (Aricept), fluoxetine (Prozac),
fluvoxamine (Luvox), gabapentin (Neurontin), haloperidol (Haldol and
others), lamotrigine (Lamictal), lorazepam (Ativan and others), olanza-
pine (Zyprexa), oxazepam (Serax), paroxetine (Paxil), propranolol (In-
deral and others), quetiapine (Seroquel), risperidone (Risperdal),
selegiline (Eldepryl), sertraline (Zoloft), thioridazine (Mellaril and oth-
ers), topiramate (Topamax), trazodone (Desyrel and others), valproic
acid (Depakene and others).

REFERENCES

1. Tariot PN, BlazinaL. In: Morris J, ed. Handbook of Dementing IlInesses.
New York, NY: Marcel Dekker; 1993:461-475

2. Tariot PN, Mack JL, Patterson MB, et d. The behavior rating scale for de-
mentia of the consortium to establish a registry for Alzheimer’s disease.
Am JPsychiatry 1995;152:1349-1357

3. Merriam AE, Aronson MK, Gaston K, et a. The psychiatric symptoms of
Alzheimer’'s disease. JAm Geriatr Soc 1988;36:7-12

4. Cohen-Mansfield J, Billig N. Agitated behaviorsin the elderly, I: aconcep-
tual review. JAm Geriatr Soc 1986;34:711-721

5. Kalunian DA, Binder RL, McNiel DE. Violence by geriatric patients who
need psychiatric hospitalization. J Clin Psychiatry 1990;51:340-343

6. Nilsson K, Pdmstierna T, Wistedt B. Aggressive behavior in hospitalized
psychogeriatric patients. Acta Psychiatr Scand 1988;78:172-178

7. Tariot PN, Schneider LS, Katz IR. Anticonvulsant and other non-neurolep-

J Clin Psychiatry 1999;60 (suppl 8)

10.

11

12.

13.

14.

15.

16.

17.

18.

10.

20.

21

22.

23.

24.

25.

26.

27.

28.

20.

30.

3L

32.

Agitation in Dementia

tic treatment of agitation in dementia. J Geriatr Psychiatry Neurol 1995;8
(suppl 1):500-512

. Tariot PN. General approaches to behavioral disturbances. In: Reichman

ME, Katz P, eds. Psychiatric Care in the Nursing Home. New York, NY:
Oxford University Press; 1996:10-22

. Tariot PN. Treatment strategies for agitation and psychosis in dementia

JClin Psychiatry 1996;57(suppl 14):21-29

Tariot PN, Erb R, Podgorski CA, et a. Efficacy and tolerability of carba
mazepine for agitation and aggression in dementia. Am J Psychiatry 1998;
155:54-61

Leibovici A, Tariot PN. Agitation associated with dementia: a systematic
approach to treatment. Psychopharmacol Bull 1988;24:39-42

Maxfield MC, Lewis RE, Cannon S. Training staff to prevent aggressive
behavior of cognitively impaired elderly during bathing and grooming.
J Gerontol Nurs 1996;22:37-43

Roberts B, Algase D. Victims of Alzheimer’s disease and the environment.
Nurs Clin North Am 1988;23:83-93

Food and Drug Administration. Omnibus Budget Reconciliation Act guide-
lines of 1987. 54 Federal Register: Rockville, Md; 1989:5316-5336

Board of Directors of the American Association for Geriatric Psychiatry,
Clinical Practice Committee of the American Geriatrics Society, and Com-
mittee on Long-Term Care and Treatment for the Elderly, American Psychi-
atric Association. Psychotherapeutic medicationsin the nursing home. JAm
Geriatr Soc 1992;40:946-949

American Psychiatric Association. Practice guideline for the treatment of
patients with Alzheimer’s disease and other dementias of late life. Am J
Psychiatry 1997;154(suppl):1-39

Wragg RE, Jeste DV. Overview of depression and psychosisin Alzheimer's
disease. Am J Psychiatry 1989;146:577-587

Schneider LS, Pollock VE, Lyness SA. A meta-analysis of controlled trials
of neuroleptic treatment in dementia. JAm Geriatr Soc 1990;38:553-563
Pollock BG, Mulsant BH. Antipsychoticsin older patients: asafety perspec-
tive. DrugsAging 1995;6:312-323

Goldberg RJ, Goldberg J. Risperidone for dementia-related disturbed be-
havior in nursing home residents: a clinical experience. Int Psychogeriatr
1997;9:65-68

Brecher M. Risperidonein the treatment of psychosisand aggressive behav-
ior in patients with dementia. Presented at the 8th Congress of the Interna-
tional Psychogeriatric Association; August 17-22, 1997; Jerusalem, Israel
De Deyn P. Risperidone in the treatment of behavioral disturbances in de-
mentia. Presented at the 8th Congress of the International Psychogeriatric
Association; August 17-22, 1997; Jerusalem, |srael

McManus DQ; Arvanitis LA, Kowalcyk BB, and the Seroquel Tria 48
Study Group. Quetiapine, a novel antipsychotic: experience in elderly pa-
tientswith psychatic disorders. J Clin Psychiatry. In press

Arvanitis LA, Rak IW. Efficacy, safety and tolerability of Seroquel (quetia
pine) in ederly subjects with psychotic disorders [abstract]. Schizophr Res
1997;24:196

Arvanitis LA, Miller BG, and the Seroquel Triad 13 Study Group. Multiple
fixed doses of Seroquel (quetiapine) in patients with acute exacerbation of
schizophrenia: a comparison with haloperidol and placebo. Biol Psychiatry
1997;42:233-246

Cantillon M, Brunswick R, Molina D, et a. Buspirone vs haoperidol: a
double-blind trial for agitation in a nursing-home population with Alzhei-
mer’s disease. Am J Geriatr Psychiatry 1996;4:263-267

Sultzer DL, Gray KF, Gunay |, et a. A double-blind comparison of trazo-
done and haloperidol for treatment of agitation in patients with dementia.
Am JGeriatr Psychiatry 1997;5:60-69

Nyth AL, Gottfries CG. The clinica efficacy of citalopram in treatment of
emotional disturbances in dementia disorders: a Nordic multicenter study.
Br J Psychiatry 1990;157:894-901

Porsteinsson A, Tariot PN. Nursing homes and long-term care. In: Clark C,
Trojanowski J, eds. Neurodegenerative Dementia: Clinical Features and
Pathological Mechanism. New York, NY: McGraw Hill. In press

Tariot PN, Erb R, Leibovici A, et a. Carbamazepine treatment of agitation
in nursing home patients with dementia: a preliminary study. JAm Geriatr
Soc 1994;42:1160-1166

Chambers CA, Bain J, Roshottom R, et al. Carbamazepine in senile demen-
tiaand overactivity: a placebo-controlled double-blind trial. IRCS Med Sci
1982;10:505-506

Tariot PN, Frederiksen KM, Erb R, et d. Lack of carbamazepine toxicity in
frail nursing home patients: a controlled study. JAm Geriatr Soc 1995;43:
1026-1029

19



Pierre N. Tariot

33.

35.

36.
37.

38.

20

Porsteinsson A, Tariot PN, Erb R, et . An opentrial of valproate for agita
tion in dementia. Am J Geriatr Psychiatry 1997;5:344-351

. Goad DL, Davis CM, Liem P, et d. The use of sdlegiline in Alzheimer's

patients with behavior problems. J Clin Psychiatry 1991;52:342-345
Sano M, Ernesto C, Thomas RG, et a. The Alzheimer’s Disease Coopera-
tive Study. A controlled trial of selegiline, alpha-tocopherol, or both as
treatment for Alzheimer’s disease. N Engl JMed 1997;336:1216-1222
CarlyleW, Killick L, Ancill R. ECT: an effective treatment in the scream-
ing demented patient. JAm Geriatr Soc 1991;39:637-639

Holmberg S, Tariot PN, Challipalli R. Efficacy of ECT for agitetion in de-
mentia: a case report. Am J Geriatr Psychiatry 1996;4:330-334

Satlin A, Volicer L, Ross V, et d. Bright-light treatment of behavioral and

39.

41.

42.

sleep disturbances in patients with Alzheimer’s disease. Am J Psychiatry
1992;149:1028-1032

Kaufer DI, Cummings JL, Chrigtine D. Effect of tacrine on behaviora
symptomsinAlzheimer’sdisease: an open-label study. JGeriatr Psychiatry
Neurol 1996;9:1-6

. Beck C, Heacock P. Nursing interventions for patients with Alzheimer's

disease. Nurs Clin North Am 1988;23:95-124

Smith M, Buckwalter K, Mitchell S. Geriatric Mental Health Training Se-
ries. New York, NY: Springer Publishing Company; 1993

Gwyther L, Rabins P. Practical approaches for treating behavioral symp-
toms of people with mild to moderate Alzheimer’s disease. Primary Psy-
chiatry 1996:27-37

J Clin Psychiatry 1999;60 (suppl 8)



	Table of Contents

